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BH

1-Ethoxy—-2~(2-methoxyethoxy)ethane DREKR G EM: - AR A FIEHCRRECFETARIA
AP TER U, SR E R FAKIZAHFIRLT 0, 62.5, 250 Z26TNZ 1000 mg/kg DHET, &
BECHMEMES 12 PLD Cri:CD(SD) Zy MIRHIR O S LT, #Eid 42 BRI ELRICHIERL ., M
ARELHT 2 MRS L OREHARM. LRI ZEL THE 4 BETO 41~46 BEREGL, HAERITWHE
4 B, BEWIIETE 5 BICEHRL, £/, 0 BLUV 1000 mg/kg O BICIERIEME (10 PT/&E) 3%,
42 BRI S U BT 5E R L., BYO¥EE 0 BLO 1000 mg/kg BEDOHE 5 PLiL, 42 B EREL
7417 14 BRESMABEL CGHR LT,

1. RiEH 5 HEE B I OEE M

HREZHODOEKTA 1000 mg/kg HOFEREMEL = LMERBIC, REHO— @O R
1000 mg/kg BEDOHER LOREMED —ERITBIBR I, Fi, FEHIMPNHAS 1000 mg/kg FEDOLLIRHE
12, FEE RO T 2% 1000 mg/kg BHEOMER LOIERELME, XHITIX 250 mg/kg D HEMEHIERD LI
Tre MAREBIOANCRVMEDETA 1000 mg/ke BEOBERBIUIEAEIMEIZ, #BIRARMLBK R
DT A 250 mg/kg LA EDOHEB I 1000 mg/kg BEDFEAZRMENZ . MCHC B XL UM/ IMEER DR T A3
1000 mg/kg BEDIEREMEIZR O DI, BEBBREDKT L v -GTP OHEMND 1000 mg/kg FEDLEIZ
OO, REDIVLBIUERAA LV REDIETA 1000 mg/kg BEOREZ b, MREEDIK
T, FIRBLOBIROMBX EEOHEMA 1000 me/kg BEOHERBLUEREMEC AN, HETIZESIZ
B EERBLORIIIROEEME T L, MIREEE OFEME, ANBEP OO IF IR IEA 35 X ORFHE A
DBEVHTAEM.D 1000 mg/kg BOBEBLOIEREMICHEIN, DNEPLHOFHEIERZ
250 mg/kg BEDHEICHIRDOI, Ei2., 1000 mg/kg BEORETIL, FEOIEHREN TR FHIROBLE .
ATEA B DZER LB X O EE MR, R EAOFERN TR T OB B L OHIRRERIEN ., AL
ROEHERN THRBRDOBD B ENEhBIESNI,

EEBETIE LR OB RICEEHITI A L7438, 1000 mg/kg BEDOIEAEME IR FEFE D
EEH, RBEOREICIFIROM N EEBOBEMEBRBS L ORE RO RAMKAREL TBESh-,

2. ETERAEFM

MRIADIER D 1000 mg/kg BEDRFELMEIZ A O, FEF CIMERHFEOER , B RE GERE/ T
SRPEAED) | SR (IR EEMER/ SRR B 40 | PEIR B, HHEEA BB, M iR (BEIR B/ EARIEED)
AR IR (A R/ FEREL) BIOHA R (HEARE/ERE) 0K TRALNE,

3. EEME

250 mg/kg FEDOHEITHERIR MEREL RO T &/NEERIMEDATHIRBAE KA, 250 mg/kg BF D57 il
B ROETABESNI L bMEREEI Y O K & 5 B WIS 5 8% 1% 8 (NOAEL) 3
62.5 mg/kg/day LHIBFSNT-, T, MRMBLOWHEIRIOIES | HBER, SR, FER S, ML
B, SR, AR RS OHAROE FA 1000 mg/kg BECRD LI LhD, ATiFs4E Bt
W A EEFEEME B 250 mg/kg/day SHIETEILS,
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HERB M

lﬂﬁ@ﬁ??b@ﬁﬁﬂﬁﬁ (2 M) BLOREHIM T (& 2 @) . ZebONTHETIIAEHARIE T4 2 @
M. M CIEEYR 2B LU CREM (HE 4 BET)IT 1-ethoxy—2—~(2-methoxyethoxy)ethane % X1E
BOFBEL, S yMIBERI—EFEEBIOEIENE, 2O NCAREBEFEEZHAOMITHIEEE
&L,

HAEHARS12 & GLP

AR, (HRLFDEEARDRROFEIZDW T U T ACFELART A2 ) CEAL 23 F
3 A 31 Bf$iT, A% 0331 B 7 SEAGBHEERENFR. ik 23-03-29 WG b SRFEE
BEEEERR. RECHKE 110331009 SREARAREBCRRHEEM) ICHERL . THBLTD
HEIROARE E I oRBRERICBE 3588 (AL 23 4 3 A 31 HAHT, BRI 0331 FE8 &
BAEZBHEEERLBE, ¥R 23-03-290 HEH 6 SRFEELEUNEEERR. REERSE
110331010 SE&EA RS REBOR F R @) 28FL CEM LT,

R TOERBEL. SO ERERICETHIEMI0BF 48 42 10 A 1 B EHE 105 5., F
B 24 £ 9 A 5 H —fRRE). [ EEREMOE# K OGRE I ONT 3 ORI BE 4 2 2L | CFAR
18454 A 28 A, BRFEAERE 88 B)BIONE A FHEE OFTE 42 E IR 28 ERED
EHIC BT AR G 18 £ 6 A 1 B, B35 0601001 B2 #FL, [—RUHIEA R BRI
Zetrs— SYERCETOEH EBENHAE) J(ER 2 F 10 A1 B FR 2644 A 1 B
) ICEEADWTER LT, ARBRICBT 28 LR EIL, REMETENERZBSOBES T,
BRI TN (B EBIKRE B 1130230A) , 728, ABREIN-EWRRFENOOE R X2
7

HHERE

1. BSRE

WERME ThHD 1-ethoxy-2-(2-methoxyethoxy)ethane[{b5#4 (A4) o= F L7 a—LxF L
AF N —FT N JUPAC 44:1-hFi-2-(2-AF bR ) 2y BFr:EMEE, CAS % 5:1002-
67-1, 53 ¥ :CH O, 57 F & :148.20, 2y MEF: AWM2005, & &:100.0% (v 7Y —HT7 5 GC),
R : 2,6~ ~t-T FN~4-AF V7= )—/ (BHT) :30 ppm (ZEHIELT) . AK55:0.1%. Annex A) .
BOBRRRETHD, R E IR TERSENOEAL EBRWE AT 2013 4 6 A
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14 BRBXV 2013 7 A 12 H) ., EHRFE CHARZ CEIR (EHHE 15.8~24.6C) . EHFMHET T
%% L7~, 1-Ethoxy—2—-(2-methoxyethoxy)ethane DEER 2 kIR T,

N

R EOREMEIZOWTIL, ERABITBIUERK T RICEHM LTI CRARIL ARSI
WERIEL. AFERHR ., AT NI o Tn ZE DR EN TS GRBRE B Q-13-009) .

2. BB IOEWE H1k
BAF v— VAU R—EREF L 2—LD 8 MiIG® Sprague-Dawley (SD) 3% [(Crl:CD(SD). SPF)

T M 55 I, HE 83 IEAEAL., FEE (5 HFE)NNA L, AFHLEDT 15 B, ELHETR
BEA~OBULDI-HFRE LT, £DME A B0 —IREL#EL. ARTE (RE 1 B) BLUHEK
T BICAEEZREL, B - BB TSmO RICRO7 2 A MU CEILE STl B —
VICRBRE S B LU E S E LA LB — R E BT GEAI U, Eo, MBI DV Tk,
B 3 BooE A ERMEBE LI, AN OARIFRBIOREK TROEEIX TRO®@EYT
ot

AR H :20134E10 A 7 B
AR E -} 275.3~310.0 g, M 187.7~222.3 g
BRE¥%TH 20134210 A 21 A

KRR TRERE ik 343.1~449.6 g, I 213.6~314.8 ¢
TR - B T O — R AR, FEI7 R BRSSO EHER IR E O B RIS T LS
NHRFITRDONRD o7, 728, MEMTId, AR OEIZEBEBO by 13 LikRs
L. @R TROEELEICERDECEES MBI LS T 21T o7, BT LBmITii—
HOBYESER G T, 7=V I CRICEINE SEEHRL . ORS8N —RICRBRE
BERIVEMEBLLRALTEHE S — VI o, BoUhoEAIU- M 7 [T, 8 15 I (%
FHOFRERICIVRA LBl SN2 TREBMLL ., MEHES 2 TR OLEE IERALZR, Y
DOHERERL, oo B BNZER A T BN e ol loh | BEIESH T,

BT RIRE 21.0~25.0C, FF AR 40.0~75.0%, HK[RER 16 [E/EFH]. BHETY A1
12 W7 BE~19 W)RAT, 12 BFR (19 W~T7 B VAT ISR ES B BN T, &R REMKr—
(220w X 270d X 190h mm)iZ 1 PE§™> (AZECAHT 2 VL) INA L, EREAEL (CE-2, B AZLVT) LKEK
(RHFTHAERBK) 2B HIZEBRIYE THEB L GIRATOBERICEL TIRROEEZSR) . 236
HEIX, IR 18 HBMHE 4 HE Ty M AT 7 SV — (350w X 400d X 180h mm)iZ 1 PLd*
OIREL, KEEL T VT RF o7 (=)= ARTATY —) B E M LI, 6751
FOBMROIBEIL 22.0~24.5°C, BEIX 50.0~73.5%Th o7z, £z, ALk, goblAkR L,
REOSHHRERIL, VT LIEERERIEE I RBOTFAEREAN THOZ L a2 R L,
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3. BeEmik
1) A%

WM E AT EL, fik (B BEH K, Migr e, ®iE% 5 C2XCHI) Mz RS,
200 mg/mL #KZFMBE L7z, SHIZ 200 mg/mL IRZFERIZL>THI]RL ., 50 2HTNT 12.5 mg/mL iK%
EXREAIZARRI L 7o, FABL 7RIS (BHAME 1~6°C) , L T CRE L. BEMORIERIFIC
fEALE,

2) ZE MR

P B HEER L L7 0.0100 me/mL S5 TK 200 me/ml. BB DWW E RRIEIC VT, B
LM TICHIT2 8 B IO EMENRERINTVD (RERE 5 :Q-13-009),

N EERER

FIENC S (FA%E 12013 48 10 A 21 B) LR E#H4(12.5, 50 F5L0* 200 mg/mL) 22T, #
BYWEEBERE L, £ORR, FHERITREGERRED 98.5~100.05THY, FRAEEDNITL
DEFENENTEHED 97.0~105.6% THEFFPIZIH 7= (Annex B), 236, R 5 RIAET OHERY
BE EHIEZ Annex C 12Tz,

1. BEBOREBLICRE FHiE

REREBROE 5 B1E, [1-Ethoxy—2—(2-methoxyethoxylethane DT v WARKER G- A3
AR (TR ) GUBRE S (R-13-001) O RELLCREL, #E. FHARTHEAL
TR E B L OB ARBRE R Uy MV,

TR T, 0 (SR, VS A, 250, 500 BLT* 1000 mg/kg ¥ EMEE % 10 @O 3 IT
® SD FR7vhI 14 B, KERARORELEFBE, FBEROHMBIY MCHC DT
500 mg/kg LA EOBEOHT, BREFOK T LMERERENE TR 1000 mg/keg FEOMHET, ~<hs
Yy MEDE TERERREDETA 1000 mg/kg HEOHETROLNIH, WTHLBRERENLTH-
feZ b, IRERED 1000 mg/kg ZARBROBmARICEREL, LLTAL 4 THHEICIE 250 mg/ke %,
A BIZ1X 62.5 mg/kg #IRTELT=,

ARRBTI. I ARERT 2 B, ﬁaﬂﬁraﬁé@mwmﬁﬁam (Rt 5 EK 42 F) . HEB
FXACECAT 2 R, ZCECHIE. SR A @ L COREOWE 4 A ETHEREEK 41~46 [E) | KR
BRERS N oo T- MBI AT H 0 (R 5 E$K 52 [) |, S5kl Aab -7 ME3ER 256 BAYS B E T,
MO FIEFMETE T 27 DICRELEY TIN5 42 BET. 1A 1B 1A 7TE, &
B 9 BE~13 BFDRE (9 B 00 47~11 Bf 48 /\) WS LT, ERRIT 5 ml/kg &L, MEEEE L RO
BIERAOFEELZRICRSRELEN L, 28, MREHZITHAETHS A HiEH AAkERECREL
Teo BEREIIMCEETARIANHY, S NABEFICLAMAR OB EEL,
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ARBROBHR BLOBMESE U FIoRLE,

7y Zza. =
- . KkE&E =754 KERE BhEE
(mg/kg) (mg/mL} (mL/kg) i3 i3
I, HEgt A
pofiichied () 0 0 5 MQlOOI~M01012* F01001~F01012
BRAER EMEE 62.5 12.5 5 M02013~M02024  F02013~F02024
)i vica EMEE 250 50 5 M03025~M03036  F03025~F03036
EHER EMEE 1000 200 5 M04037~M04048% F04037~F04048
X HRRE .
[FEAHL E(i;i)?k 0 0 5 - F05049~F05058%
(47741 Bl
= B
[FEZEL EMEE 1000 200 5 - F06059~F06068%
($7741) &

* HEOTH BB L OV A B | MO IERTREE OB E SOREVE § BlikEEBEZRIH LI

5. A&k

1D EEM(Fy)

O—iIREEDBIE
EHNZHONT, FHEHERIEER 1 EELE, RSP SEEOEH 2 FILLEBERU,

QOHEBIVERFHEOBE
BB R L UFEARBOILEBME S OKRENE 5 fix, MEWIIY 77 MNEOBIDE
BORENE 5 PIEREESEA (BIE 1 B)25 14 B, S0 1 EU L, —BREZBELE,

@M R B
EHIZONWT, REKRT B, 85 8, 15, 24, 30, 36 BLO 42 A (HFIIHE 0 B2DH 4 HORM),
EIEHF AT 7 BLO 14 BiCRa7 Vo FEIC L D3R ERBIE 2Tl B WTh
b 13 BE~17 BEOR (13 B 04 53~ 14 BF 40 43) i24F o7,
9. S VHBLTOBEEZITV. F—UhbBOE TERICARELBEL, (FEE L TOBELTT-
oo VE¥EH BT, IROL. B8 RERITE), L&, IRE. IRER, &8 R, 17, BRTTE. &
22178, HRRIG, & -3<AN, Bi5, JER . PEE, Bl AR08 EERH . B2 8E
L7,

@HERERE
HEBIOYTI5AMNEOHEY, RHEOBMESOE W b5 AL ONT, K E 39 HICERKEBEHESL
BAREEZERBL, 85 42 BICFHAZERBIERICS &RV OB T 2B EE RIS REL
oo SPMRMEC DV TIE R 5 IR AU EE L SRATE 0 /o s B BRI L= &8 5 fil (RA&
HER) RV, BREEKBICAREDERE. BHNEBIORI TR EH KGR
Lk,

10
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(1) FRBT o4 DI E B SO
TTA TG BEFLIET R ENL, BASRG. %I D AL S IR (W% B ) RO IE A O
DA AR LT,
(2) BIHHE
NEVHR 30 5E 2 AT 2 (Chatillon, Columbus Instruments) % W CIB A4 HIE LT, KB ORi
s L OBIEOR N E N2 § FINEL. BEEEE ORIEIARA L 3 BRI iin 71
&R 7o,
(3) B EHEBEWE
H 38D B 24 1E (SUPER-MEX,, ST HAK) A FVNTL 20 430D B 28 i B (X i ks &
OSLH EAREEOEFHIL . SHMEL 5 S Eit Ui, SREst R @ WIE. A E AN Bl E 0% E
PR ETIC IR | 00N B RSGE R B E A B A LT,
O EHE
BB XOY T oA MO, & 1U0RGBIMGEH) . 4.7, 14,21, 28,35.42 H . [mIfE 1. 7,14 R
FORRR LA Uz, ASPeliid e s 1,4, 7, 14 B AEHR 0.7, 14,20 B, W 0,4 ABIOWIR Y
WIEL, KRZREFINIEE 21, 28, 35, 42, 49 B BL O HIcflE LT,
GEAEERE
HEBX O T I A MEOMEE, 85 1~2, 7~8, 14~15, 29~30, 35~36, 41~42 H, [ 6~7.
12~13 BIZHEL, T/ MEOMEHTIR G 21~22 BICHHIE LT, SRR S 1~2, 7~8, 14~
15 ARBLUMLEE 0~1, 7~8, 14~15, 20~21 HZLUONWEE 3~4 BICBIEL., kRIS
29~30, 35~36, 41~42, 48~49 HIZHE LIz,
ORIBA
HEBI UV T I MNEOMRRE RS LL, #5537 B ORE TR OB E S HE 5 6, /-,
[ 13 B ARE CiklalEfl&fl 2R,
#4537 HOBETHY HOREHZIC, HE 13 HORE T —HRREBOBEK T RIZEHER
W — VIR L AT OEBICOWTHRAL, 72720, B -BE. BRI L2RE B LRI
L, BRIRBARATRAT 4 FERBI ORI THRRLZER T, TOMOIE H 13K 24 BB OE R TITo77,

HH REE ok i e

BB D

pH-W M- BEA - bk RBRRE F—3ar AL AE-4020 (F—27LA)
oy )—AL - BYAE Y Bk GRS

e itk RS

IR HE AR A

WE e P FUENEEIRBTE SU-202 (< BR7E)
TRV LA AR A4 BB HEOHTERE JCA-BM6010(HARET)
Y AR P Ak AL

BRATBE [k Gl

11



ABRE 5 R-13-002

OLeASE T

EHIOMEIZOVT, RE 3 BDLMHEMEZBIEL, BT H%. R ESHBLIBLE XEYT I/t
RS BHIDEAATEARZEML | SBHORIER . REPHERSNIETHRAMEBE L, F2,
B LOFHRIFER B (BEZLORBEHNHLHEBYETO A ROFE) BIUR SHHBZIC4H
VL 5 A RIROMRBRMSZN SN ORI E LB OEEEBHEICEH U, 2033, AR
(2 4~5 B OETHEBAREIFL TOOEIMITIER LA UK,

O@#HL

#4515 HO 16 I 00 53~16 I 07 3 iCRIBENOMERES 1 xF | TRBS®T-, FeiL0Ed, B
ZHeREL . FE P OMEDEAAT BEAZFERL TER L, ERIZERHDVITIBAAT AR ITHE T
PHERENT-Be ZRLEEL, ZORZMIR 0 ASRELTRBIFATICR U, KEcERBL
CHEEDREIC LD . FEBIE B 2542 RHER B £C0 B 5B L0 ORIC R L7 B S MO E K,
R (RS TN BE) X 100, %), iTIRE (LIRS I/ 58 B LI @i ) ¥
100, %) ZHH L7,

@EgR - o3 - E KRR OB R

ERDHERIN 2P % AR ST, HHRORERL, 1HE 21 BAEY B»S5 s RERESNSE
THEA . FACFRIZITO. 16 BRETIOEPBET LIcBlic >N, ZOHZEE 0 B (4R HE) &L
oo SRR EEDOE BB EIIEETRERFMIC OV TITV, BEBE TXRD>T-BMIC OV Th, &
Ptk O—RRBBLOEROREPSREOHBELHM LI, Sk, WERELZHE 1~4 HO
. 8 BB, 53 iBlic oW i, FEIREIR (AR 0 B0 B £ B ¥ 2ki-, $7iz, &l
RRIFFICIT, SRR R RS LB R B S % . BB (G R B/ IR IR R 20 X 100, %) 2B L,

@R 1.

DR G T ERR CIISHOBME SHEOH, BIE15BICBITAHB TIXEE S LIc4tL
PN ONTERLETT 270, Fio, D HMEOR 5K T IFHR T, RELM P IEHEL IS HD56]
(FAERZRO) IOV TRNET o/, 3T 7 MNEDHO B 5& T HR TSR OB E 54
FEusfl, BI#E15 B 2B 1T AR CIEBIEREZICH L 2HI SO TR M Z 1T 72, Wb gl A
18~ 240l RS 7tk IR KEIRD O T (1), (2), G)DIEIC SR 2 #x TR LT,

() MEFHRRE R PUEEER) EDTA-2K '

(2) MIKFHIRER FUEEHA 7= B YA

(3) MRA(LFHIRER FukEEAl ~U
QiR FHIRA

RITREWCHOWCLL T OE BE2BAE L, SUEERAE L T/ BT N YLz AW TERLE
A M %A BEL €, 7 b B R B L OVE LI S b e R T RF B R R I EL ., £ D
D IE B IIPTEEEAIE L C EDTA-2K % MW TR L7 ik CRIE LTz,

12
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HH HIE % f# SRR
ARILERF (RBC) ERIEHURHIE iR B 8o ikE
XT-2000iV (¥ AAy72)
A if. Bk 3% (WBC) YR —FERWET7a— A AN - FE
H i 2k 5358 Ak [k
MR AR M ER L (RET%) Rk il
M58 & (HGB) SLS~EZ mb ik Ei
EERIMEBRAR(MCYV) 58 (HCTx1000/RBC) EHS
i/ MR E (PLT) ERIEPUR I Eill=
~<h7YyME(HCT) G EE
AR BRI € 55 B 248 (HGBx1000/RBC) Eill=
(MCH) '
YR M ER i 35 1 2 (HGBX100/HCT) Eills
(MCHC)
EHEAEE b & 7725 HEER L 4 B B fn R [E R EEE
RFfH] (APTT) CA-1000 (/2474 2)
7 ubavt’ VR (PT) Eil= il
@ik L ERRA

A BREPNDONTLUL T OIE B #RA LI, FUEEAIL L T~ Y & IV CERE L 72 M0 5 i
BESBELTRIE L, 28, Bo o — ik FIRIREREICET2HRALE (T3, T4 BLT
TSH) HIE M &L THESRAF (-T0°CLATF) L7z, FRIROFMHEFIBRE R L OZE DM TOREEE
DFERPD | AR E ISP R RRIC B L RIEX R W& =728 BRIRAVERIE R

EhulL 2oz,

HH HIE B 5 MR

FMEBRE(TP) by M BB TR E
JCA-BM6010 ( B A&E¥)

TN7 I EE (rALB) BCGik Eilla

7 va— 2B (Gle)

#al A7o— ViR EE (TC)
MZVEFANEREE (TG)

U RREIRE (PL)

REFZEFRIEE (BUN)
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AERE 5 R-13-002

BHRBLUHBEER
LLUF ORFEAZ, BRI RBPI A M ASAE S — L F NI LRREE T TRILL7Z% 2SN O8I
WEARUIAAEF— T NI SRREE T TR BOESE, FIEFEERIRLIC,

Xt BEY) A BEAIOHBR
;3
BB TR R %5 42 HDEH 18~24 IR
EIfE =24t E18 15 0 18~24 B &
i3
5y it WE 4 HORH 18~24 BEfia A
skl FEER26 HFEY H Eh-ed
REDFERBINh-T-FI (RZR)  H*552BD%HH Ehwd
ol =ik Y A 2HERORETH £
FERCECRE (B S48 T R R 1) ¥54280%A 18~24 FEfiHa &
FERRER R ([ElIEBLEH]) E{E15H 18~24 BEfiia &

BHIZOVT, N, FRIBRB IO EE/ME, B, DI, ATHE. BIR, MR, 815 AR R LA,
A RERE) B IR E (BRERE G ) IR, FEOEREZAIE L, £/, £BOM, #8#§. T
(R, REK (2 — ) T RBIOE TR, [E . FRRBS IO ER/ME, BIIR, DI, il
KRB, PR, B, MR, B, &1, 8.+ 28, =5, B, B, &5, BEIR. THRYL O,
FERIIEY oS8, REEL, KEBL BIR, AITIR, BRBIOEER, SPE. T8, B, B, KEEFRIUK
BB B, B, LEHREBIOREREZERL, FRTFEL MBLORKERIL 156 cm KELUTO
AT, REPIC 10% D BB LU 18R 5 mL TR EALEEL TrLH L TRIEERIZE
fFllc RBIUWE LAIIT 7 ARCEE (RERTET 10% P HERE R <Y EIR) L. 20/
SE - AL 10% T IERR L~V EIRICE E LTS,

2B RRERH, RoEFAIBLOEHERSEC LULAORE BB RHLRA L,
OREAGTHIRE

R LB OSH | B LU T I MEOHOFR 5 TREHR T BE o e H B O
WESBIENE 5 B, OB S TSR TIINE 5 BICBLL-BERL ST A RHD
& 5 Bl SO A RO LB RS C LI DS LEMEZOE N 5 FIllC-oV Tk, Mk
FHIRESIREEE O~V A D0 (HE) EARRERL | FEAERRES #E L7, &8
B CHBRMEICIDEEXONOELSROOLNTEE BRI OV T, oS TORERLBIE
BIEFN OV THREMR LR EL EML , JRFFICARNER S AL 88 - ML T
[FARIC HE A% ERL | R SR E S R LT,

2) AR (F)
OHEROEZE

HE 0 BICATFREBIOE REE MRS T, MRBLUARTEOAELBEL, 4
iR [ GEE R/ A RIRE0 X100, %], AR IHERI(HEERZ/FEREE) X100, %), HER[ (4R
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HFEESL /ST IREN D ER) X 100, %]IBI O AR (A R/ EIRE) X100, 1B ML, F-, H
B O0~4 HET, S0, —RELZBIEL, AFRELFEC RS, FrERAETRI(HEE
4 BOANE/WE 0 BOAERE) X100, $1&HH Lz, £FRICOVWTIE, HE 0 BLU 4 BIZHE
BIDOEREZMEL, B LT OB ELZR L T2LLbIC. HWE 0 BRI 4 BiciiTa
[ (A B /A4 IR X100, R Z2FH KL,

@Btk
T RIBARFHOF ELEAEL THRL, 105 T ERERL <) ARRICEEL TRIFL., &7

RITHEE 4 BICARFBOFELBIEL CERT AT RAREE T I BES ¥ TEHIRL, A
BOREOCHEZBEL:,

6. T—HDRENTIE

HEMOEC LB DR R, ZHFE GTIRE) IOV TL Fisher DEBEMRRELT-
To CHRAKYE: 5%) . HRWEE SR ORERGELORET RO b, 7L — RS LET — 4% Mann-
Whitney @ U BRI LD, £ Btk L —R DA EHER: Fisher D EHIRERD K AR I LV HBEL 0
FOREEREEIT o7z (B EKYE: %),

FOMDT —2iZ, BT LB/BLNIAEHHV litter ZEDFEEHES [ EALL, VT I/ EEND
DI EDOMOBEN T LU, ZOE, SBIrORRY: 2 BOBEIZE, 7 F REZITWV. AEE
BRAHLIRITIIE Student’s—t MREZIT 7. F REICBWTAERZBROLNZHB AL, Aspin-
Welch BREZIT o7, FRHTORIERAS 3 BELLEOH AL, 457, Bartlett DB IR BED 7D —1E
PEICDOWTIRE (A BAKYE:5%) 21T ofc, WP — KR ThH oM HE 10T, —TEERM OB (5
BKHE:5%) 21TV, BRICABHESARBOONEE L. Dunnett IEICIVSEREEZT o2 (FEK
#:5%), —H ., WITNDOBETHED 0 Lot BB BL OB — R TR -T2 E1213, Kruskal-
Wallis DNENCHRE (B EAKE:5%) 1TV, BERICA BEHEFROONTZH ST, Dunnett BIDKEFE L
WLV S E BT o7 (B B AN 5%),

FRIDIENTELELI>IHEBROBHEEICHEERITRVVOHIZTERUVSABRTEZICKHE
hof-Cé&

2013 42 12 A 13 H 11:00~14:40 (ZZ BEBREOEL RROI_DITIFEEL ., T BIMEF
FENORBANPHELZ, FBIHD 11:00~14:43 [ZZTB@BME LT, LHL, WTFhogipo—ixikigicd E
REHIZER LB ZLNLEITRHONT . AFEOIREE (21.5~23.0°C, 57.0~63.0%) iX5F
BEAN ThH T2 ehh, RR~OEEBILRE LT,

ZDfh, [FRIDIENTERDSTERROGBEMEICHELRIT TRV OHLIFR K AR BE
IR 3o T,
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EAERAHE

1. BEY
1) — %R HE (Table 1-1~Table 4, Appendix 1-1-1~Appendix 4-4)

HETHL, 1000 mg/kg BOEFICBWTHRE 1 HOLEREHOETHAELL TREZICBEIN
Feid, F OB IR G EEAE T O N THA L, RBEOHETIE, 85 35 BhbRE%IC—EtE
DOFFED I K 6 BUNTHERINT, 250 mg/kg LA F OO —AKEBO R E IIBEIh R -T2,

HECHEELFIRRIZ, 1000 mg/kg FEDOATEMEIS JOFEATEMED 2HNT VTG 1 AhbBREH
DIRTRBEERICBIRIN, FRIELZEME 1 FlICERO O, 250 mg/kg FEDAZELME 1 BlZIsV N TIL,
TR 8 AL ENBESN., WE | BETHEL TADILE, O, XFREEOIERZEME 1 FlizH
DR ELTRE 25 ADLHEH H ETBEINT,

EEBE T OMLEIC, —ARKEBORFIZBEShR-oT,

2) FEHIZRAER B E% (Table 5~Table 6-2, Appendix 5-1-1~Appendix 6-2-2)

5 15 BONVRYTEHIROREHIL, B L TRotlBUZ RS L7248 1000 mg/kg #ED
ZZBCHE 1 BT, G- 36 BICHTH72LED 250 mg/kg FEDOREME 1 FlCBERINI-, B LUIE
| SRR ST, SRNE R 5 OR BT B RS b,

3) A& (Table 7-1~Table 10, Appendix 7-1-1~Appendix 10-4)

BT, REHFLROCICEESFLEBL T R ER 5 OXBL R THREOELITFRED LA
Moie,

RECHEDOZRCRIOKRE, 2o NI HREM OB EH MBI OEESIMOKEICIL, #BRYER S
DB R T ETROONRINoT,

STYRMETIZ, 1000 mg/kg BEDIEIR 20 B OREA TIRBEL LB THBEIZHA Lt B I+
OEEICIIEBRMER EOREL T TEIRD N T,

4) f#E1E (Table 11-1~Table 14, Appendix 11-1-1~Appendix 14-3)

BETiZ, 1000 mg/kg BHOBE 1~2 BRLVEE 41~42 A OBEAE,S BB TERIE
TLiz, HEHMOBEEBIEBRME R 5OREL T ELITRO bR -T,

FEAZECLMETIE, 1000 mg/kg BEDIE S T~8 BILUMES 41~42 B OBHENS X REELHERLTE
BIER T U, RIESMOEEE IR TR S OREL R T ELERObAR) T,

AZECME T, 2CEC AT K OME IR O] B BRI B 8 5 O B2 R TEITRDOhgh-o
7o B3, 250 mg/kg BEDOWHE 3~4 H OBEHENS X RELLBL TREIE T L,
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5) Mk AR A
ORI %4 S EEN At (Table 15~Table 16, Appendix 15-1~Appendix 16-5)

B 5 R R M LT T T A NVEUS  BEFLEUH B BN, B SUG ., B A R | IRNg
S, BRSO TR, ML & Lo T OBORE S REMIZ BV TH R HITEEDH
nighroic,

@i HME (Table 17~Table 19, Appendix 17-1~Appendix 19-2)

HETIL, B SRR E U B s OB ORI, SR E 5 085 12 idle
BIRITE,

Sy LR FTE T, 250 mg/kg ELF ORECHERE £ 5 O BE =T 2L b Tz,
HASHUME DR I RIE T, BRI E B G OB R E Y B GRS bhieh ol
@B FEEEFHE (Table 20~Table 22, Appendix 20-1~Appendix 22-2)

P 5 B R RN L - ERE 0D 1 RS B B Crk KIS B L ONE D B I w5
(RSO} 2 YA i | A E E Y oY (A v/ REaY

6) JRIRE (Table 23-1~Table 24-2, Appendix 23-1-1~Appendix 24-2-2)
BT, FERABITINT 1000 mg/kg FEOLV T AL UK REAS RS BRI L CA
BUILE T U 7o, FIHEBE TN O R TIIRBRI E & 5O 85 3 R IR bigh o,
FEACHOME T, B SR O RIRA IV TR B e 5 O B % R T LR B o T
23, [P 13 B ORRE T 1000 meg/kg BEOIR I, R A BT BE KO T A4 R EE DS B
FEL L THEIIE T UL,

) MR FAOkEA (Table 25-1~Table 26-3, Appendix 25-1-1~Appendix 26-3-2)
OrESY ‘

B 5H T REOBETIL, 1000 mg/kg BEOML AT BEE~<h7Yy MEATHHERE L LRI L TR EIZIETFL,
250 mg/kg LA EOFEOHIRIR MER H A3 % BREE & o LT BUICIK T L,

T IRFORETIE, 1000 mg/kg #D MCV (245 48.4 1) 31U MCH (¥ 16.6 pe) 25/ FREED
MCV (3] 51.6 L) BL N MCH (3F#) 17.8 pg) LILERL THEIK T L2, Z20ETHO TN THY,
B 5 TRIIFEDON TORWELTHDZEND, IR E R 5 ORETIX W&l LTz,

HE (EI1E# TR AR L TN i Y#+2SD
MCV | 4 20 50.9 47.9-53.8
MCH 4 20 17.7 16.9-18.4

*: 2011 £ 4 A ~2013 £F 3 F 123N L 7o GF B BBR OIS BRRE (LA A AR 20
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QB

B EHTRD 250 mg/kg LA T OBOSHMETIE, WTFhOREEB IOV THRHBEE LT
BAEETEDLNRD T,

B 5K T RO EREIMETIL, 1000 mg/kg BHOMEGER, ~~b7Yy M, MCHC, /MBI
HEPR AR MBR LB St FREE L L L TR BICIR T L,

B T RO IERRBIME T, W OREE B IOV TH A BREEE 1000 mg/ke BEORI CHE =L
BT, | |

8) Mk 2HIMRAE (Table 27-1~Table 28-3, Appendix 27-1-1~Appendix 28-3-2)
Oty ,

B EHETRFORETIL, 1000 mg/kg BHOBEARERS LT N A4 REN I R LI LT
FEIZETL, RBEO vy -GTP 8L BUN AXFIREEL LB L CHEITHEMU-, ZOfth, 1000 mg/kg
FED APL HS5IRBELILEL CHEIE T LA, BMEIIS OB THDIENE, BRI E O ET
NI LT, E72. 62.5 mg/keg BB EARE BRI BB LB CHEEICIE TUAZS, AR
FLIEA b TidehoTe,

B HE T RRORETIL, 1000 mg/kg BEDOVIEE R XITREEL LB L THEICHMUIAS, # G4
TERIZIZHLN TV RWEETHY | BRI E IR 5O E Tl LRI 7,

@it _

B 54 TER OSSR TR, 62.5 31T 250 mg/kg HEOIVLTF = BENPR BRI B L THEIC
R R L7203, EidE oL THY ., Fhig~DOEBE R T HO TR o7,

B 54 T B OIEAZEOME T, 1000 mg/kg BED AST AR RBECHERL CHBIIE T LD, BE %
R EMOEALTIZ R 0Tz, ZOMITERME RS OREL R T ELIIRO b o7,

B #& T RO IEATELME Trd, W OREIEBIZ DWW TH X BEES 1000 mg/keg DR THEZEIL
OLIRDoT,

9)FEER (Table 29-1~Table 30-3, Appendix 29-1-1~Appendix 30-3-2)
OrEEn) '
B G T REORETI, 1000 mg/kg FEOMIER, #EHL_E AR JORTSIRO M B & LA B R %
MLHBLUTHBITIE T L, RBEONTHRES LU RO B RS B L T RICH#ML T,
B T RFORETI, 1000 mg/kg BEDKER LA () O BRI RIS LEL THRIZIETL,
[RIBED FFRRO AT B BASHRRE L Ll L CH BICL T,
OB
BT RO Sy T, 250 me/kg BEO LIRS L OBIBOMER EREHSHBIF LKL THRIZ
ETL
BG4 THREDFEAELMETIL, 1000 mg/kg FEOMIRBROMuX E B LADBG EEHS S RBEL LU CHE
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WK T L., RIBEDATIg S L OV g o3t EE SRR L L CHEICEMUT,
B4 #& T D FEATELMETId, st FREEL 1000 mg/kg BHEOBE EBICKAMER SO BLTTE
{LIERD BN ST,

- 10)#BRFT R, (Table 31-1~Table 32-3, Appendix 31-1~Appendix 32-3)
- OHEOFRG# T R A

1000 mg/kg BETHE 2 B HIIROD/INEEA D DA, BRIORERIT/INYLH DY K EERE.
W DGR ISR ORI ZIRO/NMUERENE 1 FIBEIh-, $7, 62.5 mg/kg BEIC
MR KB E23, 250 mg/kg BEICFRIOBIROREULRE 1 Blxbhvie, —7 ., *EBBHCAIRMZ R
BT RIIFRD LI hoT,
QD EIE 8 25

1000 mg/kg FE T, MRIOKERIT/NUL B LOUKERD 1| filAbiv, FE EETIEm /oYL
23 1 B, WO KRERED 4 BHBERSN T, MR T, BRBIUHE LRI Io/NUERD
bz,
@5 Wl DI 548 T BFEIR B
© 62.5 mg/kg D 1 FIBI 250 mg/kg BD 2 PIOKRE BB ARSEESL, $,
62.5 mg/kg FEIZHIRIOBHRIZE EOILIRA, 250 meg/kg BEDOMIIRIZ/INEIL, FFISIC BAE L= B Gk
HOVIT RIS E ., RO RS | RV S EORBEAZNEN 1 FlAbI, 218,
1000 mg/kg BEIC I, B HHK T (HHE 4 B) TCIOHE ROVEFU oG e o7,
@EMHE RS L f

2HE RS LI 1000 mg/kg BED 8 BIDSE 2 FlIIfIRO RELSBESh =0, Lo
BEFRIGRDONMD Tz, 728, SHBEE, 62.5 3L 250 mg/kg BEICIY. £MF RMBFET LIS
MRV Ve o Tz,
OFRLMRF, RIS LUK B

SWELIRAs077 1000 mg/kg BED 4 FIB IO 250 mg/kg BED 1 FlOHE, 1000 mg/kg BED 3 HlBL
O 250 mg/kg BED 1 HlITRIETH o743, 1000 mg/kg FED 1 Filld, FEIZERBIBRERBO L, 21
BOEHDH B, 1000 mg/kg FEORLE 1 I THEFFICBEOILRENBE RSN,

R oT 250 mg/kg BED 1 BIZIE, BEIXeh -7z,
@I ZEMEOR SH TREIRG]

XHHBEED 1 PRI OBENZONIZA, CALSMI AR R ERT RIS O ol,
DIEATEL M [EHE 224

1000 mg/kg #D 1 FIOEBHHEBETOIEEN (MR- FBIBLE 1) ST ABRFEL TV, £8
LA IR RE T RISER D bhvigdpoTe,
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11) IR BRI EFT B, (Table 33-1~Table 34-2, Appendix 33-1~Appendix 34-2)
OHED I 5-#& T B 5

B 5K TRHRAIOS L, |MEIT o7 5t L 1000 mg/kg BED 5 Bz >V CORERERR 7
REZEE L, SOICEBRMEOREIRRIN TR, MR, BR. BE LABIORILIR
62.5 33U 250 mg/kg FD 5 FlIZ OV THREMB AR AL ER LT, T, FIRFFCRENR
DONTEF IOV THREA RIS L /-, WERRET i, LT O®mTho,

MIRRTIL, 1000 mg/kg BEOBIE L /- 2PN BEE O FMEI B S 7-(Photo 1), ZOE{KIL, 62.5 B
J Y 250 mg/kg BECIZALN T, SHREEEHEL TEOELORE B IUEEIIA BITHKRL QW

FfiCrE, 1000 mg/kg #ED 2 FIOMRIZIEIRAIEOERD, MREERS LU 1000 mg/kg HDOK 1 Hi
N BIE ST, Wﬁ%‘i&:&!ﬁ%ﬂﬁﬁfi@%;ﬁﬁb bR oTn, Ein, *REEIZIRE
PEOBIREE~DIE LS . 1000 mg/kg FHZIRRMED BB VNLRBIEDBLAERHBITZD, W
TIHBEMARE ThoT,

HFRg G, 1000 mg/kg BEDBIERL =243 L0 250 mg/ke BED 3 B/ NEFLOME D BT AR AE K A3
O ZD5H 1000 me/kg HTIL, £HIOITHILICEY T T AEMNBIE S/ (Photo 2), 2D
DELIE, HIRRER LU 62.5 me/kg BETIEALILT, 1000 mg/kg BEOZALIT, SHFRRELHBL TED
BERBIOMEESERL T, — 75, MR L 62.5 mg/ke BEDOLEH], 250 mg/kg BED 2 i,
1000 mg/kg #ED 3 B FIHRE BHEO I MAa DR L2, Xt REED 4 i, 62.5, 250 BLV
1000 mg/kg BN 1 FI/NAFENSBEIN-N, SRHLEERYEHLOMICERE RS UEE
DEFFROHLIRD T,

Mg T, RPEREEI LR 1000 mg/kg FEDO2HIICRESME LI L OB A EROILENBEIN 3,
MR MICREDOZEITRO IR T, Fio, HIRFICHIRN2RE T RASRDOI 62.5 mg/kg B
D 1 T, S ELBI R EBRROILEPBESNIN, thoflL ik 5L008 AR DI
BENE Mo,

BRI, BB 4 HIEB X 1000 meg/kg BED 3 FlOREIFHEEMERABE S, W04 1 4
IR/ IMEDSB SN, MEERICHAE BIOREDOEITRDONRhoT-, ZOM, HREED
HEICERP AL, Fe, FIRFHCARREFEFTRARO O 250 mg/kg B 1 HITIE, &
BIHE R RS B IO E CFas b7,

FEHTIX, 1000 mg/kg FHED2BIOTRT, FHBHE FICHZOR T HaCM R LR a0 B %
D3FRDH BV (Photo 3)1EA> KEME NOAEFEMILE I 2l b2 b NIC S EMasBlZIh, 205
B LORREED IRV TIL, B REBRASEME PICREL Qe Zbn (i, cHREE, 62.5 BX
T 250 mg/kg BETIEALILT, 1000 mg/kg FEDZE{LIL, X RAEL LB L T ORI JUMAE A3 1Y 34
LW, —5, 62.5 DV ME 250 mg/kg BEOENLIL 1 BT, IRBHEOKME EES BRI
(Fh FERENIZSEEMIBE O Blb b,

R BT, 1000 mg/kg BEDOEFHOHM T, EHENICEFORD BIUHMIREBSEESHh
(Photo 4). 1000 mg/kg FEDEALL, X RELL LU CEORERBIUMEEMERL Tz, —F . [
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BEOMBEZIL, 62.5 BXO 250 mg/kg FHETHAE 1 HITBEIN-D, WTHLBRICRBEOREM
BEERMBESNIZHITHoTZ,

RMSZAR T, 1000 mg/kg FHDEFIDERENICNEIR DB NBEI N, ZNHOE I, SFFREE,
62.5 B3L X 250 mg/kg BETIEAH BT, 1000 mg/kg BEOZEAIL, X FREEL LR T DR B LU
FEDSBEBRL CV Nz, Zfth, SHEREED 2 F1, 62.5 35508 250 mg/kg BEOS 4 4, 1000 mg/kg FED 3 i
OBV NERBEBBEINN, dRELEERYERLOBMICEERBLIUHEEDOZIIRDHL
p WAy XY el |

Z O, 3t FREFIS XU 1000 mg/kg BEDOBERRIT . BEE O A% (45 IR B B o> B Rt D 24 43
1000 mg/kg D T ERIZEADDIWVITHRIMZERADB HONTD WIS RV ER 5OR
R TI WL,

F OO FHIRE ST San B AR, RN RE I RISGFED ol
@t [EIE BB

E#E 15 BICHIRLUI- S HREERS LU 1000 mg/kg BED 5 FllZ W T, BEH TR ORI S CTHEER
WEOEENTRIIATHR. IR, R, BE LR XORH R W ORBHEZHORES
FERiL Tz, REEERT RiL. LT D@ Tho,

FafR i, 1000 mg/kg #ED 2 FUIREEOEMHMHBREININ, MRHLOBICEERLIURED
ZITFH LN h o7,

FHB T, 1000 mg/kg FEOBNCIL, B 5 TRIZBIES /M ER LEOIF IR IZEED S
Igh ot Fio, ctRFEOEH], 1000 mg/kg Fo 2 FITFIRE OB O IR BER S I8,
xHR#ES 1000 mg/kg BEELDORICEBERBLUSHEE O ZIIZD LN o7, F O/, 1000 mg/kg BHZ
/NPIZEREDS 1 6, SRR IR D ERFERAS 1 Fliz bz,

FEBLTIE, 1000 mg/kg BEOE2HIDOE M T, FEHIE NI TRl T OB b NS AT A
ICZER{E DS FRD DIV, ZTDHE 4 FIORHIE PICIDS RO A, 3 FICIZIREME DR S ik
LN EEEMRAPBESNI, Zhb 1000 mg/kg BT LUK IR L ONT A 5E
e JE DAERRZEAIE, ot FRBEL Lo U CRR BE 73R D3 9 L TV Ve, st BRBELCS Jr 1 B0 Ml {8
TIRBEDFEME ZEHE 2 B, ZEEMIEH 1 FlicBlEIhi

RS _ERTI, 1000 mg/kg BEORFIDOFANOE HEMNICHIRZEIE B LUK TR s EESh ., 3t
FREEE LR U CHRBE DMETRL Tz, ZThBDZE(LIL, SHBRED 1 FITHBIERSNIA, BERITEHE
FEHEDB O, DO A RIOREER LI/ NUEBRD LN FITH -7,

RIS BR T, 1000 mg/kg BEDOHITIL, BEK T RHCBEIN-EENONFROBAITFED LI
IRipole, ZOfh, SHREED 3 FIORIEIZU - BRigE s BlEsh,

@4y Wi DR 54 T W ElAR {5

HE 4 HOBHIZHKRUSBIEDY L, A 1T o755t REEIS KO 250 me/kg #ED 5 HlIC-DW T,
BRI FRRE L R LT, Fo, IRFCREPRO LN BB I OV THIR MR FARES
EHEL 7=, WA R, LT 0l Th o,

21



AR S R-13-002

FtiCrE, 250 mg/kg BED 3 BIOMBRIZTBIFRARIEDEFE DB ESI NN, MHREFLOBICRERLD
B DZEIIRBOH LT,

JFRB T, 250 mg/kg DB, HEDOH 5T BrcBIEZ SN i/ MER D IFIARIE KIZZEH 5
Niphote, Fio, JHEREED 3 Bl XV 250 me/ke BED 2 Bz PHIRIE FEME DT O IERAL A, St HR
BRI LR 250 mg/kg BEDS 2 FNT/PAZEEMSBESNICN, SBHELOMICEERBIUHEEOZEIX
ROOIh 0Tz, TOML, 250 mg/kg BEDOBIITIT. BIRITHHEL L BRI Ei b DV IR R D
BEREPRDOLIZN, BRI E RGO BT TR T eWnEHl L,

BT, 250 mg/kg BED 2 FIORBHBICOHANBEIN, 2055 1 FHTITREEE A B Ak iE
EESTOZR, HRBELOMICEBEBIUEEDOEIIFRO Lo, ZOM, 250 mg/kg FED
1 BN OB I EA B RORBEDILIRA A bz, Fio, SR ARG B BT A3
OOz 62.5 mg/kg FED 1 il TiX, RBFIRIZOLADBEI N,

PR Crd, eFBRBER XY 250 mg/kg HOEFICHA SN BIOBAAROILEBBEINI,
XTHREEL DOMICIRE D EITRO LIh >, £ DA, 250 mg/kg FED 1 HITIL, SFEBITRIEMBRD
BB HLNI,

B i, XFREED 2 HIlIS LT 250 mg/kg #ED 1 FID R EIZ MRS PERIN-0, %
HBEEEOMICHEBLIORE OZIFED b h Tz, ZOM, 250 mg/kg BED 1 Flo R HEE R
PEILER DI, Fie, BURFRCHNIRAZRE T RSO oIV 62.6 mg/kg BHD 1 HITiL, BE
PR L TRV, REICHEREMERAE S H LN,

FOft, xHEREEO FEMRICENIA, 250 meg/kg BEO FIRBICRATEBIIR S 2D IE0, BIREFIZ
HIRE 2 REFT RARD LN 250 mg/kg BED 1 FIORERY L ~EhTIL, SIEMBE I KIENHD
WIZH, WA B E RS O EE R T BT WS,

Z OO FRIRAE X BEE RIS, 2R RE R RIIERD b o7z,

728, SHREED 1 HlD ER/IMEBRZARIER EIZ7eholcicdh | BIE T H¥leh o 7=53, §F
i~ DE BTN R BT LT,

OEHE RN LA

LB RAF T LI 1000 mg/kg BORMED L 5 FIOMBFAIRE N REE BB 5 O
IR A TR EAL R IR E L,

Tk, MlRICVa R OERE ., BRBME O JAEM AR . S T IO KIE RS K URRBHEOBIIREE ~
DETIER 1 BUCBERSNA, ORI Z T B DT,

AT, 2601 /NEFOHEDITHIRRIEXR RO LI, D960 4 FlIZATHIRRIZRY TS R
BEEIN, o, FIRB SO HIaORRIEA 3 #lic, /RZEED D TR EEOBEIEE HIE
1 BB,

el Tid, 2ANCRESNE LS SO EAROILESREDLN, 055 1 FIOMRIZIL, KEMR
DREIBEINT,

BB T, 3 BlOREIZAFEREMEREEN, 1| FloREICH T HAESEEINZS, Wbk
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2B ThH T,

YRE T, 4 PRI EIAENRL TWHEE 2 b HHENE % D SPRaA RS Hiviz,

F DA, FEEOERSHH TR IRIROMBE KRHLNE,

e, HED 1000 mg/kg BETELDRHHI-MIRITIT, MEFNREIBESN T, ZOMmOM
BRI R E BRI, B R E T RESEobhieh ol
ORI Hpl, FILHB LUK RHI

1000 mg/kg FED 3 FIF LN 250 mg/kg BED 2 FIOMESIPITIT, FRBMEEA 2 BREFT RIZALN
D373, 1000 me/kg B THIBR K EICARLZZFET ROARBOOLNALED 1 HITHE, MRk
FOWERIZ LT R R PR E IR ESh T,

O@FEATEMED T 54 T RESIR B

BeH A8 TERCHIR U BB L UY 1000 mg/kg BEDIERBIMER: 5 Bl T, SRR AR
BEEMU, Fo, FIRFICRERTBDOONZRE IOV THREEBRFHIREL Eia L7, HEHE
BT RIXLA T 0#hCThd,

B CiX. 1000 mg/kg BED 2 FIOBEEIZERE I RBDOILI,

fiCrL. 1000 mg/kg FED 2 FIOMRU TAIRAIRIOEFED ., TREED | Bl IREMHED B AN B
S, R OBICEEBLUHEEOZITRO LRI -T,

JHiCi. 1000 mg/kg BEOEHN/NES OISR R ARBO DL, ZDOHD 2 FIORTHIEE
BV T AEENBEIN ., ThDD LI B TIE ALY AT AR R I AL LR L T
FEEE B L OMHEE AR TV, £ D1, 1000 mg/kg FED 5 FlIB IO IREED 2 Il FIARSE B D
HFHBa DR L BIERSNIZ A3 SR DRI E S I USEE DZEII -l

PR G, HBEER KON 1000 mg/kg BEDOEHIICHiS M E L LU ABFEOILENBIEIZM,
SHRBEL ORICIRE D ZEIIFRD O oTz,

BB TIT. BB OREICAEEERME . HE IR, HIETICRRMEOBRMEL.
1000 mg/kg HORBEEABICIHELESENEN 1 flHRbNT,

Z O, stREIIL LB RBEO LS OEME B, ~—F —ROREIZ) L RERZ A,
1000 mg/kg FEIX FREOEN, BRICEZE, JIFRICIVRERNE 1 fllcHbi-ns, HKRY
BR 5O T RTINS,

F OO IR R T AR, IR REHT RIS beh T,

2235, RRBEED 1 FlD LR /IMERATANEAR R o7t BET AL KR o723, 5
M ~DEEIT e EHITLT,

@I B Rl B2

[E 156 BIZHHRU et BRI L O 1000 mg/kg FED 6 FlIZOWTIL, G TR OFIRE] THER
W DECEEDRIZ SN TR & O > W TR B FRR A & i Ui, FIRHRRAT R,
LT Oi) ThHa, |

FFRE T, MR LU 1000 mg/kg #EOLFZFINRE D MRaDEN{k25, 1000 mg/kg B
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O 1 FRTERFHEOBERESBIER SN IAS, JBREEL 1000 mg/kg BELORICRREBIUHEDOEITR
HHIT, FROBEE DO FEMEH DV IO AT IR L RS RIEBREHICIIFEO bR o7,

2. HFERE
D EHBLOAEIRAE (Table 35~Table 36, Appendix 35-1~Appendix 36-4)

4 BT 5 H BRSO RS E G- BA%ICEN LA OER I AL L7843, 1000 mg/kg #f
T 12 FlH 7 FICHDIV, FOBEE K RAEL LU TH BICENL .. RO 5B O FHFIE
[BF BB R TR EIER L,

1000 mg/kg BETIL, 2B TREIHERINIA, 3 HllIRETH o7, 250 mg/ke BT, ZZRD
HRENZDTHID 1 HBRDI, EHIZREFIN 1 FlAb-, REREEOLREEMBEETOH
BB ICEORICEIRLI-RIFHOREICHRYER 5 O B2~ T RILIRED Dbl

2) HERBLIOUEESIM  (Table 37, Appendix 37-1~Appendix 37-4)
1000 mg/kg BEDIEIRMABI A BB LS L CREICHERE LU, Fio, REHOHER I B LB
LCHEIZKTL .

3) B L OB IR

AHRIE OB TIZ. 1000 mg/ke BED 8 B 6 BliZATE IR SSRERRE N2 oo DD DA R B
FlrEdL, 0D 2 GOV THIHEE 1 BITIXEME RSB Lz, 260 mg/kg LA T OBV T,
WO IS S S R IRIT R AT CL M E RSO R IEABEShd ol

4) EIBE . EREBERBIUOEKZE (Table 37, Appendix 37-1~Appendix 37-4)
1000 mg/kg BEOBFREN M REEL IR CHBITE T LIz, BEFBBIOEREICIT, SRS
TR ERLOMICE BETFRDOND 0T,

3. HAR
1)4TE (Table 37, Appendix 37-1~Appendix 37-4) _

1000 mg/kg HEDERE, HEARE. iR, FRBERBIOHAER, dtRBELHEKELTEER
IETU. REEOHHE 4 BOAFERIT %% R LT, 250 mg/kg L FORETIE, WTFhOEB ISV T
SHRBELLBL THEZETROONEN 2T, WH 0 B 0L RICARFTHITRES NI 2T,

2){RE (Table 38, Appendix 38—1~Appendix 38-4)

MERELY 250 mg/kg AT OREOHHE 0 H EIH 4 B OWE REEICHEBRMER 5 OREET
TEALITRBDLRIRD 0T,
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3) 4 IR 8122 (Table 39~Table 40, Appendix 39-1~Appendix 39-4)

HAE R O—BCRIEBIEE T, 1000 mg/kg D 2 JEH 1 BETHE 0 BICHE R BB BIESH, WT
NHIHE 1 BICAWERMELT LI, 250 mg/kg AT OO AERICIT, BHBRMER 5 OFEERT
—RERBEDEALIZ A DN 0T,

FELIROHFRTIL, 1000 mg/kg FEOME 1 Fllc S HRESBESI M, IBEEORE 1 BTN,
ZoEH, RIRBLOKBOEAHHIBERINS, HRME RS5O EL R T REIFROLNL
hofo, HE 4 HOAGFROTIKR TR, REEROLN 2T,
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AR

HEREZ > b O ZZHELRT (2 BEDB L ORECHAR ., 2O NCHETII B IR T %2 @L 5 42 A,
MRS A AL B EHIHEE 4 B £0)IZ 1-ethoxy-2-(2-methoxyethoxy)ethane R AR 5L,
D > M T AR E R S BRI OEIEME, 20N EEBABERBIUOH A RO EICKIET
BB OVWTRETL,

. RE#SBERBIOMEN

— R IREEE LS CIL, B5-91HIC 1000 mg/kg BEDIEAEMES & TolEHED 2451 TH BEBHDE T 25
BN, Lo T IR EIIREMERZ T T LB AN, AERME LR —T LA
EHTAHVZF N —T IS & EOERIZTHNVDOLHEREND, £ D, 1000 mg/kg BEDHE
DOEBNE—BIEOTIEABRINTN, FEMRERBEOEAERE TR EE L T TR EPEES
NipholoZ ELIEBRE ORI LA E LRSI,

BEEEOWIE TIL, 1000 mg/kg BEOREI L OFEREM CHBRMER SO BELEXONLEMHE
DIETHROONT=D, FEHBIITEEL R TEITR) o7, 728, 1000 mg/kg FEDOIEIRMETIZ,
JERDOFERNETHHVTHEE M EICEEL L HREINDAEREMIMHIME R R AL N,
250 mg/kg BEIZBWCIIHE 3 BOBEHENMETLE,

RBETIE, VIV LBIUERAAFBEOE T 1000 mg/kg HOBEIZ AN, BHRME RS5O
FBHRIBSNIN, BIRO RS FMIRE CEHET 2R EIIFIOOR TWRNIEND, ZOFK
FRATH T, 28, FEPEOF L LT YT— LT ) AF LT —F L (CAS TS :109-86-4) 25
HLIEFZMIBWTHRIEBEOERTAMEIN THED, BIROFBHEBRE CIXREFIIRO LN
AJALA

MR ZFERFRRAE TIX, 1000 mg/kg BOMBIUIHEREMOMAREL~ M UYMEBETL, &5
12 250 mg/kg LA EDHER LT 1000 mg/kg FEDIEZIBLME CHER IR IMER LR AME T L7, 1000 mg/kg
BEOIEREUMETIE MCHC it/ MREH IR T L2805, #BRME R 512 LR MER~ DI gD
=i, RERCEIECOMIMER OTTHERR S IIBEEN 2ol 2B B E D 2-(1-AF <
NN H =T, AR i ARSI TNBY,

PREEEHE T, 1000 mg/kg HEOHER L UFERE MO MIREBEOREE FERBIURIIIROEE
METU, FRERARRR AR T 1000 me/ke BEDOHEL FEAEIMEC MR O MG, RIBEORE R Tidks
HE IR T RIS O B A T IRB O 2 b, R LR CIEENICE T ORI B LU
EENBESIL, RN R TIIEERNICNFROBAO BRBO LN, TROOELITHRME R 51X
LEBLEZOLND, BEMEDOTTFL I a— I AF L T—F /L (CAS FH:111-96-6) ¥ 5L
72 Crl:CD 7y b CHbHR, HE LIk BELLUANLREROE TAALN, BFRER Y A7 DER
T VLB RA T ERRESN TS, Fi, BROFER IOV THEDMEO =T L s
Y=L ) AF AT (CAS FBr1100-86-4) £ 5 LIz~ 2P| Ty MBLUT IR CHRESH
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TWB,

1000 mg/kg BEOBER L OFEAEIME Cri, Tl L OB EEA MU, IS fHERAR R
FHIRA TIL, 1000 mg/kg FEDOHERB I OIEAZEME, SOITILFBEO R E BT Uiz /5 i)
T IMEO FFRIBRAE R SRR D, FFRRIC RO T AERBESI-, TNOOZE(IL, RYE
BEICLDEY MR OFEICRE L (LB 2 HND, PMEFLEORFHRRE XL 250 mg/kg
BOBETHLROLNN, REEOS R IIINOOE il otz 2B, B E O =F 17
T LT AF LTIV (CAS 51 111-96-6) Tl REW G ICLOITI#D P-450 BEREFETHL
DRI TNDY,

MG FHIRRE TIL, 1000 mg/kg BHOMEIZRE DREDIKTL v -GTP OEMABHH LIV, Ti
LITFFHEEEDIS T 2R+ A2 L L HEZR SN 545, BUNCEH 17 mg/dL) DEIMEF R AL Ja
(E#) 143.6 mEq/L) DIET X, WTFhbERT —ZO#MEARN(TRBHR) THHZ LS, BRARE
fe&HmrL 7z,

HE (R E-# THY) - PR o VA" g o455 £2SD
BUN 4 20 16 12-20
FRIT AT P 4 20 143.6 142.2-145.0

*: 2011 & 4 A ~2013 77 3 HiZEM L7 HF-ARBRO B RS (B S AK) 240

EI B RO — R BE, SEAIERBIZ, (KIS, SRR E & 5 O 85 B
BHOOLN-T, LL, REBETIIRILE, YA AITVABLUOERAT VEBEORK TR
1000 mg/kg BEDIEZTRUE iz, P EMBOETIL, 550 h OREBIES L THoY., B
BT OB THE BEERV B EREIREOE FHARADI OB LMD, HRMER S0
NEZ BN, BEERRE TIL, HE EEO BRI T LITROMA E RO 1000 mg/ks BO
BT A DI, FREARMR S HORE T, SO NI TR O BLTE . RIS D Zefa (b i2s
NSRBI, KB RO BIENIT T OB 5 L OMBER B 15 2 NS B R A, Thbid
Wb G TEHCL RO TVAIENE, B LWL E X DA, BRI T
DI, IROERH A IR LB SN Ao T,

2. G A

1000 mg/kg REIZISVNTEABlAGEROPEE I B LIZ BN L . R4 HBSER LT,
Fiz, R TI AP CARDP MRS, 3 BlIEAIETH -T2, 1000 mg/kg FEOLEURETHULHRM
RIDMIEFe L o 3 KSR GE B/ IR B IR0 DMK T U, iz, Rl Cldos A B MBS, e
(20 I MR/ SR B0 DR T L7, ZhbD 2 ik, WTivh MO N 73 sk~ O BRI E D52
BLEZONDD AT DU TCHHEO RS B LU HL BRICGRO DL B AR IR o aTREMES 35 %
HND,
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1000 mg/kg BETIL, FEEREBIUHES RED B L ToHiER (EIRE/ ERES)  £RHESR
(A R/ B RRE) BSR4 (HEA RV ERE) PR T UL, &b, AFCIIEERED
BEsh., FraRARR (HEAVE/ERE) D 0E R, ZhHOELD, O N IRBLUMEIC
MRS R~OEBRMEOREBLEZ LN, BRERBIUWE 4 A OEFROHRTIL, #i5
WEB S ORELRTREPEDONTHRNZEND | RIBRA~OBEEFBELRETILOTIE
WeBzbiha,

M

250 mg/kg BEDRETHIIRIRMLER L RO T L/ LMEDRTHIBIAR R A3., 260 mg/kg BED 53 il
WEMEDETHBEINI LML MRB MO RER S FHEiC -+ 2 EHEEE (NOAEL) i1
62.5 mg/kg/day SHIWFSTz, £z, 1000 mg/kg BETIIM AR BL OEEHIROEER , HER, K
R,ERE HEARR 56%R, ERHERBIOCHAER @4&Tﬁ=n.u&>%nf__&fp6 AFER AT
PEIZ 3B MBI 250 me/ke/day SHIETEN T,

ZE X

) R -0 s oot g 28 B ERER DR S EERE. (L3
M EERREEE, 10, 117-123 (2003)

2) Lee, K.P.,, Kinney, L.A., Valentine, R. Comparative testicular toxicity of bis(2-methoxyethyl) ether
and 2-methoxyethanol in rats. Toxicology 59: 239-258 (1989)

3) House, R.V., Lauer, L.D., Murray, M.J., Ward, E.C., Dean, J.H. Immunological studies in
B6C3F1 mice following exposure to ethylene glycol monomethyl ether and its principal metabolite
methoxyacetic acid. Toxicol. Appl. Pharmacol. 77: 358-362 (1985)

4) Miller, R.R., Ayres, J.A., Young, J.T., McKenna, M.]. Ethylene glycol monomethyl ether. I.
Subchronic vapor inhalation study with rats and rabbits. Fundam. Appl. Toxicol. 3: 49-54 (1983)

5) Cheever, K.L., Richards, D.E., Weigel, W.W., Begley, K.B. The role of enzyme induction on
metabolite formation of bis(Z—methoxyethyl) ether in the rat. Toxicol. Ind. Health. 5: 601-607
(1989)
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Photo 1 Thymus of a male rat (Animal No. M04037) orally administered with 1000 mg/kg of EMEE.
Atrophy of medulla is observed. (Hematoxylin-Eosin stain)

Photo 2 Liver of a male rat (Animal No. M04041) orally administered with 1000 mg/kg of EMEE.
Hypertrophy of hepatocyte and ground glass appearance are observed in the centrilobular zone.
(Hematoxylin-Eosin stain)
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Photo 3 Testis of a male rat (Animal No. M04039) orally administered with 1000 mg/kg of EMEE.
Exfoliation of spermatocyte, spermatid and sperm into lumen of seminiferous tubules is observed.
(Hematoxylin-Eosin stain)

Photo 4 Epididymis of a male rat (Animal No. M04039) orally administered with 1000 mg/kg of EMEE.
Cell debris and decreased sperm cells are observed in the lumen. (Hematoxylin-Eosin stain)
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Annex A

AERIEE R-13-002

REBRHEE

2013%67148
o A AT EHR N
Code No.044~32575
DIFLOTA— L IFIIAFILI—TI
R AR
Lot Ne. AWM2005
®= 500mi % 2
RERE REMK RIEE
A8 e, BROHEK RE~FLACRE. BHOKIE
#EEQ20°C) 0.923¢/ml 0.918~0.928¢/m!
B £n20/D 1410 (RAERS)
K 0.1% QLI%LT
ER/(FrESY—hTALGC) 100.0% 98.0% 0.k
BRE£AA 2013/06/04

azsn

31

BRABRTES 9031637



Annex B

Bk GetiR) #9'H : 1-Ethoxy—2-(2-methoxyethoxy)ethane

uy b5 1 AWM2005

aREABRER

ABR %S R-13-002

~ SOP/CHE/001

R 2013445198
HERE 2 R-13-002

TBI4EH B : 20134E10A21B
HFEEA B ;201342108210

B AR

R R ERE | FHRERE CPi AR Ehox
— | & (A) (B) <) B/A X100 B/C X100

(mg/mL) (mg/mL) {mg/mL) (%) (%) (%)

1 12.5 12.5 12.5 100.0 100.0 100.0

2 12.8 102.4 102.4

3 12.2 97.6 97.6

4 50.0 49.3 49.8 98.6 99.5 99.0

5 49.4 98.8 99.2

6 50.6 101.2 101.6

7 200 208 197 104.0 98.5 105.6

8 191 95.5 97.0

) 9 192 96.0 97.5

RN T HE (FFH)

A SERE BRSNS D 90.0~110.0% %ME@&%'D%%%L%‘MQ%@@ 90.0~110.0%L4N
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Annex C

B 5 R OBRBRMERE N T
RIS HE T 55 A 218 IR T 115,

FE™ K (HPLC . BLF. &) Fehhis T 3

7¥hr (HPLC A) sk T3
2. fEABES

BF X (RC210D F7~i% R200D) PR A

HARIa~rS57 AU ERT

Ripk: GC-1TA(FR7a<h757) AOC-20i (A —hAr P H) C-RIA(F—H AL E)

3. EHERIROR :
WERER 50 mg AIEHICEVEY . KIZEALEMIC 10 mL 3%, 20K 1 mL 2 EREIZED.
AEME TIERMEK 50 mL »U CHEREEE (39 0.1 mg/mL) &4 5, EREEKS 1.1, 2.5 X5 mL
FTOERITED, TNEHAEMATERMIC 20, 10, 10 FO° 10 mL LU TEREERK (]9 5. 10,
25 K150 pg/mL, St 1~4) &35, EERERE K OMEHEARITHIE H Z 812 n=1 THRT 2,

4. FEHREOTR

1) =5/ AHR 12.5 mg/mL
BE5MBIR 1 mL ZIERIZEY., K22 CIEREZ 100 mL T 5, 20Ok 2 mL #IEREICERY . K%
Mz TIERET 10 mL ELTRBHAKRE T2 (1 0.025 mg/mL. FIRE 500), REHEEO TR IH
SRAKOEE) n=3 &75,

2) B 5% 50 mg/mL
BEBE 1 mL Z2ERICEY. AKE2NZ CIERE 100 mL 245, Z0#E 1 mL #1EREICEY. K%
Mz CTEREIZ 20 mL LU TEEBAHE 45 (K 0.025 mg/mL, #FRE 2000), EHAKROTIRIT
B ERIEOTED S n=3 L35,

3) ¥ 5K i#4 200 mg/mL
BE5RBIK 1 mL ZEREICEY., KEMNZ TEMZ 100 mL &5, Z0O#k 1 mL ZTEREICEY. K%
X CIEREIC 100 mL ELTRENATRE T 5 (8 0.02 mg/mL. FRE 10000), REHAKRO TR T
B S RIROBEENG n=3 £33,

5. BGBREPEBRMEORERIEE
FEHEVRIR (St 1~4) R UBEHERRZ TN TN TR TH A7 u~ 57 4 —I2 L0k %:
179, BHERIARE 3 \BY 5, EHAKRIEZNZH 1 BT OHIEL ., EERENSIER L
BREREAOCTHREHRE P OWRHEREL RS, ZHICHFRRBL2RU TR EBRETOHBRY
BREZEHT?, -, BREREOBIEK(n=1)% 1 FERIEL., HRYEITHY T —I720
TLETER D,

AR
R KBRAZ ALK HE (FID)
7K3& 60 kPa, Z2%&, 50 kPa, AV T v HA(~VU74)80 kPa
T A Rtx-1301 (N££ 0.32 mm, & 30 m, fE/E 1.5 um) , RESTEK
XV T H R ~VU7 5 (He, 70 kPa)
BT LR FE 70°C (0.5 4¥) . 15°C/43. 200°C
HEAORE 250°C
R 2R 250°C
EARE 1 ul
EAF ZFYy R ATV 1:25)

A =M DI Z PRI TR
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VAT LEAME HEBRLERTICAZ 1 A, BIEREATR OCMIEKR TRISVATLEE
PERER (St 3)% 1 |9, PIET B, IBEO /o< F 5 EORIE
R RGO RFFEF T EY — 7 B0 LR TR T D, T,
VAT AEAM BRI O TR S — 2 EEOE B (RE B
MR RTT D HIER TR ORZEYS) ZRER 5, BDEIOHF AR
FREER] 25 £ 3.0% 24, B — 27 mFEA £5.0%LAN%E B 2L 35,

6. FEDOHEDEN
1) BEHREOEET, METALT, BYEFEMNTEETRRTS,
2) EHEPSIROFEEEL. YR TTC, BB FMT B ETERRTS,
3) RBERICBITAMERE (ng/mL) R FOFEANIME AL CHSEFENTTERRT D,
4) EEO) ., VHEE ) RS> &%) IIEEEALT, /MBI ETRRT S,
5) AT LB BITAREWIME T AL T, IMNEB I ETHRRTS,
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 1-1. General conditions of male rats

Growp Number of makes Days of zdminisitation
and general conditions 1 2 4 s 3 7 B 9 10 it 12 13 14 13 16 17 18 19 0 21 2 [ 4 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 Posi Pre Post Pre Post Pre Post
Coatrot (vebicle: water for injection)  Number of males 1212 12 12 82 12 42 12 12 12 12 12 17 12 12 12 12 12 1 42 52 17 12 12 2 12 12 012 0312 12 2 1 12 2017 R 12 o1 o122 212 12 12 12 912 1212 12
Geteral appearance. No abnormality 112 42 12 12 12 12 B2 12 12 12 12 02 12 11 12 12 12 B2 12 02 12 02 32 12 12 1232 42 42 02 12 42 92 12 02 92 2 92 a2 92 12 12 2 12 12 12 oo
Behavior, Decrease in locomotor activity 0 0 0 0 0O 6 0 0 6 0 0o 0 6 0 O 0 0O ©o 0 0 © 0 © ¢ 6 ¢ ©o O ©® 0 O ® 6 O 0 © ¢ O ¢ O & O ¢ O O @ O O O O
EMEE 62.5 mghg ‘Nuaber of wales 12 12 12 12 12 12 12 12 12 12 12 2 12 (2 12 12 12 12 12 12 12 12 12 12 13 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
General appearmce, No aboormality 1212 42 12 12 12 42 12 12 12 12 12 12 12 12 12 B2 12 12 12 B2 02 12 12 22 32 12 12 12 12 42 42 13 42 92 12 1 12 12 12 12 42 12 12 12 g 12 12 12 12
Behavior, Decrease in locomotor activity 0O 0 0 0 0 o 0O O 6 0 © 0 ¢ 0 0 0O O ¢ 0 ¢ e 0 o ¢ 0 ¢ O O ¢ 0 ¢ 0 ¢ 0 0o 6 ¢ 0 ¢ 0 ¢ o0 ¢ 0O O 6 O O O ©
EMEE 250 mgkg Nunber of maks R 1212 (2 12 12 12 12 2 12 12 12 12 12 12 12 (2 12 12 2 (2 f2 12 12 12 12 2 12 12 12 12 2 12 12 2 1T (2 12 12 & 12 1 12 13 12 12 12 12 12 12 12
General appearance, No abnormality 1212 12 12 12 12 42 2 12 12 12 12 12 12 12 12 12 M2 2 12 12 12 12 02 11 2 12 12 12 012 12 12 12 42 0 12 12 12 02 12 12 2 a0 12 12 12 12 12 12 12
Behavior, Decrease in locomotor activity 0O 0 0o ©0 0 6 0 0 6 0 © 0 6 0O 0 0 O 6 0 o @ 6 © 4 ©6 ¢ o ©o 9 0 O ¢ ¢ O 0 O & O & O O O ¢ 0 O ¢ 0 O © O
EMEE 1000 mgkg ‘Nuaber of males 1212 12 12 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 212 12 12 12 a4 12 12 42 12 12 12 42 42 12 12 42 12 42 g2
‘ General appearance, No abaormabity 120 12 0 12 10 12 IF 12 B 12 BF 12 01 12 12 82 2 12 12 12 12 12 09 12 IT 12 12 22 12 12 B2 12 82 2 12 12 12 12 12 12 12 2 1212 g2 1212 2 12
Bebavior, Decrease in locomotor activity 0 12 0 12 0 2 0o 1 6 { © 1 6 1 06 0 0 0 0 6 e 6 o6 3 6 ¢ ©o 0 9 0O 0 0 6 0 0 O €6 O O 0 G O & 0 0 ¢ O O O 0
Pre: Post: after "
Group Number of males Days of
and general conditions 26 27 28 29 30 il 32 33 34 s 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
Control (vehicle: water for injection) ~ Number of males 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 42 12 12 12 1z 2 12 12 12 7
General appearance, 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 1z 12 12 12 12 i2 12 12 12 7
M outh, Salivation o o 0 ¢ 0 ¢ o o 0 0 06 0 0 ©0 0 0o ¢ 6 0 0 0 ¢ 0 0 0 0 0 O ¢ 0 ¢ 0 ¢ © O
Behavior, Decrease in locomotor activity 0 ¢ o0 © o0 0 © 0 0 o0 ¢ © ¢ o0 0 ©¢ © ¢ 0 0 0 0 & 0 06 0 o0 ¢ ¢ 0 ¢ 0 0 ¢ 90
EMEE 62.5 mgikg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 2 2 12 12 12 2 12 12 12 12 2 12 12 12 12 122 12 12
General appearance, No abnormality 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 2 12 12 (2 12 2 12 12 12 12
Mouth, Salivation 9 o0 0o 0 0 o0 © ¢ 0 0 0 0 ¢ o0 0 0 ¢ ¢ 0 o©0 0 © O © ¢ 06 O © ¢ 0 ¢ 0o ¢ 0 O
Behavior, Decrease in locomotor activity 9 06 0 6 0 0 0 ¢ O 0O O 6 o6 O O O 06 ¢ O 0 0 O O O ¢ 90 0 © ¢ 0 6 0 0 0 o0
EMEE 250 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 2 {2 12 12 12 {2 12 12 12 12 12 2 12 12 12 2 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 2 12 12 12 2 12 12 12 2 12 12
Mouth, Salivation o 0 0 0 0 0o 0 ¢ O O O O ¢ 0o 0 O © 6 0 0 0 O ¢ © ¢ 0 O ¢ 6 0 ¢ 0 6 o0 O
Behavior, Decrease in locomotor activity 0 0 0 0 0 0 O 0o 0 O 0 0 © o0 ¢ 0o 0 €6 0 O 0 0 0 0 0 o0 0 O g 0 06 0 0 o0 0
EMEE 1000 mgke Number of males 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 2 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
General appearance, No abnormality 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 R 2 2 1 2 M 2 10 2 ¢t 12 10 12 7 12 1 i2 9 7
Mouth, Salivation o ¢ o0 0 0 0 0 0 0 0 0 O ¢ 0 0 © © © ¢ 1 O L O 2 6 t O 2 6 5 6 t ¢ 2 0
Behavior, Decrease in | activity ¢ ¢ 0 0 0 ¢ 0o 0 0 0O 0 0o o0 O O 6 0 6 0 O 0 0 0 0 0 o O O 6 0 0 o 6 L 0
Pre: Before ad: Post: after administration
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AERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 ] 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injection) Number of males 5 5 5 5 5 5 5 S 5 5 5 5 5 5 S
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 S S
EMEE 1000 mgkg Number of males 5 5 5 5 5 5 5 s 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 5
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REBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 2-1. General conditions of female rats

Group Number of females Days of administration
and peneral conditions 1 2 3 4 S [ 7 8 9 10 11 12 13 14 15 16 17 18 19
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Fost Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for imjection) Number of females 1212 12 12 12 12 12 12 12 12 12 12 {2 12 2 12 12 12 12 12 12 {2 12 1z 12 12 12 12 12 12 § 8 s 5 5 5 0 0
General appearance, No abnormality 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 2 12 1z 12 8 8 5 5 5 5 0 0
Behavior, Decrease in locomotor activity ] 0 ¢ 0 0 0 0 0 0 0 0 0 [{] 0 0 0 0 0 0 0 0 9 0 0 0 0 0 O 0 90 ¢ 0 0 0 0 0 0 0
EMEE 62.5 mgkg Number of females 12012 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12 12 o1z 12 12 H 8 4 4 1 ] (VA
General eppearance, No abnormality 12012 12 12 12 12 12 12 12 12 42 12 1 1212 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 8 8 4 4 1 { 0 0
Behavior, Deease in locomotor activity 0 0 0 0 0 0 0 0 (V] 1] [ 0 0 q 0O 0 0 0 0 9 a 0 0 0 0 0 0 0 0 0 0 0 0 ¢ [
EMEE 250 mgkg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 {2 12 12 (2 12 (2 12 12 12 2 12 12 12 9 8 4 4 4 4 2 2
Genaral appearance, No abnormality 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 ¢ 8 4 & 4 & 2 2
Behavior, Decrease in locomotor ativity 1] 0 0 o 0 0 0 0 0 0 0 [ ) 0 0 0 ¢ 0 0 0 [ 0 0 90 g 0 0 0 0 0 0 0 ¢ 0 0 0 0
EMEE 1000 mg'kg Number of females f2 12 12 912 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 42 Q2 12 12 42 12 12 12 12 12 12 % 9 4 4 2 2 ! 1
General appearance, No abnormality 2 0 12 0 12 12 12 12 12 12 12 12 12 1t 12 11 12 11 12 i1 12 112 1z 12 1z 1z 12 12 12 g 9 4 4 2 2 1 1
Behavior, Decrease it locomotor activity 0 2 0 12 0 0 0 0 0 0 0 0 0 1 0 1 0 1 0 1 0 1 0 0 0 0 0 0 0 0 0 0 90 [ 0 0 0
Pre: Before istration, Post: after i
Group Nuwber of females Days of administration
md general conditions 20 21 22 23 24 25 26 27 28 29 0 31 32 33 34 35 16 37 38 39 40
Pre Post Pre Post Pre Post Pre Post Pr¢ Post Pre Post Pre Post Pre Post 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
EMEE 250 mghkg Nunber of fenales L D D T T e e e e to1 o1 1 1 11 b b1 1y 1
General No ity i 1 1 1 i 1 ! | 1 1 1 1 1 L ! 1 1 i 1 1 1 1 1 1 1 | 1 1 1 1 1 1 1 1 1 1 1 | 1 1 1 1
Pre: Before admi ion, Post: after i
Growp Number of females Days of administration
and general conditions 41 42 43 M 45 46 47 48 49 30 51 52 33
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
EMEE 250 mghkg Number of females [ S e e e e e T I e e e s e A A S T A A
General appearancs, No sbuormality R T T e e e e e |

Pre: Before administration, Post: after administration
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HEBREF S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Number of females Days of administration
and general conditioas 1 2 3 4 3 § 7 B 9 10 1 12 13 14 15 1§ 1 18 19 20 21 2 3 24 %

Pre Post Pro Post Pre Post Prc Post Prz Post Pre Poat Pre Post Pre Post Pre Posi Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Powt Pre Post Pre Post

Couotrol (vebicle water for injection) Number of females 10 (6 10 0 10 0 10 0 10 10 40 (0 G 10 10 10 40 10 40 10 10 10 M0 0 10 10 10 10 0 10 40 10 10 10 0 10 W0 10 1© 10 1 10 0 10 (0o 10 e 10 10
General sppeargmen, No absormality 0010 (0 10 10 10 10 16 10 IO 10 10 10 46 IO 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 0 0 10 0 10 10 10 10 16 10 10 0 10 @ §

Rehaviar, Decrease in Iscomator ativity ¢ o & 0o ¢ ¢ 0 0 0 0O €0 0 0 ¢ 0 0 0 6 0 O 0 0 O & O ¢ O O o ¢ 0 ¢ 0 0 ¢ 0 ¢ 6 0 0 0 0 0 O 0O O 0O 0 0 0

Forelimb, Alopecia g 6 o 0 0 0 OO 0O ©» 0 © O O O 0 O 0 O © 90 0 O O ¢ 0 G 0 O 0 ¢ 0 ¢ Db o 0 o0 0 0 © 0 © g 0D 0 0 o0 0 9O ! 1

EMEE 1000 mgkg Number of females 1010 10 10 0 10 10 10 16 10 10 6 10 10 0 (0 10 6 10 % 10 10 10 10 0 10 10 (0 0 106 10 f0 10 0 10 0 10 {0 0 10 10 10 0 10 10 {0 10 0 0 10
General appezrance, No abnormatity 100 10 0 & 10 t0o 10 o 10 10 {0 10 6 10 10 10 10 10 (6 10 16 10 16 10 10 ¢ 0 10 16 10 (6 10 10 10 10 10 10 10 10 10 40 10 10 0 10 10 10 1 10

Behavior, Decrease in locomotor setivity 0 0 0 16 0 6 06 ¢ © 0 ¢ 0 0 0 0 0 0 o0 G 0 ¢ 0 0 & & ¢ O O o ¢ o ¢ 0 0 0 0 0 0 0 ¢ 0 ¢ 0 0O 0 O 0 O 0 O

Forelimb, Alopecia 0 0 0o ¢ 0 © ©0 ©p o0 0 & 0 © 0 0 0 ©0 0 & 6 o ¢ ¢ 0 0 ¢ 0 ¢ ¢ 6 o @6 ¢ 0 0 ©o 0 0 0 ¢ 0 o0 0 0 0 0 0 6 0 0

Pre: Before administration, Poat: after administration.

Group Number of females Days of administration
and peneral conditions 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
Control {vehicie: water for injection)  Number of fernales 10 10 10 10 to 10 10 10 10 0 10 10 {6 10 10 10 10 0 10 10 0 10 10 10 fc 10 10 10 1G 10 10 10 0 10 S
General app earance, No abnormality $ 9 9 % 9 9 %9 9 9% 9 9 9 ¢ 9 9 9% 9% ¢ 9 9 9% 9 9 9% 9 9 9 9 g 9 9 9 9 9 4
Forelimb, Alopecia 1 1 1 ! 1 1 1 1 1 1 i 1 i 1 1 1 1 1 i 1 1 1 i 1 1 1 i 1 1 1 1 L i [ i
EMEE 1000 mghkg Number of femaies 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 16 10 10 10 16 10 ic 10 5
General appearance, No abnormality o 1o 1 10 10 10 10 10 10 10 {0 10 10 10 0 10 10 10 G 10 10 I O 10 1O 10 1 10 10 10 10 10 ¢ 10 5
Forelimb, Alopecia 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 Q 0 0 0 0 Q [4 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before ion, Post: after i
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ARRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Number of females 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 females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 S 5 5 S 5 5 5 5 5 S 5
EMEE 1000 mgkg Number of females 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 s 5 5 5 5§ 5 S
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 i2 i3
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
Controt {vehicle: water for injection) Number of dams 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
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 2 12 12 12 12
Fur, Hair, Coat, Piloerection o 6 0 0 0 0 6 0 0 o 6 0 ¢ ¢ 0 0 0 0 0 0 O O O 0 O O 0 0
EMEE 62.5 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 12 12 12 12 12 12 12
General appearance, 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 2 12
Fur, Hair, Coat, Piloerection o 06 0 o0 ¢ o0 0 o0 o0 O O O O ©C O O O O O O O 0 6 0 0 0 0 O
EMEE 250 mgkg Number of dams 10 10 10 10 10 10 10 10O 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 6 10 16 10 16 10 9 9 9 9 9 9 9 9 9% 9 6 9
Fur, Hair, Coat, Piloerection 0 0 0 0 0 0 0 0 0 0 0 6 0 6 0 0 1 i 1 1 1 1 1 1 i i 1 i
EMEE 1000 mglkg Number of dams 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 2 9 9 9 9
General appearance, No abnormality 9 9 9 9 ¢ 9 9 9 9 9 9 9 9 9 9 9% 9 9 9 9 9 9 9 9 9 9 9 ¢
Fur, Hair, Coat, Piloerection o ¢ ¢ 0 0 o 0 0 O 0 O © o0 ¢ O 0 © O O O O 0 O ¢ 0 0 0 0
Pre: Before administration, Post: after administration. : .
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 S 0 0 0 0 0 [ ]
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 O o6 6 O o o 9
Fur, Hair, Coat, Piloerection o ¢ 0 0 0 0 0 ¢ O ¢ O O O O 0 O O O 06 0 0o 0 o0 0 O
Mouth, Salivation 6o 6 ¢ o 0 0o 0 0 0 0 0 O 0 O O O0 O O 6 G 6 0 O O O
Behavior, Decrease in locomotoractivty 0 0 0 0 0 0 0 0 0 ¢c 0 o0 o 0 O 0O 0 0 O 0 0 o 0 0 0
EMEE 62.5 mgkg Number of dams - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 ] 4] (4] 8} 0 0 0
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 8 8 G 6 6 G 0 O O
Fur, Hair, Coat, Piloerection o 0o o0 0 o0 0 0 o o o0 ¢ 9 0 ¢ 0 0 0 0 o© 0 0 0 0 0 0
Mouth, Salivation o o o o o o o0 O o O O © 0 ¢ 0 ¢ ¢ 0 0 0 0 ©0 0o 0 ¢
Behavior, Decrease inlocomotoractivty 0 0 0 o0 o0 o0 o0 o0 O 0 0 O 0 ¢ 0 0 0 0 0 0 0 0 0o 0 O
EMEE 250 mgkg Number of dams 10 w0 10 10 10 10 10 16 16 10 10 10 10 0 10 10 1 1 ¢ ©0 0 © 0 0 ¢
General appearance, No abnormality 9 9 9 9 9 9 9 9 9 g 9 9 9 9 9 9 9 9 0 O O [V ] 0 0
Fur, Hair, Coat, Piloerection 1 1 1 1 1 1 t 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0 0
Mouth, Salivation 0 0 [} 0 0 0 0 0 ) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Behavior, Decrease in locomotor activity 0 0 [4] 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
EM EE 1000 mgrkg Number of dams 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 6 6 ! 1 I 1 1
General appearance, No abnormality 9 9 9 7 9 8 9 8 9 8 9 8 9 3 9 8 9 8 6 6 1 1 1 1 1
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 0 0 0 0
Mouth, Salivation 0 0 0 0 0 L 0 1 0 1 0 1 0 1 0 1 0 1 0 0 0 0 0 0 0
Behavior, Decrease in locomotor activity 0 0 0 2 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.
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HEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 6 6 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 6 6 12 12 12 12 12 12 12 12 12
Fur, Hair, Coat, Piloerection 0 0 0 0 0 0 0 0 0 0 0
Mouth, Salivation 6 0 0. 0 0 0O 0 0 0 0 0
EMEE 62.5 mgkg Number of dams 7 07 12 12 12 12 12 12 12 12 12
' General appearance, No abnormality 7 7 12 12 12 12 12 12 12 12 12
Fur, Hair, Coat, Piloerection 0o o0 o0 0 o 0o 0 o0 O 0 o0
Mouth, Salivation 0 0 0 0 0
EMEE 250 mgkg Number of dams 2 2 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 2 2 9 9 10 10 10 10 10 10 10
Fur, Hair, Coat, Piloerection 0 0 1 1 0 0 0 0 0 0 Q
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 o0
EMEE 1000 mgkg Number of dams 8 2 2 o 0o o0 0 0 0 0 0
General appearance, No abnormality 8 1 2 0 0 0 0 0 0 ¢ 0
Fur, Hair, Coat, Piloerection 0 0 0 0 0 0 0 0 0 0 0
Mouth, Salivation 0 1 o o o0 0 0 0 O 0 0

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 5. Detailed clinical observations of male rats

Initial number
Findings Group of Prereatment Days of treatment Days of recovery °

animals 1 15 24 kY 36 42 7 14

[Postuse ; home-<age} Control (vehicle: water for injection) 12 ob 0 0 0 0 0 4] 0 "]
Crouching position EMEE {62.5me/kg) 12 0 0 0 0 0 b} 1]
EMEE (250 me'kg) 12 0 0 0 0 0 0 0

EMEE (1000 mg/kg) 12 0 0 0 0 0 0 0 0 0

[Locomstor iy home<cage} Control (vehicle: water for injection) 12 ob 0 0 0 0 Q 1] 0 o
Decrease in locomotor activity EMEE (62.5mg/kg) 12 0 0 0 [} 0 0 [
BMEE (250 mg/ka) 12 0 0 Q 0 0 Q 0

EMEE (1000 mg/kg) 12 9 g ] a 0 0 0 0 0

[Hodling behavior} Control (vehicte: water for mjection) 12 0b Q 0 9 0 ¢ 0 0 0
No esistance EMEE (62.5mg/kg) 2 Q 0 9 q 0 [+ 0
EMEE (250 mg/kg)} 12 0 0 0 0 0 0 0

EMEE (1000 mg/kg) 12 9 Q 9 Q Q [} 0 0 0

[Hean beats] Control (vehicte: water for injection) 12 ob 0 0 0 0 0 [} 0 0
bradycardia EMEE (62 5mg/kg) 12 0 0 0 0 0 0 0
EMEE (250 mgrkg) 12 0 o 0 0 0 [ o

EMEE (1000 mg/kg) 12 0 [+ 0 0 Q a 0 0 0

[Body temperature} Control (vehicle: water for injection) 2 ob Q q 0 0 ¢ 0 0 0
hypothema EMEE (62.§mg/kg) 12 0 0 Q Q [¢} [ 0
EMEE (250 mg/kg) 12 Q 0 Q a Y 0 0

EMEE (1000 mg/kg) 0 i 0 q 0 0 0 9 0

[Fur} Control (vehicle: water for injection) 12 ab 0 0 0 0 ] 0 0 0
Moist fur EMEE (62.5mg/kg) 12 Q [} 0 q 0 Q. 0
EMEE (250 mg/kg) 12 q 0 0 0 0 0 0

EMEE (1000 mg/kg) 12 0 0 0 0 0 0 0 0 0

[Skin colorMucuous membranse} Controt{vehicle: water for injection) 12 ob a 0 i} 0 0 0 0 0
Abnornmei EMEE (62.5 mg/kg} 12 0 4 0 9 0 0 0
EMEE (250 mg/kg) 12 0 i 0 q 0 0 0

EMEE (1000 mg/kg) 12 Q 4 0 Q 0 0 0 0 4

[Lacrimation} Control {vehicle: water for mjection) 12 ob 0 0 Q 0 0 0 0 0
observed EMEE (62.5 mg/kg) 12 [ 0 0 [ 0 0 0
EMEE (250 mg/kg) 12 0 0 0 0 0 0 0

EMEE (1000 mg/kg) 12 4 0 Y 0 0 4 0 0 g

[Piloerection] Control (vehicle: water for injeclion} 12 ob 0 0 [ 0 0 Q Q 0
Stight EMEE (62.5 mg/kg) 12 0 0 0 0 0 ¢ 0
EMEE (250 mgrkg) 12 ° 0 0 0 0 0 0

EMEE (1000 mgrkg) 12 0 0 0 0 0 0 0 0 0

[Respimtory rate} Control (vehicle: water for imjeclian) 12 ¢b 0 0 [s} 0 o 0 0 Q9
Hypopnca BMEE (82,5 mg/kg) 12 [y 0 0 0 0 ¢ 0
EMEE (250 mgikg) 12 0 0 0 0 0 0 0

EMEE (1000 mg/kg} 12 [ 0 0 0 [} ¢ ] 0 q

[Stercotypy) Control (vehicle: water for mjeclion} 12 ¢ 0 0 0 0 4 Q [ 0
observed EMEE (62.5 mgikg) 12 0 0 0 0 0 ] 4}
EMEE (250 mgrkg) 12 0 0 0 0 o 0 0

EMEE (1000 mg/kg) 2 a [ 0 0 [ [ q o 0

[Touch response} Contro! (vehicle: water for injection) 12 ob 0 0 0 0 q q 0 a
Sensitive EMEE (62.5 mgikg) 12 0 0 0 0 0 0 4
EMEE (250 mg/kg) 12 0 0 0 0 0 0 0

EMEE (1000 mg/kg) 12 0 0 0 0 0 [} 0 0 q

“the recovery test was performed in § antmals for cach ofthe O and 1000 mg/kg groups
® Values represent number of animals with the findings.
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HERE B R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 a
animals 8 15 24 30 36 42 7 14
[Urination] Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
(frequency/30sec) EMEE (62.5 mg/kg) 12 1 1 0 0 1 0 0
EMEE (250 mg/kg) 12 1 1 1 1 1 1 0
EMEE (1000 mgrkg) 12 1 0 1 0 1 0 1 0 0
[Defecation] Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 0 0 0
(frequency/30sec) EMEE (62.5 mg/kg) 12 1 1 0 0 0 0 0
EMEE (250 mg/kg) 12 0 1 1 0 0 0 0
EMEE (1000 mg/kg) 12 0 o} 0 0 0 [y 0 0 0

? the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups
b Values represent total score of each group.

43



ABREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial nurber
Findings Group of Pre-treatment Days of treatment The lactation peried
animals 3 15 24 30 36 42 49
{Posture in home-cage] Control (vehicle: water for injection) 12 0o * 4] 1] ] 0 ] L]
Crouching position EMEE (62.5 mg/kg) 12 0 [ [ 0 0 [ 0
EMEE (250 mg/kg) 2 0 0 0 ¢ 0 0 0 @ 0 M LU
EMEE (1000 mg/kg) 12 0 0 0 ] 0 [ [ 1)} [
{Locomotor in home-cage] Control{vehicle: water for injection) 12 o 0 0 0 [ [ [
Decrease in kocomotor activity EMEE (62.5mg/kg) 12 0 0 0 4 Y [ ¢
EMEE (250 mg/kg) 12 0 0 0 4] 0 [ o @ 0 M [ )
EMEE (1000 mg/kg) 12 0 0 0 4 0 [ 0 (B [ ]
{Handling behavior} Control (vehicle: water for injection) 12 [ 0 0 0 0 [ 0
Resistance EMEE (62.5 mg/kg) 12 0 0 0 [ [ ] 0
EMEE (250 mg/kg) 12 0 0 0 [ 0 0 0 @ 0 m [
EMEE (1000 mg/kg) 12 0 0 1 ¢ 0 Q [ Y3 L
[Heart beats) Control (vehicle: water for injection) 12 0 " [} [} 4 0 0 0
bradyeandia EMEE (62.5 mg/kg) 12 0 0 0 [ 0 0 0
EMEE (250 mg/kg) 12 0 0 0 4] 0 0 0 @ 0 o [ ]
BMEE (1000 mg/kg) 2 0 Q 0 o 0 0 0 M [ )
[Body temperature) Control (vehicle: water for injection) 12 0 0 1] 0 0 0 Q
hypolhemia EMEE (62.5 mgrkg) 2 0 0 [ 0 0 0 0
EMEE (250 mgrkg) 12 0 0 L] 0. 0 0 0 @ ¢ 0 an
EMEE (1000 mg/kg) 12 0 0 ] 0 0 0 (I3 )] [N
[Fur] Cantrol {vehicle: water for injection) 12 [ 0 [} 0 0 ] 0
Moist fur EMEE (62.5 mg/kg) 12 L] 0 9 0 0 0 0
EMEE (250 mg/kg) 12 0 0 ] 0 0 0 LI s B B 0] [
EMEE (1000 mg/kg) 12 0 ] [ 0 [ 0 [} [ )
[Skin colorMucuous merbranse] Conurol {vehicle: waler for injection) 12 o ° 0 [+ 0 1] 0 ]
Abnorma! {pale skin) EMEE (62.5 mg/kg) 12 [ 0 [ [1} [} 0 [
EMEE (250 mg/kg) 2 ¢ 0 [ [ [ 0 e @ 0 W ¢ {10y
EMEE (1000 mg/kg) 12 0 L] [ 0 0 0 [ {5} ¢ @
[Lacrimation] Control (vehicle: water for injection) 2 [ ] 4] 0 ] 0 L]
observed EMEE (62.5 mg/kg) 12 a ¢ [ 0 o 0 g
EMEE (250 mg/kg) 12 0 0 ) 0 [ 0 4 @ o0 () 8 (10
BMEE (1000 mg/kg) 12 [ 9 ] o [ 0 ¢ 9 @
[Pilocrection) Control (vehicle: water for injection) 12 [ [ 0 0 [ 0 o
stight EMEE (62.5 mg/kg) 12 0 [ 0 0 [ 0 [
BEMEE (250 mg/kg) 12 Q [ 0 0 o 1 ¢ @ 0 [ ]
EMEE (1000 mg/kg) 12 0 ] 0 [ 0 0 o M s @
{Respimslory rate] Control (vehicle: water for injection) 12 o [ Q 0 ) 0 0
Hypopnea EMEE (62.5mg/kg) 12 0 [ 0 0 0 0 0
EMEE (250 mg/kg) 12 0 Q 0 0 0 0 0@ 0 D (0
EMEE (1000 mgrkg) 0 0 0 0 0 0 0 W O]
[Stereotypy] Control (vehicle: water for mjection) [ [ [} 0 0 0 0 D
observed EMEE (62.5 mg/kg) 12 0 0 ] 0 0 ] o
EMEE (250 mp/kg) 12 0 0 0 4] 0 0 o @ ¢ m 0 (0
EMIE (1000 mg/kg) 12 0 0 [ 0 0 0 [CN{Y] LI )]
[Touch responsel Control {vehicle: water for injection) 12 [ 0 0 0 0 0 )
Sensitive EMEE (62.5mg/kg) 12 0 o 0 0 a 0 ]
EMEE (250 mg/kg) 12 [} 0 0 a 0 0 0O @ 0 (I o (10
EMEE (1000 mg/kg) 12 [ 0 1 [ ] [ [N [T

" Values represent number oFaninuls with the Gndings.
Figures in parenthese indicate number of animals,
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Initial number
Findings Group of Pre-treatment Days of treatment The lactation period
animals 8 15 24 30 36 42 49
[Urination] Control (vehicle: water for injection) 12 2 1 1 0 0 2 0
(frequency/30sec) EMEE (62.5 mg/kg) 12 0 0 0 0 0 1 0
EMEE (250 mg/kg) 12 0 0 0 0 0 1 0@ 0 M 5 (10
EMEE (1000 mg/kg) 12 0 0 ¢ ¢ 0 ( m 0 @
[Defecation} Control (vehicle: water for injection) 12 3 0 0 0 0 g 0
(frequency/30sec) EMEE (62.5 mg/kg) 12 0 1] 0 0 1 1
EMEE (250 mg/kg) 12 0 0 0 0 0 ¢ @ 0 W 2 (10)
EMEE (1000 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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RRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Initial number
Findings Group of Pre-treatment Days of treatment Days of recovery
animals 15 24 30 36 42 7 14
([Posture in home-cage] Control (vehicle: water for injection) 10 0® [} 1] [} 0 0 1] 0
Crouching position
EMEE (1000 mg/kg) 10 0 [} )] o 0 0 ° 0
[Locomosor in home-cage] Control (vehicle: water for injection) 10 1 [ o 4 0 0 (4 0
Decrease in focomotor activity
EMEE (1000 mgrkg) 10 [ 0 0 0 0 0 [ 0
[Handling behavior] Control (vehicle: water for injection) 10 ot 4] 0 ] 0 0 [} 0
Resistance
EMEE (1000 mg/kg) 10 0 0 0 [ 0 0 0 0
[Heart beats] Control (vehicle: water for injection) 10 0° ¢ 0 o 0 4] [)] 0
bradycardia
BMEE (1000 mgrkg) 10 0 [ 0 0 [ 0 0 0
[Body temperature] Control (vehicle: water for injection) 10 0t ¢ 0 [ ] 0 [} 9
hypothemia
EMEE (1000 mg/kg) 10 0 [ ] [ 0 0 [ 9
(Fur) Control (vehicle: water for injection) 10 ot [} ] [} [ 0 0 0
Moist fur
EMEE (1000 mg/kg) 10 0 ] 0 0 0 0 0 0
[Skin colorMucuous membranse) Control (vehicle: water for njection) 10 o® [ 0 [ 0 1] 0 9
Abnonmal
EMEE (1000 mg/kg) 10 0 0 0 0 0 o 0 0
[Lacrimation) Control (vehicle: water for njection) 10 0® [} L] [ L] 0 0 ]
observed
EMEE (1000 mgrkg) 10 o ¢ 4] 0 9 14 0 9
{Piloerection] Control (vehicle: water for mjection) 10 0° 0 [ 0 0 0 [} ]
stight
EMEE (1000 mg/kg) 10 0 0 ¢ ) 0 0 0 ¢
{Respinatary rate] Control (vehicle: water for mjection) 10 ob 0 [ ] 0 0 [ ]
Hypopnea
FMEE (1000 mgrkg) 10 0 0 0 0 0 0 [ 0
[Stercatypy] Cantrol (vehicle: water for injection) 10 ob 0 0 [} L] 0 [0 D
observed
EMEL (1000 mgikg) 10 0 0 0 0 0 [} o 0
[Touch response] Control (vehicle: water for injection)} (] 0° 0 0 0 0 0 ] 0
Sensitive
IMELE (1000 myg/kg) [ 0 0 ] 0 0 0 [} 0

* the recovery test was performed in S animals for cach of the 0 and 1000 mgrkg groups

" Values repecsent mumber of animals with the findings.
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HEBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 treatment Days ofrecovery *

animals 8 15 24 30 36 42 7 14
[Urination] Control (vehicle: water for injection) 10 1 b 0 0 0 Q 0 0 0 0

(frequency/30sec) '
EMEE (1000 mg/kg) 10 1 1 0 1 0 0 0 0 0
[Defecation] Control {vehicle: water for injection) 10 ob 0 0 0 0 0 0 0 0

(frequency/30sec)

EMEE (1000 mg/kg) 10 0 0 0 0 0 0 0 0 0

® the recovery test was performed in 5 animals for each of the O and 1000 mg/kg groups
® Values represent total score of each group.
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AEREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 7-1. Body weights of male rats

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg

Number of males 12 12 12 12

Days of administration
1 412.0 £ 205 4063 + 19.1 411.1 = 183 4065 £ 196
4 422.7 = 246 4172 = 213 4242 = 183 4117 = 220
7 4336 + 253 4263 + 21.2 4364 + 21.1 4242 + 239
14 456.0 = 30.0 4467 £ 236 461.8 = 219 4508 £+ 256
21 4732 = 297 4639 = 249 4792 + 278 4663 + 264
28 496.0 + 32.8 4835 + 291 500.8 = 292 4853 = 29.1
35 514.8 £ 399 4979 = 310 5192 = 323 4998 + 326
42 5255 = 428 5120 = 358 5320 = 356 508.7 + 347

Each value shows mean (g) + S.D.
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HEBREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of males 5 5
Days of recovery
1 5278 £ 426 5117 £ 426
7 5472 +£ 485 5278 £ 413
14 5497 £ 503 529.0 = 438

Each value shows mean (g) + S.D.
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 8-1. Body weights of female rats

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg

Number of femaies 12 12 12 12

Days of administration
1 259.1 £ 20.1 2652 £+ 164 2557 = 16.7 2608 + 162
4 264.1 £ 237 2706 £ 17.5 2664 + 7.7 2725 + 164
7 268.0 £ 256 275.8 £ 16.9 269.8 + 17.0 278.0 + 173
14 2793 £ 292 2885 £+ 185 279.6 + 1838 2866 + 174

Each value shows mean (g) = S.D.
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE 1000 mg’kg

Number of females 10 10

Days of administration
1 259.8 = 19.0 259.1 = 203
4 268.1 = 204 2642 + 204
7 2741 + 227 2736 = 230
14 2823 £ 251 2799 = 29.6
21 288.7 + 332 2874 + 25.0
28 3035 £ 353 2969 + 247
35 3102 £ 367 299.0 + 232
42 313.1 £ 344 3015 + 252

Each value shows mean (g) + S.D.
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REE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Table 8-3. Body weights of female rats at the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg

Number of females 5

5
Days of recovery
| 2934 = 157 2965 = 303
7 3020 £+ 223 3072 £ 319
14 301.8 £ 17.2 302.1 £ 289
Each value shows mean (g) + S.D.
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HEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 9. Body weights of dams during pregnancy

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg
Number of dams 12 12 10 9
Days of pregnancy

4] 286.8 + 28.7 2924 + 19.6 283.0 £ 153 289.8 + 15.1

7 3272 £ 268 336.7 + 19.1 3162 = 27.5 3269 £ 20.9

14 3679 £ 27.8 379.3 £ 209 3524 £ 345 3540 £ 295

20 4539 £ 30.2 463.8 £ 23.6 430.1 £ 549 401.5 = 345 **

26 + + + 311.7 = 8]

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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HEE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Table 10. Body weights of dams during lactation

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg
Number of dams 12 12 10 8
Days of lactation
0 3453 = 31.5 349.4 + 285 335.6 £ 283 347.1 = 19.0
4 3625 £ 24.0 362.7 + 27.8 338.0 + 25.3 £
Each value shows mean + S.D. (g).

54



AREE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 11-1. Food consumption of male rats

Group Control (vehicle: water for injection) EMEE 62.5 mglkg EMEE 250 mgkg - EMEE 1000 mg/kg

Number of males 12 12 12 12

Days of administration
1 312 + 39 309 + 34 304 £ 25 250 £ 33 **
7 28.1 = 3.2 264 + 22 26.1 = 1.9 265 + 22
14 283 + 2.7 272 £ 2.7 291 = 33 273 £ 27
29 306 =+ 4.0 286 = 29 280 = 3.0 282 + 2.7
35 287 + 34 289 + 34 283 £ 23 265 + 3.1
41 297 £+ 25 290 + 33 290 = 2.7 264 + 32%

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Table 11-2. Food consumption of male rats at the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of males 5 5
Days of recovery
6 303 = 2.8 306 = 2.8
12 295 £ 23 , 284 = 3.0
Each value shows mean (g) £ S.D.
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ABE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 12-1. Food consumption of female rats

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg

Number of females 12 12 12 12

Days of administration
1 227 £ 25 207 = 3.8 215 = 2.7 207 £ 3.0
7 201 £+ 49 21.0 = 34 205 = 2.6 27 £+ 28
14 198 £ 35 229 = 29 204 = 2.7 204 = 4.0

Each value shows mean (g) £ S.D.
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RERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE 1000 mgkg

Number of females 10 10

Days of administration
1 212 = 4.1 180 = 4.0
7 21.0 £ 36 172 £ 33 %
14 21.5 £ 34 199 + 33
21 223 £ 29 205 £ 4.9
29 212 £ 39 21.1 = 2.8
35 218 £ 37 213 £+ 24
41 204 = 27 173 = 3.1 *

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AREFES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mg/kg
Number of females 5

5
Days of recovery
6 186 £ 52 196 = 3.9
12 210 = 5.0 204 = 39
Each value shows mean (g) + S.D.
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HEES R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EM EE 1000 mgkg
Number of dams 12 12 10 9
Days of pregnancy
0 239+ 3.0 228 £+ 33 227 £ 33 221 £ 32
7 286 £+ 3.6 295 + 4.1 263 £ 43 276 £ 3.0
14 293 £ 4.6 292 + 3.1 260+ 32 259+ 72
20 274 £ 44 238 + 57 249 £ 45 257 £ 4.1

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

60



REBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Table 14. Food consumption in dams during lactation

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg
Number of dams 12 12 10
Day's of lactation :

3 459 + 5.0 434 = 8.1 36.1 £ 7.0 **
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<(.01).
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ABRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE (62.5 mg/kg) EMEE (250 mg/kg) EMEE (1000 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
Eyelid reflex 100 100 ' 100 100

Values represent % of animals showing normal responses.
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RERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats '

Table 16. Functional findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) EMEE (62.5 mg/kg) EMEE (250 mg/kg) EMEE (1000 mg/kg)

Female, dam

Number of animals 5 5 5 0
Righting reflex 100 100 100
Visual placing 100 100 100
Pupillary reflex 100 100 100
Startle reactibn 100 100 100
Preyer's reaction 100 100 100
Withdrawal reflex 100 100 100
Eyelid reflex 100 100 100

Female, satellite groups

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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ABREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE (62.5 mg/kg) EMEE (250 mg/kg) EMEE (1000 mg/kg)
Number of males ) 5 ] 5 5 5
Administration period
Forelimb 0982 + 0.069 0941 £ 0.050 0983 + 0.027 1.012 = 0.045
Hindlimb 0722 + 0.085 “0.681 = 0.106 0652 + 0.022 0676 £ 0.105

Each value shows mean (kg) +S.D.
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HEREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE (62.5 mg/kg) EMEE (250 mg/kg)
Number of females 5 5 5
Administration period
Forelimb 0.716 £ 0.035 _ 0.731 = 0.039 0706 £ 0.043
Hindlimb 0.596 =+ 0.048 0603 =+ 0.037 0.570 £ 0.036

Each value shows mean (kg) £S.D.
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FRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 19. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Group

Control (vehicle: water for injection) EMEE (1000 mg/kg)
Number of females 5 )
Administration period
Forelimb 0.761 + 0.064 0.735 + 0.027
Hindlimb 0.608 + 0.025 0.642 + 0.062

Each value shows mean (kg) +£S.D.
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HEBREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE (62.5 mg/kg) EMEE (250 mg/kg) EMEE (1000 mg/kg)
Number of males 5 5 5 5
Administration period
Ambulation {counts)
Smin 1076 + 217 1231 + 136 1385 £+ 345 1129 =+ 119
10min 1016 =+ 205 1007 = 165 1344 + 347 1050 = 230
15min 875 + 326 912 144 1256 = 335 890 + 298
20min 715 =+ 394 816 = 188 1031 = 335 606 £+ 249
Total 3683 = 1082 3967 £ 524 5016 = 1337 3674 = 804

Rearing (counts)

Smin. 29 = 10 32 % 4 32 % 9 25 % 10
10min 24 % 10 21 % 9 33 = 12 25 =% 14
15min 17 = 9 15 = 7 25 = 6 . 15 % 8
20min 12 + 7 13 6 13 = 5 10 £ 8
Total ‘ 82 = 22 80 = 22 102 = 25 75 £ 36

Each value shows mean+S.D.
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HEEEE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE (62.5 mg/kg) FMEE (250 mg/kg)
Number of females 5 5 5
Administration period
Ambulation (counts)
Smin 1100 =+ 153 1159 = 141 1202 =+ 379
10min 1054 =+ 204 782 + 119 994 =+ 429
15min 772 =+ 176 593 + 250 694 =+ 379
20min 574 + 313 468 = 432 746 £ 403
Total 3501 £ 783 3002 £ 705 3636 + 1507
Rearing (counts)
Smin 31 =+ 21 30 % 7 29 + 19
10min 25 =+ 19 11 = 4 22 % 13
15min 8§ & 7 3 £ 2 8 = 5
20min 4 % 7 3+ 7 2 = 9
Total 69 =+ 49 48 =+ 14 71 = 37

Each value shows mean+S.D.



ABEREZ 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 22. Motor activity of female rats at the last week of the dosing period, satellite group

Group Control (vehicle: water for injection) EMEE (1000 mg/kg)
Number of females 5 5
Administration period
Ambulation (counts)
Smin 1263 + 117 1334 + 130
10min 1073 + 136 1228 + 135
15min 1068 + 153 930 + 182
20min 1026 + 107 648 + 572
Total 4430 + 384 4139 + 958
Rearing (counts)
Smin 35 E 6 40 + 13
10min 30 + 11 34 + 8
15min 23 + 9 22 + 7
20min 25 + 14 17 + 23
Total 112 Es 32 113 + 45

Each value shows mean+S.D.
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ABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 23-1. Urinalysis in male rats

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 my/kg
Number of males 5 5 5 5
pH
6.5 ) 2 1 3
7.0 2 2 3 2
7.5 0 0 0 0
8.0 2 1 1 0
Protein
- (nepative) 0 0 0 [\]
+(10 < and < 30 mg/dL) 0 1 1 1
+ {30 < and < 100 mg/dL) 5 3 4 4
2+ (100 < and < 300 mg/dL) 0 1 0 0
Glucose
- (negative) 5 5 5 5
Ketone
- (negative) 1 2 2 4
+(5 < and < 10-mg/dL) 4 2 3 [
+ (10 £ and < 40 mg/dL) 0 1 0 0
Bilirubin
- (negative) 5 5 5 5
Occult bleod
- (negative) s 5 5 5
Urobilinogen
=+ (normal) 5 4 5 5
+{2.0 < and < 4.0 mg/dL) 1] L 0 0
Color
light yellow 5 S 5 5
Turbidity
- (negative) 5 5 S 5
Red Blood cells
- (not observed) 5 5 5 5
White Blood cells
- {not observed) 5 5 5 5
Casts
- {not observed) 5 5 5 5
Cristals
- (not observed) 0 1 0 1
4 (a few) s 4 4
+ (abundant) 0 0 1 0

Epithelial cells

- (not observed) 5 5 5 : 5
=+ (a few) 0 0 0 0
-+ (abundant) 0 0 0 0

70



ABRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 23-1(continued). Urinalysis in male rats

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg
Number of males 5 5 5 5
Urine volume (ml/24hr) 159 =+ 33 176 = 44 189 =+ 43 224 % 4.3
Specific gravity 1.063 =+ 0.007 1.056 = 0.009 1056 =+ 0.012 1054 =+ 0.008
Electrolyte, density
Na(mEq/L) 1195 + 21.7 1024 = 10.6 955 = 274 920 =+ 14.8
K(mEq/L) 2812 + 310 2409 = 27.9 2200 = 60.0 1754 =+ 44.7 **
Cl(mEq/L) 159.1 + 27.3 1302 + 10.7 1213 = 37.7 1047 = 29.8 %
Electrolyte, gross volume
Na(mEq/24hr) 1.88 = 0.42 178 + 0.35 .73 % 0.35 201 =+ 0.20
K(mEq/24br) 443 = 0.88 415 =+ 0.63 400 = 0.75 380 =+ 0.55
CY{mEq/24hr) 2,52 % 0.61 226 =% 0.41 220 + 0.51 227 + 0.36

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EM EE 1000 mgkg
Number of males 5 5
pH
7.0 0 1
1.5 1 1
8.0 4 3
Protein
- (negative) 0 0
+(10 < and < 30 mg/dL) 1 3
+ (30 < and < 100 mg/dL) 4 2
Glucose
- (negative) 5 ' 5
Ketone
- (negative) 4 4
+(5 < and < 10 mg/dL) 1 1
Bilirubin
- (negative) 5 5
Occult blood
- (negative) 5 5
Urobilinogen
=+ (normal) 5 5
Color
light yellow 5 5
Turbidity
- (negative) 5 5
Red Blood cells
- (not observed) 5 5
White Blood cells
- (not observed) 5 5
Casts
- (not observed) 5 5
Cristals
- (not observed)
+(a few) 5 5
Epithelial cells
- (not observed) 5 5
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 23-2(continued). Urinalysis in male rats of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of males 5 5
Urine volume (mL/24hr) 173 = 2.8 227 % 5.6
Specific gravity 1.054 = 0.011 1.045 = 0.011
Electrolyte, density
Na(mEq/L) 1064 =+ 27.8 89.3 =+ 235
K(mEg/L) 242.1 48.3 1976 = 45.7
Cl(mEqg/L) 1339 = 29.7 1127 + 31.2
Electrolyte, gross volume
Na(mEq/24hr) 1.81 = 0.45 1.95 =+ 0.38
K(mEq/24hr) 411 « 0.56 431 =+ 0.50
Cl(mEq/24hr) 228 + 0.46 244 =+ 0.30

Each value shows mean = S.D.
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AERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 24-1. Urinalysis in female rats, satellite group

Group Control (vehicle: water for injection) EMEE 1000 mg/kg
Number of females 5 5
pH
6.0 0 2
6.5 0 2
7.0 4 1
7.5 0 0
8.0 \ 0
Protein
- {(negative) 3
+(10 = and < 30 mg/dL) 1 3
+ (30 =< and < 100 mg/dL) 1 1
Glucose
- (negattve) 5 5
Ketone
- (negative) 5 3

+(5 < and < 10 mg/dL)

Bilirubin

- (negative) 5 5
Occult blood

- (negative) 5 5
Urobilinogen

=+ (normal) 5 5
Color

light yellow 5 5
Turbidity

- (negative) 5 5

Red Blood cells

- (not observed) 5 5
White Blood cells

- (not observed) 5 5
Casts

- (not observed) b} 5
Cristals

- (not observed) 1 1

+(afew) 4 4
Epithelial cells

- (not observed) 5 4

+(a few) 0 1
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HAEBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 24-1(continued). Urinalysis in female rats, satellite group

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of females 5 5
Urine volume (mL/24hr) 13.8 7.4 142 + 2.1
Specific gravity 1.050 = 0.014 1.059 <+ 0.005
Electrolyte, density
Na(mEqg/L) 80.0 + 285 102.8 = 16.1
K(mEg/L) 1882 =+ 527 2155 = 28.2
Cl(mEq/L) 96 = 335.5 1182 = 222
Electrolyte, gross volume
Na(mEq/24hr) 1.06 =+ 0.53 144 =+ 0.13
K(mEqg/24hr) 256 = 1.30 3.04 = 0.46
Cl(mEqg/24hr) 131 = 0.77 1.67 = 0.37

Each value shows mean = S.D.
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HBREH R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 24-2. Urinalysis in female rats of the recovery period

Group Control (vehicle: water for injection) EM EE 1000 mg/kg
Number of fernales 5 5
pH
6.0 0 1
6.5 0 i
7.0 0 2
7.5 2 0
8.0 3 1
Protcin
- (negative) 5 5
Glucose
- (negative) 5 5
Ketone
- (negative) 5 5
Bilirubin
- (negative) 5 5

Occult blood

- (negative) 5 4

+(0.03 < and < 0.06 mg/dL) 0 0

+ (0.06 < and < 0.20 mg/dL) 0 0

2+ (0.20 = and < 1.00 mg/dL) 0 1
Urobilinogen

—+ (normal) 5 5
Color

light yellow 5 5
Turbidity

- (negative) 5 5
Red Blood cells .

- (not observed) ) 5 5
White Blood cells

- (not observed) S 5
Casts

- (not observed) 5 5
Cristals

- (not observed) 2 2

+(a few) 3 3
Epithelial cells

- (not observed) 5 4

+(a few) 0 1
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R EF S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 24-2(continued). Urinalysis in female rats of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of females 5 5
Urine volume (mL/24hr) 13.0 = 32 153 = 2.7
Specific gravity 1.055 =+ 0.007 1.039 = 0.009 *
Electrolyte, density
Na(mEg/L) 110.1 =+ 10.5 80.3 =« 235 *
K{(mEq/L) 2563 & 28.5 1546 = 52.9 **
Cl(mEg/L) 1482 + 16.2 854 = 28.7 **
Electrolyte, gross volume
Na(mEq/24hr) 144 = 0.38 122 = 0.39
K(mEqg/24hr) 327 = 0.57 236 = 0.87
Cl(mEqg/24hr) 1.89 + 0.30 130 = 0.49

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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REREF R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg
Number of males 5 5 5 35

RBC 10000/ul 8§56 + 55 869 =+ 35 837 = 20 807 == 23

HGB g/dL 152 + 04 152 + 0.7 148 = 0.2 139 = 03 ok
Hematocrit Y% 436 = 1.0 431 = 22 428 = 09 408 = 0.8 *
MCV fL 511 = 33 496 =+ 2.3 51.2 = 2.0 506 = 19

MCH pg 178 = 09 175 % 0.7 177 = 04 172 = 06
MCHC gdL 347 = 07 353 £ 03 345 = 0.6 340 = 04
Platelet 10000/uL 1043 = 115 1048 = 14.6 99.6 = 13.0 843 = 19.2

PT sec. 220 = 3.0 239 + 69 278 = 6.3 197 = 44

APTT sec. 27.0 = 24 287 x= 32 292 =+ 34 236 = 2.8

WBC 100/uL 848 = 204 82.1 + 23.3 84.8 =+ 10.5 71.5 £ 33.7
Neutrophil % 184 = 3.7 19.1 + 63 146 = 3.7 182 + 99
Eosinophil % 1.8 = 0.8 1.9 = 0.2 1.5 = 0.1 0.7 = 09
Basophil % 0.0 = 0.1 0.0 = 0.0 0.0 = 00 0.0 = 0.0
Monocyte % 43 = 05 45 = 1.0 49 £ 09 53 = 06
Lymphocyte % 755 £ 43 745 = 6.8 790 = 34 758 = 10.0
Reticulocyte ) 340 = 039 2,84 = 031 2.59 = 0.32 *x 191 = 041 o

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 25-2. Hematological findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of males 5 5
RBC 10000/uL 829 =+ 11 849 =+ 36
HGB g/dL 148 + 04 141 £ 0.7
Hematocrit % 428 = 09 41.1 = 2.1
MCV fL 516 = 14 484 = 19
MCH Pg 17.8 = 0.6 166 + 0.6
MCHC gidL 345 £ 05 344 = 0.7
Platelet 10000/uL 100.1 = 114 1020 = 165
PT sec. 225 = 22 244 + 90
APTT sec. 242 = 19 249 £ 4.1
WBC 100/uL 674 = 149 595 = 13.2
Neutrophil % 16.4 = 4.1 258 = 132
Eosinophil % 1.6 = 07 22 £ 0.8
Basophil % 00 = 0.1 00 = 0.1
Monocyte % 32 + 08 29 + 07
Lymphocyte % 78.8 + 4.8 69.0 + 133
Reticulocyte % 342 + 0.52 337 £ 042

Each value shows mean = S.D.

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

**: P<0.01).
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ABREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 26-1. Hematological findings of female rats at the end of the dosing period

Group Control (vehicle: water for injection) EMEE 62.5 mgikg EMEE 250 mgkg
Number of females 5 5 5
RBC 10000/uL 672 + 36 684 + 18 665 £ 43
HGB g/dL 129 + 05 132 + 04 124 = 0.6
Hematocrit % 390 = 1.8 393 £ 1.7 375 + 1.8
MCV fL 580 + 32 574 + 24 563 = 1.3
MCH pg 193 + 0.8 193 + 0.8 187 = 04
MCHC g/dL 332 £ 06 337 + 0.6 331 £ 03
Platelet 10000/uL 1185 =+ 7.1 1286 = 19.7 127.0 + 4.7
PT sec. 138 = 0.8 136 = 0.9 141 £ 0.6
APTT sec. 185 = 1.3 191 £ 14 18.1 + 0.3
WBC 100/uL 1202 = 82 1143 £ 40.8 1093 + 135
Neutrophil % 347 + 53 339 + 154 334 + 49
Eosinophil % 07 + 02 08 = 04 L1 =12
Basophil % 00 = 0.0 0.0 = 0.0 00 = 0.0
Monocyte % 43 * 1.5 4.7 + 1.1 39 + 06
Lymphocyte % 602 = 6.6 60.6 = 159 61.6 £ 55
Reticulocyte % 860 + 252 821 + 1.92 797 = 211

Each value shows mean + S.D.

80



RBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 26-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) EMEE 1000 mg/kg
Number of females 5 5

RBC 10000/uL 785 + 38 768 + 47

HGB g/idL 148 + 0.5 137 = 0.7 *
Hematocrit % 417 = 1.0 397 + 1.6 *
MCV fL 532 + 25 518 + 2.2
MCH pg 188 + 09 178 = 0.6
MCHC g/dL 354 + 04 344 + 0.5 **
Platelet 10000/uL 100.6 + 133 71.6 + 149 *
PT sec. 128 + 0.7 134 + 02
APTT : sec. 183 + 1.6 182 = 2.1

WBC 100/uL. 69.0 = 28.1 69.0 = 162
Neutrophil % 120 + 37 109 = 1.7
Eosinophil % 1.8 + 0.8 1.3 + 05
Basophil % 0.0 = 0.0 0.0 = 0.0
Monocyte % 28 = 09 36 = 1.0
Lymphocyte % 834 + 43 842 + 23
Reticulocyte % 298 = 091 1.54 + 022 *

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

81



REBREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 26-3. Hematological findings of female rats at the end of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of females 5 5

RBC 10000/uL 792 £ 20 812 + 22
HGB g/dL 145 *+ 05 146 = 03
Hematocrit % 415 + 1.9 419 =+ 0.8
MCV fL. 523 + 1.8 516 + 0.8
MCH pg 183 = 04 180 =+ 04
MCHC g/dL 350 + 0.5 349 = 04
Platelet 10000/uL 985 £ 74 ° 1019 =+ 155
PT sec. 126 + 0.7 130 + 0.3
APTT sec. 178 = 1.5 188 = 2.0
WBC 100/uL 400 =+ 8.0 347 + 85
Neutrophil % 149 + 40 178 =+ 4.8
Eosinophil % 23 £ 07 23 = 05
Basophil % 00 £ 0.0 0.0 = 00
Monocyte % 46 £ 1.6 29 = 0.7
Lymphocyte % 782 + 5.8 77.0 *+ 4.6
Reticulocyte % 296 = 0.62 245 = 096

Each value shows mean = S.D.
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RBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 27-1. Biochemical findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) EMEE 62.5 mghkg EMEE 250 mgkg EMEE 1000 mgkg
Number of males : 5 5 5 5

Total protein gdL 58 + 0.1 54 + 04 54 = 0.1 53 £ 02 *
Albumin g/dL 36 = 0.1 3.5 £ 02 36 = 0.1 35 £ 03

A/G 1.70 + 0.14 1.81 = 0.13 1.96 + 0.09 1.89 + 031
Glucose mg/dL 132 + 12 136 = 9 147 + 7 136 = 16

Total cholesterol mg/dL 37 £ 6 41 = 6 39 + 3 43 + 8

Trigly ceride mg/dL a1 = 11 46 + 18 38 = 12 26 + 17
Phospholipid mg/dL 70 £ 5 76 £ 6 74 £ 6 78 = 12

AST U/L 62 + 8 63 = 8 60 £ 9 79 +£ 19

ALT U/L 29 % 30 + 4 30 £ 6 65 + 40
v-GTP UL 0 =0 0 =0 0 +£0 1 =1 **
LDH UL 114 « 66 171 £ 128 111 = 67 102 = 57

Bile acid pmol/L 113 £ 42 57 = 08 * 11.6 + 3.6 104 = 3.7

BUN . mg/dL 14 = 1 15 £ 2 14 £ 1 17 £ 2 *
Creatinine mg/dL 05 = 0.1 05 £ 0.1 04 = 0.1 05 = 01

Total bilirubin mg/dL 0.06 = 0.01 0.05 = 0.00 0.06 + 0.02 0.07 = 0.02
ALP U/L 564 + 83 516 + 114 495 = 96 358 + 101 *
Inorganic phosphorus mg/dL 56 = 03 63 « 0.5 57 + 04 57 = 06

Ca mg/dL 93 £ 0.2 93 =+ 0.1 92 = 0.2 . 92 = 03

Na mEq/L 1454 =+ 1.1 1459 =+ 0.7 1450 =+ 0.6 1436 = 13 *
K mEq/L 390 = 0.15 3.87 = 0.19 393 + 0.i2 490 =+ 2.18

Cl mEq/L 1063 = 1.0 1072 = 09 1067 = 1.0 1053 = 09

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **; P<0.01).
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REE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 27-2. Biochemical findings of male rats at the end of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of males 5 5
Total protein gdL 54 £ 02 57 £ 03
Albumin g/dL 35 £ 01 36 + 0.1
A/G 1.87 = 0.17 1.76 = 0.17
Glucose mg/dL 137 = 9 143 = 28
Total cholesterol mg/dL 37 =7 49 = 11
Trigly ceride mg/dL 19 = 6 2 £ 7
Phospholipid mg/dL 64 = 4 75 =9 *
AST U/L 68 = 5 70 £ 9
ALT UL 30 =9 29 + 3
y-GTP UL 0 =0 0 £0
LDH UL 120 + 57 128 £ 96
Bile acid pmolL 87 = 1.7 9.7 = 24
BUN mg/dL 15 £ 2 15 + 1
Creatinine mg/dL 06 = 01 06 = 0.0
Total bilirubin mg/dL 0.06 = 0.01 0.06 = 0.01
ALP U/L 464 = 98 453 = 33
Inorganic phosphorus mg/dL 57 = 04 52 £ 06
Ca mg/dL 84 = 02 85 + 04
Na mEg/L 1449 =+ 14 1450 + 1.2
K mEq/L 3.84 = 0.09 395 + 0.25
Cl mEq/L 109.0 = 1.8 1083 + 1.1

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg
Number of females 5 5 5

Total protein g/idL 6.0 = 05 60 = 04 58 £ 0.1
Albumin gdL 41 + 03 40 = 03 39 + 0.1
A/G 218 + 0.19 1.99 + 0.15 201 = 0.11
Glucose mg/dL 120 = 8 126 = 13 124 £ 6
Total cholesterol mg/dL 54 % 13 57 £ 14 54 + 11
Trigly ceride mg/dL 37 = 16 41 £ 12 31 £ 4
Phospholipid mg/dL 113 = 24 114 £ 18 100 = 12
AST U/L 105 = 30 102 £ 38 8 = 13
ALT U/L 49 = 16 57 £ 18 37 =7
v-GTP UL 0 =0 0 =0 0 0
LDH U/L 133 = 66 103 = 25 122 = 81
Bile acid pumolL 146 = 43 23.0 = 162 100 + 1.8
BUN mg/dL 17 = 3 16 + 3 14 =3
Creatinine mg/dL 06 = 0.1 05 + 0.0 05 = 00 *
Total bilirubin mg/dL 0.09 = 0.03 0.09 = 0.01 0.08 = 0.01
ALP UL 230 + 35 241 = 87 229 = 44
Inorganic phosphorus mg/dL 67 = 0.8 61 £ 07 59 = 05
Ca mg/dL 9.1 = 04 9.1 + 03 9.0 + 0.2
Na mEg/L 1429 = 1.0 1426 = 1.2 1437 + 1.8
K mEg/L 393 = 0.29 3.60 = 0.26 359 + 0.18
Cl mEg/L 1079 + 1.9 1073 = 23 1089 = 1.3

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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REREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 28-2. Biochemical findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of females 5 5
Total protein g/dL 59 + 05 55 + 0.2
Albumin g/dL 41 * 0.5 38 = 0.1
A/G 226 + 0.25 238 + 0.14
Glucose mg/dL 120 = 17 116 + 9
Total cholesterol mg/dL 67 =+ 18 63 £ 5
Trigly ceride mg/dL 22 = 13 23 £ 6
Phospholipid mg/dL 118 + 28 119 = 7
AST U/L 69 + 14 53 = 4 *
ALT U/L 27 £ 6 2 = 2
y-GTP U/L 0 £0 0 £ 0
LDH U/L 66 = 21 49 = 10
Bile acid pmol/L 117 + 28 86 + 2.2
BUN mg/dL 19 £ 7 16 + 3
Creatinine mg/dL 0.7 £ 0.1 0.6 = 0.0
Total bilirubin mg/dL 0.10 = 0.03 0.11 = 0.03
ALP U/L 238 + 57 199 =+ 65
Inorganic phosphorus mg/dL 52 £ 038 48 + 1.0
Ca mg/dL 94 = 04 91 = 0.0
Na mEq/L 1448 £ 09 1448 =+ 0.7
K mEg/L 380 + 0.24 363 + 036
Cl mEq/L 1062 = 1.5 1076 = 08

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 28-3. Biochemical findings of female rats at the end of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of females 5 5

Total protein . g/dL 58 + 0.1 58 = 04
Albumin g/dL 40 = 0.2 39 + 03
A/G 229 + 0.22 206 = 0.18
Glucose mg/dL 117 = 19 107 = 2
Total cholesterol mg/dL 59 + 14 . 49 = 4
Triglyceride mg/dL - 15 £+ 3 14 + 4
Phospholipid mg/dL 109 + 20 90 * 6
AST U/L 67 = 5 78 + 24
ALT U/L 29 = 10 26 = 12
v-GTP UL 0 =0 0 =0
LDH U/L 62 = 22 89 =+ 45
Bile acid pmol/L 112 = 1.1 11.8 £ 43
BUN mg/dL 17 = 2 17 =2
Creatinine mg/dL 0.6 £ 0.1 06 = 0.1
Total bilirubin mg/dL 0.09 = 0.02 009 + 0.03
ALP UL 233 + 47 297 + 68
Inorganic phosphorus mg/dL 42 = 04 39 £ 07
Ca mg/dL 86 + 02 86 = 0.1
Na mEg/L 1454 = 0.7 ' 1455 + 0.6
K mEqg/L 3.72 = 057 326 + 0.23
Cl mEq/L 1096 + 1.8 1104 + 1.5

Each value shows mean = S§,D.
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#BRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 29-1. Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) EMEE 62.5 mphgp EMEE 250 mg/lkg EMEE 1000 mgkg
Number of males 7 12 12 7
Body weight ® 491.2 423 4827 +* 330 499.5 324 4746 29.5
Brain (mg) 20422 61.6 2041.1 40.9 20248 + 82.2 1991.7 =+ 60.7
(mg/p) 4.187 =+ 0.419 4.246 * 0.294 4068 + 0.288 4211 + 0.300
Thymus (mg} 3014 =+ 534 2778 + 569 3129 46.0 156.8 + 574 **
(mg/g) 0623 % 0.150 0578 =+ 0.124 0.629 + 0.102 0331 + 0.120 **
Heart (mng) 14179 = 1334 14789 =+ 164.8 1477.3 + 86.5 14724 104.8
(mg/g) 2890 + 0.188 3.067 £ 0.306 2962 + 0.153 3106 + 0.187
Liver (mg) 133202 + 15806 128046 + 14592 13996.5 & 947.7 15020.7 + 1854.2
{mg/g) 27050 + 1.020 26.488 + 1.888 28.44 + 1.326 31589 + 2672 **
Kidney (R) (mg) 16214 + 1289 1623.5 & 139.8 17024 + 151.0 16798 + 68.7
{mg/p) 3305 % 0.135 3363 « 0.156 3412 0.261 3547 « 0.178
Kidney (L) (mg) 15698 + 97.8 15954 & 126.8 17126 + 1452 16769 + 1239
(mg/g) 3206 =+ 0.195 3307 + 0.159 3432 & 0.242 3538 + 0.238 *
Kidneys (mp) 3011 £ 2207 2189 + 2645 34150 + 2808 33567 + 1909
{mg/p) 6511 % 031 6.670 + 0.306 6843 + 0.465 7086 + 0402 *
Spleen (mg) 866.8 =+ 145.5 8708 =+ 108.3 8479 + 98.3 817.0 919
{mg/g) 1756 = 0.180 1812 + 0.256 1.702 + 0.200 1.722 0.158
Testis (R} (mg) 17158 % 1475 16145 + 187.9 16298 185.0 1439.7 + 2730
{my) 3505 & 0317 334 0.297 3275 0.430 3022 = 0.456
Testis (L) {mg)} 1698.3 + 168.1 16162 + 151.8 1628.3 196.9 1426.1 + 2725
(mg/e) 3466 + 0307 3349 + 0234 3260 + 0427 2993 + 0464
Testes {mg) 3441 £ 3129 32307 * 3377 3258.1 % 380.0 28658 + 543.7
{mg/g) 6971 + 0617 6.692 & 0.524 6.545 + 0.853 6.015 + 0.918
Epididymis (R) {mg} 6439 + 332 6148 + 575 6102 + 64.8 4940 =+ 85.7 *+
(ng/e) 1317 & 0.109 1.274 & 0.093 1.222 4 O.111 1.03¢ = 0.157 **
Epididy mis (L) (mg} 6334 £ 34.7 6076 = 575 5042 % 526 4926 * 747 ¥+
(mg/p) 1294 + 0.083 1.260 & 0.094 1191 0.103 1.037 0.136 **
Epididy mides ’ (mg) 127112+ 65.5 12224 = 1108 12044 + 1148 086.6 =+ 159.6 **
(mp/p} 2612 & 0.190 2534 % 0.176 2414 0.208 2077 * 0.291 **

Each value shows mean + SD.
Significantly different from the control group (*: P<0.05, **. P<(.01).
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ABREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 29-1 (continued). Organ weights of male rats at the end of the dosing period

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mpkg
Number of males 7 12 12 7
Prostate, ventral (mg) 665.2 = 1634 5715 £ 1358 6108 = 161.5 4217 = 1082 **
{mg/p) 1361 £ 0332 1203 = 0299 1231 = 0.345 0887 = 025 *
Seminal vesicles (mg) 16386 =  338.0 15556 = 2183 18455 = 3337 14959 = 178.9
(mg/g} 3341 % 0.661 3222 % 0.392 1697 = 0627 3058 % 0374
Thyroid gland (mg) 222 =+ 4.1 212 4.6 247 = 37 197 = 29
(mg/g) 0046 = 0010 0044 = 0010 0056 = 0.007 0042 = 0.007
Adrenal gland (R) (mg) 254 =+ 5.1 251 = 31 246 = 30 230 =+ 27
(mge) 0052 + 0013 0.052 = 0.007 0049 = 0.006 0.049 = 0.005
Adrenal gland (L} (mg) 270+ 4.7 264 43 258 38 242 = 22
(mg/'g) 0056 +  0.013 0055 =  0.010 0052 =  0.007 0.0s1 = 0.003
Adrenal glands {mg) 525 =+ 96 516 =+ 71 504 =« 6.7 472 % 44
(mgg} 0108 =  0.025 0.107 = 0017 0101 = 0012 0099 = 0007
Each value shows mean = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HABRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 29-2. Organ weights of male rats at the end of the recovery period

Group Control {vehicle: water for injection) EMEE 1000 mgkg
Number of males 5 5
Body weight ® 5259 =+ 48.9 5049 =+ 42.0
Brain (mg) 2058.6 + 51.8 20582 + 59.6
(ng/g) 3.945 £ 0423 4096 + 0322
Thymus (mg) 2833 = 75.6 203.8 + 711
(mg/g) 0.535 = 0111 0.399 £  0.122
Heart (mg) 14438 = 1003 14529 £ 1599
(mg/'g) 2756 = 0211 2877 =  0.188
Liver (mg) 124329 = 13959 13401.0 = 14335
(mg/g) 23617 +  0.780 26511 + 0978 **
Kidney (R) (mg) 16271 = 1193 15680 =  180.6
(mg/g) 3102 = 0.168 3101 = 0158
Kidney (L) (mg) 1668.1 + 1045 15659 = 1912
(mg/g) 3.180 =  0.151 3.102 = 0.287
Kidneys (mg) 32952 = 2007 3133.9 £ 3624
(mg/g) 6282 =  0.253 6203 = 0430
Spleen (mg) 808.1 = 1487 7172 + 1103
(mg/g) 1.534 = 0202 1415 =  0.128
Testis (R) {mg) 14784 +  479.8 12853 £ 4387
(mg/g) 2829 +  0.964 2529 = 0.801
Testis (L) {(mg) 1613.6 =  170.6 12934 = 3603
(mg/g) 3.086 = 0413 2551 = 0.650
Testes (mg) 30920 = 6478 2578.7 +  798.5
(mglg) 5915 + 1353 5079 £  1.450
Epididymis (R) (mg) 5185 + 2437 4814 + 79.3
(mgg) 0989 +  0.469 0954 + 0137
Epididymis (L) (mg) 5882 = 69.0 4692 =+ 834 *
(mg/g) 1.128 =  0.188 0928 = 0.139
Epididymides (mg) 11067 = 3021 950.6 + 1623
(mg/g) 2117 £ 0613 1.882 = 0275

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RR%E 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 29-2 (continued). Organ weights of male rats at the end of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of males 5 5
Prostate, ventral (mg) 5982 =+ 172.3 730.2 =+ 80.9
(mg/g) 1.133 =+ 0.290 1.448 =+ 0.139
Seminal vesicles (mg) 18547 =+ 433.3 1779.3 + 121.6
(mg/g) 3512 £ 0.628 3529+ 0.112
Thyroid gland (mg) 205 =+ 5.9 238 + 23
(mg/g) 0.039 +  0.010 0.048 +  0.007
Adrenal gland (R) (mg) 212 + 24 224 + 5.5
(mg/g) 0.041 =  0.006 0.044 +  0.008
Adrenal gland (L) (mg) 221 + 1.9 219 + 5.1
(mg/g) 0.042 + 0.005 0043 + 0.007
Adrenal glands (mg) 433 4.0 443 + 10.5
(mg/g) 0.083 +  0.010 0.087 + 0015

Each value shows mean + S.D.
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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

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

Group Control (vehicle: water for injection) EMEE 62.5 mg/kg EMEE 250 mgkg
Number of females 12 12 10
Body weight ® 3264 + 24.6 3240 + 2238 3066 =+ 25.1
Brain {mg) 19104 « 80.1 19694 + 472 18969 =+ 55.7
(mg/g) 5877 =+ 0.405 6.105 + 0.425 6.225 =+ 0.569
Thymus (mg) 2208 =+ 55.0 2329 + 78.0 1790 =+ 41.0
(mg/g) 0679 + 0.165 0.718 =+ 0.235 0.583 =+ 0.118
Heart (mg) 1098.2 =+ 63.9 10406 = 79.8 1007.1 =+ 776 *
(mg'e) 3378 = 0265 3215 = 0176 3293 = 0210
Liver (mg) 103744 =+ 614.1 103173 768.8 97428 = 928.7
(mg'g) 31.860 = 1.722 31873 + 1.558 31794 + 1.754
Kidney (R) (mg) 11219 =+ 106.2 F1338 109.3 999.7 =+ 1139 *
(mg/g) 3441 % 0.272 3501 0.263 3269 + 0.361
Kidney (L) (mg) 10968 =+ 822 1097.0 + 112.1 990.5 =+ 120.8 *
(mg/g) 3370 + 0.266 3388 + 0.277 3240 =+ 0.393
Kidneys (mg) 22187 % 185.5 22308 =+ 218.0 1990.1 =+ 2330 *
(mg/e) 6.811 = 0.523 6.888 + 0.527 6510 =+ 0.749
Spleen (mg) 7947 = 99.5 7375 & 944 7807 = 1417
(mg/g) 2446 + 0.351 2286 + 0.341 2572 0.594
Ovary (R) (mg) 535 + 7.1 523 + 11.7 577 =+ 8.6
(mg/e) 0.165 =  0.027 0.162 + 0.038 0.190 = 0.037
Ovary (L) (mg) 555 + 84 539 & 8.7 510 + 7.0
(mg/®) 0.170 = 0022 0.167 + 0.028 0.167 = 0.021
Ovaries (mg) 1090 =+ 8.6 1062 =+ 124 108.6 =+ 10.6
(my/e) 0335 = 0.028 0329 =+ 0.043 0.356 = 0.043
Uterus (mg) 6547 + 110.8 . 6575 + 79.1 7378 + 229.8
(mg/e) 2008 + 0315 2.035 = 0.250 2392 + 0.677
Thyroid gland (mg) 192 =+ 2.9 188 =+ 49 178 =+ 5.0
(mg/g) 0059 + 001t 0058 + 0.015 0.059 =+ 0.021
Adrenal gland (R) (mg) 373 44 379 =+ 4.2 342 =+ 8.8
(mg/e) 0.114 =+ 0.011 0.117 =+ 0.010 0.113 = 0.034
Adrenal gland (L) (mg) 390 =+ 44 399 & 4.4 363 + 9.4
(mg'®) 0120 = 0016 0.123 0.012 0.119 =+ 0.036
Adrenal glands (mg) 763 + 1.7 779 =+ 8.1 705 =+ 18.0
(mg/g) 0235 + 0024 0.241 =+ 0.020 0232 =+ 0.070

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 30-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of females 5 5
Body weight ® 3156 = 397 2854 * 23.8
Brain (mg) 19232 + 87.3 19044 + 51.3
(mg/g) 6.148 +  0.569 6.715 +  0.660
Thymus (mg) 3459 + 385 2303 =+ 46,0 **
(mg/g) 1.102 +  0.116 0.814 +  0.181 *
Heart (mg) 9925 + 53.7 9432 + 84.8
(mg/g) 3.169 = 0.248 3306 +  0.149
Liver (mg) 7598.7 +  713.3 8136.8 +  899.6
(mg/g) 24.174 +  1.390 28506 +  1.993 **
Kidney (R) (mg) 953.7 4 54.0 968.4 + 60.7
(mg/g) 3.046 £ 0259 3400 + 0184 *
Kidney (L) (mg) 9368 + 79.8 9453 + 522
(ng/g) 2982 +  0.181 3320 £ 0.145 *
Kidneys (mg) 1890.6 +  132.1 1913.7 + 107.6
(mglg) 6.028 & 0430 6722 + 0310 *
Spleen (mg) 5729 =+ 114.6 5782 =+ 103.1
(ng/g) 1828 +  0.385 2018 ¢ 0.254
Ovary (R) (mg) 482 & 14.7 393 & 5.6
(mgg) 0.152 +  0.045 0.138 = 0022
Ovary (L) (mg) 453 9.9 39.0 7.5
’ (mg/g) 0.144 £  0.028 0.137 +  0.022
Ovaries (mg) 935 % 245 783 12.1
(mgg) 0296 + 0073 0275 +  0.041
Uterus (mg) 6547 + 3186 5709 = 1971
(mg/g) 2,104 £ 1.037 2057 £ 0934
Thyroid gland (mg) 174 + 4.7 179 =+ 4.1
(mg/g) 0.056 + 0014 0063 +  0.015
Adrenal gland (R) (mg) 312+ 1.1 322 + 5.5
(mglg) 0.100 £  0.014 0.115 =  0.029
Adrenal gland (L) (mg) 329 = 43 346 + 6.9
(mg/e) 0.106 £  0.019 0.123 + 0035
Adrenal glands (mg) 64.1 =+ 4.9 668 + 12.3
(mg/g) 0206 =  0.030 0238 +  0.063

Each valuc shows mean + S.D.
Significantly different from the control group (*; P<0.05, **: P<0.01).
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PHER A5 R-13-002
Combined rcpeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-
methoxyethoxy)ethane by oral administration in rats

Table 30-3. Organ weights of female rats at the end of the recovery period

Group Control (vehicle: water for injection) EMEE 1000 mgkg
Number of females 5 5
Body weight @ 2853 = 15.5 2923 + 28.5
Brain (mg) 1986.7 =+ 733 19355 + 26.0
(mg/g) 6.982 + 0459 6.669 =  0.609
Thymus (mg) 2074 455 2723 = 91.6
(mg/g) 0.725 =+  0.149 0926 =  0.287
Heart (mg) 883.9 =+ 34.1 924.1 « 93.6
(mg/g) 3101 +  0.080 3.164 % 0.135
Liver (mg) 7421.0 = 4474 71119 =% 458.9
(mg/e) 26,034 = 1.360 24426 + 1.699
Kidney (R) {(mg 9533 60.6 957.0 + 90.7
(mgg) 3348 +  0.250 3286 +  0.291
Kidney (L) (mg) 0412 =+ 72.8 948.4 66.5
(mg'g) 3.304 + 0.270 3255 = 0.187
Kidneys - {mg) 18945 =« 132.8 1905.5 + 152.9
(mg/g) 6652 * 0517 6.540 = 0466
Spleen (mg) 5312 = 439 5269 = 105.7
(mg/g) 1.867 = 0.190 1.801 + 0.321
Ovary (R) (mg) 46.5 + 14,5 582 =+ 44
(mg/g) 0.165 = 0.058 0.200 = 0.016
Ovary (L) {mg) 47.6 =+ 15.2 555 = 6.1
(mgg) 0.169 =+ 0.058 0.190 =+ 0.019
Ovaries (mg) 941 =+ 29.1 1138 = 10.3
(mg/g) 0334 = 0.114 0391 =  0.033
Uterus (mg) 5434 116.9 588.8 =+ 227.1
(mg/e) 1.896 = 0.334 1.999 =+ 0.645
Thyroid gland (mg) 21,1 =% 3.7 18.1 = 39
(mg/g) 0075 = 0015 0.061 =  0.007
Adrenal gland (R) (mg) 306 = 5.1 30.8 = 4.5
(mg/g) 0.108 = 0.021 0.106 =+ 0.019
Adrenal gland (L) (mg) 333 + 38 326 + 36
{mgg) 0.117 = 0.018 0.112 = 0.015
Adrenal glands {mg) 639 =+ 8.6 634 =+ 8.0
(mglg) 0225 +  0.039 0218 «  0.035

Each value shows mean £ S.D.
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HRERES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 31-1. Macroscopic findings of male rats at the end of the dosing period

Dose Control (vehicle: water for injection) EMEE 62.5 mg/kg EMEE 250 mgkg EMEE 1000 mgkg

Findings Grade - P - P - P - P
Epididymis

Edematous, bilateral 7 0 12 0 12 0 6 1
Kidney

Enlargement, bilateral 7 0 12 0 11 i 7 0
Prostate

Small 7 0 12 0 12 0 6 1
Spleen

Enlargement 7 0 11 1 12 0 7 0
Testis

Edematous, bilateral 7 0 12 0 12 0 6 1

Small, bilateral 7 0 12 0 12 0 6 1
Thymus

Small 7 0 12 0 12 0 5 2

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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FERE R R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 31-2. Macroscopic findings of male rats at the end of the recovery period

Group Control {vehicle: water for injection) EMEE 1000 mgkg

Findings Grade - P - P
Epididymis

Edematous, bilateral 5 0 i 4

Small, unilateral/bilateral 4 la) 4 lb)
Testis

Edematous, bilateral 5 0 4 1

Small, unilateralbilateral 4 1 4 i

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
a): Unilateral b): Bilateral
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AERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Dose Control(vehicle:water for injection) EMEE 62.5 mgkg EMEE 250 mgikg

Findings Grade - P - P - P
Kidney

Dilatatio, pelvis, bilateral 12 0 11 1 10 0
Liver

Diap hragmatic nodule 12 0 12 0 9 1

Whitish spot, scattered 12 0 12 0 9 1
Lymph node

Enlargement, mediastinal 12 0 12 0 9 1
Spleen

Adhesion, with serosa 12 0 12 0 9 1
Stomach

Dark colored area, glandular stomach 12 0 11 1 8 2
Thymus

Small 12 0 12 0 9 1

Notes) -:No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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RBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Dose Control (vehicle: water for injection) EM EE 1000 mg/kg
Findings Grade - P - P
Hair
Alepecia, forelimb 4 1 5 0

Notes) -:No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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HEFE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 32-3. Macroscopic findings of female rats at the end of the recovery period

Dose Control{vehicle:water for injection) EMEE 1000 mg/kg

Findings Grade - P - P
Ileum

Retention, gas, lumen 5 0 4 1
Cecum

Retention, gas, lumen 5 0 4 1
Colon

Retention, gas, lumen 5 0 4 1
Rectum

Retention, gas, lumen 5 0 4 1

Notes) -: No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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HEE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 33-1. Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group Control (vehicle: water for injection) EMEE EMEE EMEE

Dose(mpkg) 0 62.5 250 1000
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

Cyst 5 0 2 0 0 12 0 0 12 3 2 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

Ultimobranchial body 5 o 2 0 0 12 0 0 12 2 3 2
Parathyroid gland L] 2 [ 12 0 12 5 2
Thymus »

Atrophy, medulla 5 0 0 0 0 2 5 0 0o 0 0 7 s 0 0 0 0 7 0o 2 4 0 O 1 ** ¥
Heart 5 2 Q 12 0 12 5 2
Trachea 5 2 0 12 0 12 5 2
Lung

Accumulation, foam cell, alveolus 5- 0 0 0 0 2 0 0 0 0 (] 12 0 0 0 0 Q 12 3 2 0 o} Q 2

Hemorrhage, focal 5 0o 0 0 0 2 0o 0 0o 0 0 12 o 0 0 0 0 12 4 1 0 0 ¢ 2

Metaplasia, osseous, focal 5 0 0 0 0 2 0 0 0o 0 0 12 0 0 0 0 0 12 4 1 o 0 0 2

Microgranuloma 4 L 0 0 Q 2 0 0 0 o} Q 12 ¢} 0 0 0 Q 12 4 1 0 0 4} 2

Mineralization, focal, arterial wall 4 L 0 0 4] 2 0 0 0 0 Q 12 o} o} 0 0 qQ 12 5 0 0 0 Q 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.

** P<0.01 : Significantly different from control (T wo-tailed Mann-Whitney U test).

## P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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RBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Group Control (vehicle: water for injection) EMEE EMEE EMEE
Dose(mg/kg) 0 62.5 250 1000

Findings Geade - = + 2+ 3+ P NE - = + 2+ 3+ P NE - &£ + 2+ 3+ P NE - &£ + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, periportal 0 3 2 9 0 2 0. 4 1 0 0 7 3 2 0 0 0 7 2 3 0 0 0 2

Ground glass appearance, hepatocyte s 0 0 0 o0 2 5 ¢ 0 0o Q@ 7 5 0 0 0 0 7 o 3 2 0 O 2 e

Hypertrophy, hepatocyte, centrilobular 5 0 0 0 o0 2 s 0 0 ¢ 0 7 2 3 0 0 0 7 ¢ 2 3 0 0 2 v g

Microgranuloma 1 4 0 0 0 2 4 1 0o 0 0 7 4 I 0 0 0 7 4 1 o 0 0 2
Pancreas

Atrophy, acinar cell, focal,

replacing ductal proliferation 4 1 0 0 0 2 0 0 0 0 0 12 0 0 0 0 0 12 4 0 1 0 0 2

Stomach 5 2 Q 12 0 12 s 2
Duodenum H 2 0 12 0 12 5 2
Jejunum 5 2 0 12 0 12 5 2
Ileum 5 2 0 12 0 12 S 2
Cecum 5 2 Q 12 0 12 5 2
Colon 5 2 Q 12 0 12 5 2
Rectum 5 2 Q 12 0 12 5 2
Lymph node, mesenteric 5 2 Q 12 0 12 S 2
Spleen

Deposit, pigment, brown 0 s 0 0 ¢ 2 0o 0 0 1 0 1t 0O 0 0 0 0 12 0 4 1 0 0 2

Hematopoiesis, extramedullary 0 0 5 0 [y 2 0 0 l 0 0 11 0 0 4] 0 0 12 0 0 5 0 a 2
Kidney

Basophilic tubule, cortex 1 4 0 0 @ 2 0 0 0 o0 0 12 0 1 0 0 0 11 2 3 0 ¢ 0 2

Cyst, medulla 4 1 2 0 Q 12 0 1 11 5 0 2

Eosinophilic body 4 l 0 0 ¢ 2 0 0 0 0 0 12 1 0 4] 0 0 11 4 0 1 0 4 2
Urinary bladder 5 2 0 12 0 12 5 2

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

Numerals represent the number of animals,

*+ P<0.01 : Sigrnificantly different from control (T wo-tailed Mann-Whitney U test).

## P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Geoup Control (vehicle: water for injection) EMEE EMEE EMEE
Dose(mg/kg) 0 62.5 250 1000
Findings Grade - £ + 2+ 3+ P NE * + 2+ 3+ P NE + 2+ 3+ P NE 2+ 3+ NE
Adrenal gland 5 2 12 12 2
Testis
Atrophy, seminiferous tubule,
focal, bilateral 5 ¢ ¢ o0 0 2 1 o 0o 0 7 1 [V 7 [V 2
Exfoliation, spermatid & sperm,
seminiferous tubule, bilateral 5 0 0 0 0 2 Q 0 0 0 7 o} 0 0 7 0 0 2 % 4y
Exfoliation, spermatocyte,
seminiferous tubule, bilateral s 0 ¢ 0 0 2 O 0 ¢ o0 7 o 0 9 7 0 0 2
Multinucleated giant cell,
seminiferous tubule, bilateral 5.0 0 0 0 2 o 0 0 0 7 c 0 9 7 0 0 2 H
Vacuolation, germ cell layer,
seminiferous tubule, bilateral H 0 0 0 0 2 0 4} ¢ 0 7 0 0 0 7 0 0 2 R+ 5y
Epididymis
Cell debris, lumen, bilateral 5 0 0 0 0 2 1 o 0 o0 7 1 0 0 7 0 0 2
Decrease, sperm, lumen, bilateral 5 4] o] Q ] 2 0 Q [} 0 7 0 0 [o] 7 0 0 2 a
Prostate
Cellular infiltration, lymphocyte, interstitial 3 2 0 Q 0 2 3 1 0 0 7 0 0 0 7 0 0 2
Decrease, liquid content, lumen, bilateral S Q Q 0 0 2 0 9 ¢ 0 7 0 0 0 7 0 0 2 a4
Seminal vesicle 5 P4 12 12 2
Coagulating gland 5 p3 12 12 2
Eyeball 5 2 12 12 2
Harderian gland 5 2 12 12 2
Sciatic nerve 5 2 12 12 2
Skeletal muscle 5 2 12 12 2
Fenur 5 2 12 12 2
Marrow, femur 5 2 12 12 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,

** P<Q.01 : Significantly different from control (T wo-tailed Mann-Whitney U test).
## P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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HEBREFE R R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 33-2. Histopathological findings of male rats at the end of the recovery period [H.E. staining]

Group Control (vehicle: water for injection) EMEE
Dose(mg/kg) 0 1000
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Thymus
Atrophy, medulla 5 0 0 0 ¢ 3 1 1 0 0
Liver
Fatty change, hepatocyte, periportal 0 5 0 0 0 3 2 0 0 0
M icrogranuloma s 0 0 0 0 1 0 0 0
Necrosis, focal 4 1 0 0 0 5 0 0 Q 0
Testis
Atrophy, seminiferous tubule, focal
focal, unilateral/bilateral 3 1 1 0 0 2 2 0 1 0
Exfoliation, spermatid & sperm,
seminiferous tubule, bilateral 5 0 G 0 0 0 3 1 1 0 . #HH
Exfoliation, spermatocyte,
seminiferous tubule, bilateral 5 0 0] 0 0 1 2 1 1 0 #
M ultinucleated giant cell,
sermniniferous tubule, bilateral 4 0 1 0 0 2 2 1 0 0
Vacuolation, germ cell lay er,
seminiferous tubule, bilateral 5 0 0 0 0 0 3 1 I 0 . #H
Epididymis
Cell debris, lumen, unilateral/bilateral 4 0 1 0 0 0 1 4 0 0 #
Decrease, sperm, lumen, unilateral/bilateral 4 0 1 0 0 0 1 3 1 0 #
Defect, unilateral 4 1 5 0
Prostate
Cellular infiltration, lymphocyte, interstitial 2 2 1 0 0 5 0 0 0 0

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

Numerals represent the number of animals.

** P<(.01 : Significantly different from control (Two-tailed M ann-Whitney U test).

## P<0.01 : Significantly different from control (One-tailed Fisher exact test).

# P<0.05 : Significantly different from control (One-tailed Fisher exact test).
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AERE = R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 34-1. Histopathological findings of female rats at the end of the dosing pertod [H.E. staining]

Group Control (vehicle: water for injection) EMEE EMEE
Dose(mg/kg) 0 62.5 250
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE - ES + 2+ 3+ P NE
Brain 5 7 0 12 S 5
Spinal cord 5 7 0 ' 12 5 5
Pituitary gland
Cyst 4 1 7 0 0 12 5 0 5
Submandibular gland 5 7 0 12 5 5
Sublingual gland 5 7 0 12 5 5
Lymph node, submandibular 5 7 0 12 5 5
Thyroid gland
Ectopic thymic tissue 5 0 7 0 0 12 4 1 5
Parathyroid gland 4 8 0 12 5 5
Thymus 5 7 0 i2 6 4
Heart 5 7 0 12 5 5
Trachea 5 7 0 12 5 S
Lung
Accumulation, foam cell, alveolus 5 0 0 0 0 7 0 0 0 0 0 12 2 3 0 0 0 5
Bronchus 5 7 0 12 5 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.

Not significantly different from control.
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RERE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group Control (vehicle: water for injection) EMEE EMEE
Dose(mg/kg) 0 62.5 250

Findings Grade - + + 2+ 3+ P NE - % + 2+ 3+ P NE - + + 2+ 3+ P NE
Liver ’

Fatty change, hepatocyte, periportal 2 3 0 0 0 7 o 0 0 0 1] 12 4 2 o 0 0 4

Fibrosis, focal, capsule 5 0 0 0 0 7 0 0 0 0 0 12 5 0 L 4] 0 4

Microgranuloma 3 1 1 1] 0 7 ¢ 0 0 0 4] 12 4 1 1 0 0 4

Necrosis, focal 5 1] 0 0 0 7 0 0 0 0 0 12 4 2 0 0 0 4

Nodule, hepatodiaphragmatic 5 o 7 0 0 12 5 4
Pancreas 5 7 0 i2 S 5
Stomach

Dilatation, fundic gland,

focal, glandular stomach 5 0 0 0 0 7 1 0 0 1] 0 11 6 I 0 0 0 3

Edema, lamina propria, glandular stomach 5 0 0 0 0 7 i 6 0 o o 11 6 { o ¢ 0 3

Erosion, mucosa. glandular stomach 5 0 0 0 0 7 [V 1 0 0 il 5 1 1 g 0 3
Duodenum 5 7 0 12 5 5
Jejunum 5 7 0 12 5 5
lleum 5 7 0 12 5 5
Cecum 5 7 0 12 5 5
Colon 5 7 0 12 5 5
Rectum 5 7 0 12 5 5
Lymph node, mesenteric 5 7 0 12 5 5
Spleen

Cellular infiltration, inflammatory, serosa 5 0 0 0 0 7 0 0 0 0 0 12 5 1 ¢ ¢ 4] 4

Deposit, pigment, brown ' [V ] 4 1 0 7 [ ] 0 0 0 12 0 0 4 2 0 4

Hematopoiesis, extramedullary 0 0o 4 1 0 7 6 o o0 o0 o0 12 0o 0 2 4 0 4

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

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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AR5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 34-1 (continued). Histopathological findings of female rats at the end of the dosing period {H.E. staining]

Group Control (vehicle: water for injection) EMEE EMEE
Dose(mg/kg) 0 62.5. 250

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

Basophilic tubule, cortex 2 0 0 0 7 0 1 o 0 11 0 0 5

Dilatation, pelvis, bilateral 0 0 0 0 7 0 0 H ¢ it 0 i} S

Mineralization, Cortico-medullary junction 5 0 0O 0 0 7 0 0 ¢ 0 11 0 0 5
Urinary bladder 5 7 i2 5
Adrenal gland 5 7 12 5
Ovary 5 7 12 S
Uterus 5 7 12 5
Vagina 5 7 12 5
Eyeball 5 7 12 5
Harderian gland 5 7 12 s
Sciatic nerve 5 7 12 5
Skeletal muscle 5 7 12 5
Fernur 5 7 12 5
Marrow, femur 5 7 12 5
Lymph node
Mediastinum

Edema, with inflonmatory cell 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.
Not significantly different from control.
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group Control (vehicle: water for injection) EMEE
Dose{mgkg) 0 1000

Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland

Cyst ' 5 0 4 1
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland

Ultimobranchial body S 0 4 1
Parathyroid gland 4 1 5
Thymus

Atrophy, medulla 5 0 0 0 0 3 2 0 0 0
Heart

Degeneration/fibrosis, my ocardial, focal 4 1 0 0 0 5 0 0 0 0
Trachea 5 5
Lung

Accumulation, foam cell, alveolus 5 0 0 0 0 3 2 0 0 (]

M etaplasia, osseous, focal 4 1 0 0 0 5 0 0 0 0
Bronchus 5 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.

Not signiftcantly different from control.
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RBREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group Control (vehicle: water for injection) EMEE
Dose(mgkg) 0 1000
Findings Grade - &S + 2+ 3 P NE - + + 2+ 3+ P NE
"Liver
Fatty change, hepatocyte, periportal 3 2 0 0 0 0 5 ¢ 0 0
Ground glass appearance, hepatocyte 5 0 0 0 0 3 2 0 0 0
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0 0 4 1 0 0 ko H
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 1 4 0 0 0 3 2 0
Hematopoiesis, extramedullary 0 1 4 0 0 0 1 4 0 0

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

Numerals represent the number of animals.

** P<0.01 : Significantly different from control (Two-tailed M ann-Whitney U test).

## P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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B2 &5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group Control (vehicle: water for injection) EMEE
Dose{mgkg) 0 1000
Findings Grade - = + 2+ 34+ NE - + 2+ 3+ P NE
Kidney
Basophilic tubule, cortex 4 1 0 0 0 5 0 0 0
Cyst, medulla 4 5 0
Fibrosis, focal, subserosa 4 1 0 0 0 S 0 0
Mineralization, Cortico-medullary junction 5 0 0 0 0 4 0 0 0
Urinary bladder 5 5
Adrenal gland 5 5
Ovary
Cyst, follicular 5 4 1
Uterus 5 5
Vagina 5 5
Eyeball 5 5
Harderian gland
Cellular infiltration, ly mphocyte, interstitial 4 1 0 0 0 5 0 0 0
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5
M arrow, femur 5 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.
Not significantly different from control.
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ABRE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 34-3. Histopathological findings of female rats at the end of the recovery period [H.E. staining]

Group Control (vehicle: water for injection) EMEE
Dose(mgkg) 0 1000
Findings Grade - % + 2+ 3+ P NE - + 2+ 3+ NE
Thymus 5 5
Liver
Fatty change, hepatocyte, periportal 0 5 0 0 0 0 5 0 0
Necrosis, focal 5 0 0 0 0 0 0

Notes) -:No abnormal changes +: Very slight +:
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.

Slight 2+: Moderate 3+: Marked
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RBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 35. Results of observations about estrous cycle

Dose Control (vehicle: water for injection) EMEE (62.5 mgkg) EMEE (250 mgkg) EMEE (1000 mgkg)

Number of animals examined 12 ) 12 12 i2

Pre-treatment period

Number of animals showing type of cycle

4-day cycle 7 8 7 8
4/5-day cycle 1 2 3 1
S-day cycle 4 2 2 3
Mean length of estrous cycle in days; Mean+S.D. (N) 44 = 05 (12) 42 £ 04 (12) 43 + 04 (12) 43 = 05 (12)

Treatment period

Number of animals showing each type of cycle

4-day cycle 10 10 4 0

4/5-day cycle ) 1 0 7 1

S-day cycle 1 2 1 4

uncycle 0 0 0 1

irregular 0 0 0 6
Mean length of estrous cycle in days; MeanS.D. (N) 41 = 03 (12) 42 +* 04 (12) 44 = 03 (12 54 = 05 (10) **
Frequency of animals that show abnormal estrous cycles after the treatment 0 /12 0 /12 0 /12 7 /12 ok

Mean times of vaginal estrus during mating period; M ean+S.D. (N) 10 £ 00 (12) 1.0 £ 00 (12) .0 £ 00 (N 1.0 £ 00 (i2)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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HREAE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 36. Results of observations about reproductive performance

Dose Control (vehicle: water for injection) EMEE (62.5 mg/kg) EMEE (250 mg/kg) EMEE (1000 mg/kg)
Number of mated pares [A] 12 12 12 12
Number of copulated pares [B] 12 12 11 12
Copulation index [(B/A)x100, %] 100.0 100.0 91.7 100.0
Number of fertile males [C] 12 12 10 9
Fertility index [(C/B)*100, %] 100.0 100.0 90.9 75.0
Paring days until copulation
; Mean+S.D. (N) 25 =+ 21 =+ 23 £ 23 = 12 (12)
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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 37. Observation of offspring (F,)

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg
Number of dams 12 12 10 6

Gestation length (days)

Mean £ S.D. per dam 219 % 0.3 223 % 0.5 222 % 0.4 235 =+ 0.5 **
Number of corpora kitea

Total 204 206 162 137

Mean = S.D. perdam 170 = 1.8 172 = 1.5 162 = 24 152 % 2.1 €]
Number of implantation scars

Total 19% 206 152 118

Mean = $.D, per dam 166 % 14 172 % L5 152 = 36 131 = 335 Sy
Implantation index (%)* 97.8 = 35 1000 = 0.0 925 = 140 855 %= 158 * (9
Delivery index (dams, %) ™ 100.0 100.0 100.0 222 b
Number of offspring at birth

Total 180 188 134 31

Mean + S.D. perdam 156 = 10 157 * 1.4 134 = 38 52 & 4
Number of live offspring at birth

Male 90 100 64 9

Female 86 36 67 6

Total 176 186 131 15

Mean = S.D. per dam 147 =+ I3 155 = 1.4 131 = 37 2.5 = 4.5 **
Sex ratio ¥

Mean + $.D, perdam 051 = 013 054 = 010 046 = 0.14 0.57 = 2)
Number of dead offspring

Total 4 2 3 16

Mean + S.D, perdam 03 = 0.7 02 = 0.6 03 = 9.5 - 27 £ 1.6 **
Delivery index (offspring) ¢

Mean% £ S.D. per dam $0.8 = 74 914 = 5.1 87.5 = 9.2 39.1 = 29,6 **
Birth index *

Mean% = S.D. per dam 88.8 = 8.8 904 = 5.6 857 = 89 206 = 327
Live birth index

Mean% = 8.D. per dam 977 = 4.4 990 % 3.6 98.1 = Al 274 £ 425 %>
Number of offspring on day 4

Male 90 99 63 0

Female 84 85 64 0
Sex ratio

Mean £ $.D. per dam 651 = 013 054 = 011 047 = 0.5 =
Vibility index®

Mean% = $.D. per dam 99.0 = 24 9.0 = 23 967 = 86 00 = (2)
Number of external abnormafities 0 0 0 0

Mean% = S$.D. per dam 0.0 =+ 0.0 00 + 0.0 0.0 * 0.0 0.0 = 2)

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

a): (Number of implantation scars™Number of corpora lutea)x 100.

b): (Number of dams with live offspring/aumber of pregnant dams)= 100.

¢): Number of male offspring{number of male offspring + number of female offspring).
d): (Number of offspring at bith/Number of implantation scars)x 100.

e): (Number of live offspring at birth/aumber of implantation scars)= 100.

): (Number of live offspring at bith/number of offspring at birth)x 100.

2): (Number of live ofTspring 4 days after birth/number of live offspring at birth)x 100
h}: Number of external abnormalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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ABREF T R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 38. Body weights of offspring (F;) before weaning

Group Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mgkg EMEE 1000 mgkg
Number of dams 12 12 10 2
Male
Days after birth

0 67 = 05 67 = 0.4 7.0 £ 03 6.4 =+

4 109 = 08 104 = 14 108 = 16 +
Female ‘
Days after birth

0 63 £ 04 63 = 0.3 6.6 £ 0.3 57 =

4 106 £ 0.8 98 = 1.5 102 = 1.7 +

Each value shows mean + S.D. per dam. (g).
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RERE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 39. 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 176 176 176 174 174

General appearance, No abnormality 176 176 174 174 174
General appearance, Death 2
Abnormal findings of offspring, Lack of nursing

EMEE 62.5 mgkg Number of offspring 186 186 185 184 184
General appearance, No abnormality 186 185 184 184 184
General appearance, Death 1 1
Abnormal findings of offspring, Lack of nursing

EMEE 250 mgkg Number of offspring 131 131 129 128 128
General appearance, No abnormality 131 129 128 128 127
General appearance, Death 2 1 1
Abnormal findings of offspring, Lack of nursing

EMEE 1000 mg/kg Number of offspring 15 15
General appearance, No abnormality 4
General appearance, Death 15

Abnormal findings of offspring, Lack of nursing

11

115



HABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Table 40. Morphological observations of offspring (F;)

Dose Control (vehicle: water for njection) EMEE (62.5 mg/kg) EMEE (250 mg/kg) EMEE (1000 mg/kg)
Dead offspring
Number of dead offspring @ 6 4 7 31
Number of missing offspring 1 1 1 8
Number of dead offspring examined 50 9 300 © 6(2) Y 23(12) @
Number of dead offspring with external changes 1 0 0 1
Exencephaly 1 0
Spina bifida 1 0
Open eye (bilateral) 1 0
Anasarca 0 1
Number of dead offspring with visceral changes 1 0 0 0
Hydronephrosis (bilateral) 1
Live offspring
Number of live offspring examined (postnatal day 0) 176 186 131 15
Number of live offsping with external changes ‘ 0 . 0 0 0
Number of live offspring examined (postnatal day 4) 174 184 127 : 0
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

a) including missing offspring
b) Parenthesis indicates the number of offspring not examined bacause of their autolysis.
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RREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Control {vehicle: water for injection)
Male No. Days of administration
1 2 3 4 s 6 7 8 9 10 L1 12 13 14 15 16 17 18 {9 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
MOoI00¢ - - - - - - - - - - - - - - - - - - - - - - - - - B P - - - - .. - - - - - . . . - e .
M01002 R - - e e e . - . - - - - - - e e . - . . . c e e e e e e e e e - - . . . . . - - - - -
MO01003 - - - - - S - - - - - - - - - - - - - - - - ... e e e e e e - - - - - . R . ...
MOI004 S 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
MO1005 - - - - - - - - - - - - - - - - - - - - - - - - - - - C e e e e e e e e e e - . . - - . .- .- .
MOL006 S . e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MOL007 - - - - - S - - - - - - - - - - - - - - - - T - - - - - - - - - - -
MOL008 - - - - - R L - - - - - - - - - - - - - R R T - - - - - - - - - - -
MO1009 . ...
MOI010 - - - - - - - - - - - - - - - - - - - - - - - e e . - - - .- - - e e e e e e - - - - .. - ..
MOICIE - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MOL012 - - - - - - - - - - - - - - - - - - - . - . - - - - - - R . .
Nomberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 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 2 12 f2 12 12 12 12 12 12 12 12 12 12 12 1z 1z 1z 12 12 12 12

a 9 ¢ [4 [t} [ 0 0 0 0 0 0 0 [ 0 0 0 0 Q 0O 6 ©o o 0 ¢ 06 0 0 o0 0 0 o 0 0 0 6 0 ©o o o0 9 ¢ 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration '
-1 General appearance, No abnormality .

a: Behavior, Decrease in locomotor activity.

Control {vehicle: water for injéction)

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
M01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01002 - - - - - - - - - - - - - - - - - - - - - - - - “ - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MOt011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO1012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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 7
- 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 2 12 12 2 {2 12 12 12 {2 12 12 12 12 2 12 2 12 12 7
b o 0 0 6 0 0 0 © 0 0 o 0 0 o0 0 0 o0 o0 0 o 0 ¢ o0 o0 9 o0 ¢ ¢ O 0 O oO0 O o0 o
a 0O 0 0 0 0 0 0 0 0 0 o o0 0 o0 0 0 0 o0 0 o 0 0 0 o0 ¢ 0 0 ¢ 0 0 0 0 0 0 o

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

b: Mouth, Salivation.

a: Behavior, Decrease in locomotor activity.
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ARE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 62.5 mgkg
Male No. Days of admini
1 2 3 4 5 6 7 3 9 10 11 12 13 14 15 i6 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02013 - - - - - - - . - - - - - - - - - - - - - - - - - - - . - - B - - - - - - - - - - - - - - . - - - -
MO02014 T ..,
MO2015 S e e e e e e e e e e e e e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e
M02016 - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - .
M02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . . - - - - - - - - - - - - -
M02018 - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . -
M02019 T e ...,
M02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -
M02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02024 R - - .- - S - - e - - - .-
Numberofmales 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 [2 12 12 12 12 I2 12 12 12 12 12 2 (2 12 12 12 (2 12 {2 12 12 12 12 12
- 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 2 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

a 0 0 0 0 0 0 0 o 0o o0 o0 0 90 0 0 0 0o 0 0 0 0 0 0 0 0 o0 O 0 0 0 o0 o o o0 00 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Pre: Before administration, Post: after administrati
-: General appearance, No abnormality .

a: Behavior, Decrease in locomotor activity.

EMEE 62.5 mgkg
Male No. Day's 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
M02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02018 - - - - - - - - - - - - - - - - - - - - - - - - : - - - - - - - - - -
M02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M 02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
b 0 0 0o 0 o0 o0 0 0 0o 0 0 0 0o 0 o0 0 o o0 o 0 0 o0 O 0 o 0o o0 0 o0 O O o0 0 o0 O
a ¢ 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0 o 0 0 0 0 O 0 0 o 0 0 0 0 O 0 0 0 0 O
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality
b: M outh, Salivation,
a: Behavior, Decrease in [ocomotor activity.
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R E S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 250 mgke
MaleNo. Days of admini ion
1 2 3 4 5 6 7 8 9 10 11 12 1 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
M01025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - . - - - - - - - -
MD3026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . N N . - - - - - - - . -
M03027 - - - - - - - - - - - - - - - - - - - - - N N - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - . . . . . -
M03029 e e o e e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - R . -
M03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - o - - - . . ..
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - - - - - - - - - - - - - - . . . - - - - - - - - - - - - - - . - - - - - - -
M03034 S e oo e e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - - - - - - - - -
MO03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - . -
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
- 12 12 12 12 12 2 2 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 {2 12 12 12 12 12 12 12 12 12 12 12 12 12

a 0 0 0o 0 0o 0 o0 0 o 0 O © 0 o0 0 O O 0 0o 0 O 0 O 0o 0 o0 © ¢ o0 © 0 0O 0 O O 0 ©O 0O O O 0 0 O 0 0 0 0 o0 0 ©
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

a: Behavior, Decrease in locomotor activity.

EMEE 250 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 W

M03025 - - - - - - YW WV WV WV VYV VYV VV,Y,VY/YTY/Y]TY/YVVVVVV
MO03026 e e Lo oL Lo e e e s s
M03027 L Lo oL L e s
M03028 oL e e s s
M03029 - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - -
M03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03031 e Lo s s
MQ3032 - - - - - - - - - - - - - - - - - - - - - - - - R - - - - - - - - . -
MO03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
M03034 C e e oo oL e o e o e e e e e e e e e e e e e e
M03035 - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - . - - -
M03036 e e s s e

Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 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 o o ¢ 0 0 0 o0 0 o0 0 O0 O O O O o0 o0 O O o0 o0 o0 o0 O 0 O O O O O O o0 0o o0 O
a 0 0 0 ¢ o o0 6 0 o0 0 O O O o0 o0 o0 o0 O ¢ O 0 o0 0 0 0 O 0 0 o0 O 0 0 0 0 0

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

b: Mouth, Salivation.

a: Behavior, Decrease in locomotor activity.
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ABRE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 1000 mgkg

Male No,

Days of admini

1 2

3

4

[

7 8 9

10 11 12 13 14 L5 16

17

18 9

20

21

22

23 24 25

Pre_Post

Pre Post

Pre Post Pre Post Pre Post

Pre Post

M04037
MO4038
M04039
M 04040
M04041
M04042
M04043
MO04044
M04045 -
M04046 -
M04047 -
M 04048

Pre Post Pre Post Pre Post

a

Pre_Post Pre Post

a - a

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

- a - - -

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

=] L I I I Y Y

12
12

12
12
a 0 12 o0

LI L I U U R Ny S A )

Number of males

o

|

12

2

0

1

2 12 12

0 1 0 o o

12- 12 1z 12 12 12

6 0 0 ¢ 0 0 3 0 0 0 0O 0o 0 o0 0 ¢

12 12 12

0 0 0 0 o

2 12 12
12

0 90 o

12
12
[

12
12
0

0

12 12

0 0 0 0 0 0o

Pre: Before admini Post: after adi

-: General appearance, No abnormality.

a: Behavior, Decrease in locomotor activity.

EMEE 1000 mgkg

Male No.

Days of administration

26

27

28

29

30 31

32 33 34 35 36 37

38 39

40

41

42

Pre Post

Pre

Post Pre Post

Pre Post

Pre Post Pre Post

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

Pre Post Pre Post

Pre Post

Pre Post Pre Post

MO04037 - -
M04038 - -
M04039 - -
M 04040 - -
M 04041 - -
M04042 - -
M04043 - -
M04044 - -
M 04045 - -
M 04046 - -
M 04047 - -
M 04048 - -

b
- b
b

’
<

'
[~ ]

Number of males
- 12
b 0
a 0

12
0
0

0
0

12
0
0

12
10

L=

O O N

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

b: Mouth, Salivation.

a: Behavior. Decrease in locomotor activity.

120



ABRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Céntrol (vehicle: water for injection)

Male No. Days of recovery

MO01008 - - - - - - - - - - - - - - -
MO01009 - - - - - - - - - - - - - - -
MO01010 - - - - - - - - - - - - - - -
MO1011 - - - - - - - - - - - - - - -
MO01012 - - - - - - - - - - - - - - -
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 55 5 5 5 5 5 5 5 5
-: General appearance, No abnormality.
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HEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 1000 mg/kg
Male No. Days of recovery

M 04044 - - - - - - - - - - - - - - -
M 04045 - - - - - - - - - - - - - - -
M 04046 - - - - - - - - - - - - - - -
M 04047 - - - - - - - - - - - - - - -
M 040438 - - - - - - - - - - - - - - -
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
-2 General appearance, No abnormality.
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RBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 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 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . . -
FO1004 - - - - - - - - - - . - - B - - - - - - - - - - - - - - - - - - -
FO1005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FOL006 - - - - . - - - - - . - - - - - - - - - - - - - - - N - - - - -
FO1007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1008 - - - - - - - . - - B - - B - - - - - - - - - - - - - - B -
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FOiCi0 - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - B B B
FOl1011 - - - B - - - - - - - - - - - - - - - - - - - - - - - - . -
F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
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 12 2 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 n 12 12
a 0 ¢ 0 4] 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Behavior, Decrease in locomotor activity.
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ABRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 62.5 mgkg
Female No. Days of administration
)] 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 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 - - . - - - - - - - - - - - - B B - . B - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - - - - - - - - - . - - - - N - - B - - . B
F02016 - - - - - - - - - - - - - - - - - - - - - - - - . B - - - -
F02017 - - - - - - - - - - - - B - - - - - - - - - . B . N B - - - - - - -
F02018 . . - - - - - - - - - - - . - - - - - - - - - - - - - . B N - -
F02019 . - . - - - - - - - - B . . - - - - - - - - B B . B B - - - - -
F02020 - - . - - - - - - - - - - - . - - - - - - - . . - - - - B - - - -
F02021 - - - - - - - - - - - - - . - - - - - - - - . B B - N - - -
F02022 . - - - - - - - - - - . . B - - - - - - - - B - B B B N - -
F02023 - - - - - - - - - - - - - - - - - - - - - - - - . . - - B - - -
F02024 - - - - - - - - - - - - - “ - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 122 1 1212 12 12 12 12 12 12 12 12 8 8 4 4 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 1212 8 8 4
a 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 4] 0 0 4] [ 0 0 0 0 0 0 0 0 0 0 4] 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
a: Behavior, Decrease in locomotor activity .
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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 250 mgkg
Female No, Days of administration
1 2 3 4 5 6 7 3 9 10 11 12 13 14 15 16 17 18 19

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 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 - - - - - - - - - - - - - - - - - - - - B B
F03030 - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - -
F03033 B S
F03034 - - - - - - - - - - - - - - - - - - - -
F03035 - - - - -
F03036
Number of females 1
- 1
a 0
Pre: Before administratian, Post: after administration.
-: General appearance, No abnormality.
a; Behavior, Decrease in locomotor activity .
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EMEE 250 mgkg
Female No. Days of admini
20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03036 - - - - - - - - - - - - - - - - - - B - - N N

Number of females 1 1 1 1 1 1 1 1 1 1 1 1 1 { i 1 1 L L 1 L 1 1

L 1 1 1 1 1 1 1 1 1 1 1 L 1 1 1 1
- 1 1 1 i 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 1 1 1 1 1 1 1 1 1 1
Pre: Before administration, Post: after administrati

-: Genera) appearance, No zbnormality .
EMEE 250 mgkg
Female No. Days of administration
41 42 43 4 45 46 47 48 49 50 51 52 53

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03036 - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females | 1 1 1 s 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 1 1 t 1 1 1 1 1 1
Pre; Before administration, Post: after admini
-: General appearance, No abnormality.
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AEREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 2-1-4. General conditions of female rats
EMEE 1000 mg/kg

Female No, Days of administration .
1 2 3 4 5 6 7 3 9 10 11 12 13 14 15 16 17 18 19
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post 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 - a - a - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04038 - a - a - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F0403% - a - a - - - - - - - - - - - - - - - - - - - - « - - - - - - - - -
F04040 a - a - - - - - - - - - - - - - - - - - - -
F04041 - a a - - - - - - - - - - . - - - - - - - - - - - - - - - - -
F04042 - a a - - - - - - - - - - - - - - - - - - - - - - - - - -
F04043 - a - a - - - - - - - - - - - - - - - - - - - - - - - - -
F04044 - a - a - - - - - - - - - - . - B - - - - - - - - - -
F04045 - a - a - - - - - a - a - 2 - a - a - - - - - - -
F04046 - a - a - - - - - - - - - - - - - - - - - - - - - - - -
F04047 - a - a - - - - - - - - - - - - - - - - - - - - - - - - -
F04048 - a - a - - - - - - - - - - - B - - - - - - - - - - -
Number of femaless 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 2 12 212 2 12 12 12 12 12 12 12 12 9 9 4 4 2 2 1 1
- 12 0 12 0 2 2 12 12 2 92 12 12 12 112 12 12 12 n 12 12 2 12 12 12 9 9 4 4 2 2 1 1
a 0 12 0 12 0 0 0 0 0 4 0 0 i 0 1 0 1 0 1 0 1 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: Behavior, Decrease in locomotor activity .

126



HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Control (vehicle: water for tnjection)
Female No. Days of:
1 2 3 4 s [ 7 ] 9 10 11 12 13 14 [ 16 17 18 19 20 21 2 2 24 25
Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pro Post Pre Post Pre Post Pre Post Pre Post
FDS049 - - - - - - - - - - - . . - - - - - - - - - L N - N - B - - - - - - - - - - - - - - - - - - - - -
F05050 - - . - . . - -
FO05051 . - - -
F05052 - - ..
FO5053 - - - -
FOS054 - - ..
F05055 - - - - -
FOSOS6 = = == o . a oo e e L e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
FO5057 - - - - - - - - - - - - - . - - . - - - - - - - - - - - - - - - - - - - - . . . . . B B . . B -
F05058 - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - ~ - - - -
Numberoffemales 10 10 10 10 10 10 110 1 1 10 W ® © 10 10 #w 10 10 10 10 10 10 10 10 10 1 10 10 10 W © 10 10 0 1 0 10 10 10 10 10 10 W W0 10 10 1¢ 10
- 0 10 10 1w W W 10 I W W W W W W oW W W W W W W W W W W W W W 0 1 ¢ W W W0 10 16 10 10 10 0o W W0 W W0 10 1 10
a 0 [ 0 0 Q [V 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 L] [ Q 0 0 0 Q Q @ 0
[ 0 Q Q Q [ 0 (1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 9 0 0 0 0 0 o 0 0 0 0 [ 0 [ [ 0 0 0 0 Q Q Q 0
Pre: Before administration. Post: after i
=: General appearance, No abnormality .
a: Behavior, Decrease in Iocomator activity.
c: Forelimb, Alopecia.
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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 Pr¢ Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre FPost Pre
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05051 [ [4 [ c . ¢ < c [ [ c c c c c [ c c c c [ ¢ ¢ c c c c c c [ c c c c c <
F05052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - - - - - - - B - - - - - - - -
F05058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 10 10 10 10 1 10 10 10 10 10 10 10 10 10 i 10 1 10 10 10 0 10 110 10 10 10 10 10 10 5
- 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 4
c 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
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
¢c: Forelimb, Alopecia,
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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 1000 mgke
Female No. Days of adminit
1 2 3 4 5 6 7 8 9 i) 11 12 13 14 15 16 17 13 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 PFre 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
F06059 - a N a - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - . - - - - - - - - N
F06060 -
FO6061 -
F06062 -
F06063 -
F06064 -
FO6065 -
FO6066 -
FO6067 -
FQ6068 -
Number of females 10
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010 19 1 1 1w 10 10 10 10 & 19 W 10 1 W 0 W0 W 0 1 10 10 10 K0 10 0 W ©% 0 % 1 ¢ 0 I
0 10 10 1 10 0 10 t0 & 16 10 1@ 1 10 10 © O 0 0 1 W ¥ 10 130 w0 0 e 6 1 16 16 10 0 10
0 4 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 L] 0 0 0 0 0 0 [ ] 9 0 [

w 10 10w 1w 10
o0 W 10 10

3
3
15
6‘ 0
s
S
s

=
=
3
@
3
3
s
S
o
o
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R
o
o
o
o
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o
o
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B

a 0 10
3 0 0 0
Pre: Before administration, Post: after
-; General appearance, No aboormality.
a: Behavior, Decrease in locomotor activity.
«: Foretimb, Aopecia,
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0 9 [] 0 0 [ 0 0 0
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EMEE 1000 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
FO6059 - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06061 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06062 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO06063 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06064 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06063 - - - - - - - - - - - - - - - - - - - - - . - - - . - - - - - - . -
FO06066 - - - - - - - - B - - - - - - - - - - - - - - - - - - - - - - - - -
F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 16 10 10 1 i 10 1©  1© 10 10 10 {0 0 10 10 10 10 10 10 10 10 110 1 0w 10 0 10 I 1w W 10 5
- 0 ¢ 6 1 10 16 0 109 10 o 0 10 10 10 10 10 10 W0 19 v 10 1 10 10 10 0 W [0 W 10 16 W0 i 10
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
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
c: Forelimb, Alopecia.

w

128



RBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 - - - - - - - - - - - - - . -
F05058 - - - - - - - - - - - - - . -
Number of females 5 5 S 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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HBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 1000 mg/kg
Female No. Days of recovery

F06064 - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - . . . -
F06066 - - - - - - - - - - - . . - R
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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ABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1012 - - - - - - - - . - - - - - - - - - - - - - - - - - - -
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
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
[3 0 0 0 0 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)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
¢: Fur, Hair, Coat, Piloerection.
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HEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 s 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
F01001 - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - -
F01003 - - . - - - - - - - - . - - - - - -
FO1004 - - - - - - - - - - - - - - - - - -
FO1005 - - - - - - - - - - - - - - - - - -
FO1006 - - - - - - - - - - - - - - - -
FO1007 - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - -
FO1010 - - - - - - - - - - - - - - - - - -
FO1011 - - - - - - - - - - - - - - - - - -
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 12 12 12 12
c 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 Q 0 0 0 0 0 0
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
>: Excluded from analy sis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality .
¢: Fur, Hair, Coat, Piloerection.
b: Mouth, Salivation.
a: Behavior, Decrease in locomotor activity.
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AR ES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

EMEE 62.5 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
F02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - - - - - “ - - - B - - - -
F02016 - - - - - - - - - - - - - - - - - - . - - - - - - - - -
F02017 - - - - - - - - - - - - - “ - - - - - - - - - - - - - -
F02018 - - - - - - - - - N - - - - N - - - - - - - - - - . - -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - - - - “ - - “ - B - - - - - - - - - B B . - - -
F02021 - - - - - - - - - - - - . - - - - - B - B - “ . - - - -
F02022 - - - - - - - - B - - - - - - - - - - - - - - - - “ - -
F02023 - - - - - - - - - - - - - - . - - - - - - - - - - - - -
F02024 - - - . - - - - - - - - - - - - - - - - - - - . - - - -
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
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
c: Fur, Hair, Coat, Piloerection.
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AEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 62.5 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 - - - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - - - - - - -
F02021 - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - -
F02023 - - - - - - - - . - - - - - y -
F02024 - - - - - - - - - - - - - - - -
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 i2 i2 12 12 12 12 12 12 12 12
c 0 0 0 0
b 0 0 0 0 0
a 0 0 0 0
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after administration.
- General appearance, No abnormality .
¢: Fur, Hair, Coat, Piloerection.
b: Mouth, Salivation.
a: Behavior, Decrease in locomotor activity.
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HEBEE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy

EMEE 250 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 - - - - - - - - . . . - - R - - - - R . . . - - R B _ .
F03026 - - . - - - - - - . . . - - - - . . . - . - - - R - - .
F03027 - - - - - - - - - - - - - - - - - . . . . . . . R - - .
F03028 - - - - - - - - - - - - - - - - c c c c ¢ c c < ¢ ¢ [ [
F03029 - - - - - - - - - - . - - - - - - - - . - R - - - R - -
F03030 - - - B - - - - . - - . - - - - . . . . - . - - - . - -
F03031 - - - - - - - - - - - - - - - - - - - . . . . . . . . .
F03032 - - - - - - - - - - - - - - - - - - - - - . . . . . . .
F03033 > - > - > - > 4> 0> 0> 2> . > e > e > e P> > e > > o> e > e > > > e > e > > e > > . > .
F03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - . - - - - - . . . . - - - . - - . . . . .
Number of dams 10 10 10 10 10 10 i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 9 9 9 9 9 9 9 9 9 9
¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 ] 1 1 1
>: Excluded from analy sis (not pregnant)
Pre: Before administration, Post: after administration.
-1 General appearance, No abnonmality.
¢: Fur, Hair, Coat, Piloerection,
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REREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 250 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 - - - - - - - - - - R B R - - - . .
FO3026 - - - - - - - - . . - - - - - - R -
F03027 - - - - - - - - - - - - - - - - - -
F03028 c ¢ c c c ¢ ¢ c ¢ < ¢ c c ¢ c c c c
F03029 - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - . . - - . . . - - - _
F03033 b - - T - T - - e
F03034 - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - -
Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
- 9 9 9
c 1 1 1
b 0 0 0
a 0 0 0
>: Excluded from analy sis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
¢: Fur, Hair, Coat, Piloerection.
b: Mouth, Salivation.
a: Behavior, Decrease in locomotor activity .
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HBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 3-4. General conditions in dams during pregnancy

EMEE 1000 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 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04040 PR R T - - R - - - T R T S - P P S S - S BT P S S T -
F04041 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04043 > - > - > - 0> -3 o> > 0> 0> 003 00> 00> 0> > 00> 00> 2> 203> 2> > <> 4> 0> 0> 0> 2> > 0> .
F04044 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04045 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04046 I L T - S e e - T T R L - T - S L A T T T S S - -
F04047
F04048 -
Number of dams 9
9

OO O
DO\ D}
o w ol
[<JV-JRV-1 I
O o i
OO O
SO wo ol
< o ol
© o ol
o o ol
S o ol
OO O
SN O
OO o)
oo ol
[=YRV-RRv-Y I
oo ol
SO WO
o w ol

9

9
c 0 0
>: Excluded from analy sis (not pregnant)
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
¢: Fur, Hair, Coat, Piloerection.
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HBREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 3-4 (continued). General conditions in dams during pregnancy

EMEE 1000 mg/kg
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
F04037 - - - - - - - - - - - - - - - - - - - -
F04038 - - - - - - - - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - - - -
F04040 P - - e e I T - - S S R - S S R L T - S . S
F04041 - - - - - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - - - - - - - - - - -
F04043 > o4 > - D> . > e D> 4P e D> . > . > o> e D> . D> 4> e D> e D> e > 2 D> e > . P> e > e D> e > e > . > e > .
F04044 - - - a - b - b - b - b - b - b - b
F04045 - - - a - - - - - - - - - - - - - - - -
F04046 > . > - > - > - > . 03> . 0> - 0> 4 > .0> o> 2> o> 4> 2> . > . > 4> > . > . > . > > . >
F04047 - - - - - - - - - - - - - - -
F04048 - - - - - - - -
Number of dams

c
b
a 0
>: Excluded from analysis (not pregnant)

[= e RN BV
[= BN e IR Ve BNe )
[l R e PN N}
N O O O
OO D e W
[ R BN - o BN-]
S O O O o
[= e B« BN I
S O O v o
S o O 00 O
S O O o o
O e O 0 O
o O O Oy ™
S o O™
[« e
OO O —= -
OO D = =
S O D e
[N Bl R

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

c¢: Fur, Hair, Coat, Piloerection.

b: Mouth, Salivation.

a: Behavior, Decrease in locomotor activity .
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RRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 | 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - - -
F01002 -
F01003 #
F01004 #
F01005 #
F01006 - - - - - - - - - - -
F01007 - - - - - - - - - - -
F01008 - - - - - - - - - - -
F01009 - - - - - - - - - - -
FO1010
FO1011
F01012
Number of dams

H o I s
'
'
'
5
'
v
»
l
]

c 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0
#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.

S O N N[ FH O 3

<o

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

¢: Fur, Hair, Coat, Piloerection.

b: Mouth, Salivation.
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REBREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of [-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

EMEE 62.5 mgkg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02013 - - - - - - - - - R -
F02014 - - - - - - - - - - -
F02015 # # - - - - - - - - .
F02016 - - - - - - - - - - -
F02017 - - - - - - - - - - .
F02018 -
F02019
F02020
F02021
F02022
F02023
F02024
Number of dams

oI o
= I I
'

'

'

)

)

'

'

)

)

[ N R T E:
—
[\
—
(8]
—
N
Su
—
[
[ 38}
—
(38
(3]
—_
[38)

c 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0
#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day O of lactation.

[T B DA

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

¢: Fur, Hair, Coat, Piloerection.

b: Mouth, Salivation.
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RERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 4-3. General conditions in dams during lactation

EMEE 250 mgkg

Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03025 - - - - - - - - - - -
F03026 - - - - - - - - - -
F03027 # # - - - - - - - - -
F03028 # # C c - - - - - - -
F03029 # # - - - - - - - - -
F03030 # # - - - - - - - - -
F03031 # # - - - - - - - - -
F03032 # # - - - - - - - - .
F03034 # # - - - - - - - - -
F03035 # # - - - - - - - - -
Number of dams 2 2 10 10 10 10 10 10 10 10 10
- 2 2 9 9 10 10 10 10 10 10 10
c 0 0 1 1 0 0 0 0 0 0 0
b 0 0 0 0 0 0 4 0 0 0 0

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

¢: Fur, Hair, Coat, Piloerection.

b: M outh, Salivation.
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ABRE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 4-4. General conditions in dams during lactation

EMEE 1000 mgikg

Dam No. Days of lactation
2 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04037 - Total litter loss
F04039 - -
F04041 - Total litter loss
F04042 - Total litter loss
F04044 - b - Total litter loss
F04045 - Total litter loss
F04047 - Total litter loss
F04048 - Total litter loss
Number of dams 8 2 2 0 0 0 0 0 0 0 0
- 8 1 2 0 0 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0
b 0 1 0 0 0 0 0 0 0 0 0

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of lactation.

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
¢: Fur, Hair, Coat, Piloerection.

b: M outh, Salivation.
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REEF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-1. Detailed clinical observations of male rats

Control(vehicle: water for injection)

Cage-side observations * Removing fromcage / Observations made while handling ™
Male No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature Fur

Pre’ Tﬁh TI5 T26 T TI6 T2 R7° R4 Pre T8 TIS T24 T30 136 T42 R7 RI4 Pre T8 TIS TM T30 T¥ T42 R7 R4 Pe T8 TI5 T24 TY T36 T42 R7 RK Pre TS TI5S T24 T3 T36 T42 R? RI4__ Pre’ TBb TIS T2 TX T3 T42 R7S Ri4

MOLa¢1 2 2 2 2 2 2 2 2 02 2 2 2 21 12 T2 2 2 0 2 2 0y 2 02 2 1o 2 2 2 22 2 2 2 2 2 2 2 2 2 2
MO1002 2 2 2 2 2 2 2 2 2 2 2 2 2 202 21 2 2 2 2 22 2 22 2 2 2 02 2 2 2 2 32 2 2 2 2 2 2 2
MO1003 2 2 2 2 2 2 202 2 2 2 2 2 202 2 » 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2z 2 2 2 2 2 2 2 2
M01004 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 3 2 2 2 21 2 2 2 2 21 2 2 2 2
MO1005 2 01 02 2 2 2 2 T2 02 2 2 2 2 202 2 2 2 2 2 222 2 202 2 2 2 2 2 22 2 2 12 22 2 2 2 2 2
MO1006 2 2 2 2 2 2 2 202 2 2 2 2 2 202 2 2 1 1 2 22 2 102 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2
M01007 202 2 2 2 1 2 22 2 2 2 2 2 202 2 2 2 2 2 22 2 2 2 2 3 22 2 2 2 2 2 2 2 2 2 2 2 2
MO1008 2 2 2 2 2 3 2 2 2 22 2 2 2 2 2 2 2 202 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 0 2 2 2 2 2 2 2
MoL009 22 2 2 2 1 2 2 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 3 2 2 2 2
MOI010 2 2 2 2 2 ’ 2 02 2 2 22 2 2 2 2 1 1 2 20 2 2 2 1 2 2 2 2 2 2 2 2 2 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MOL011 202 2 2 2 2 2 2 2 2 2 2 2 2 22 2 21 12 2 2 2 2 2 2 2 & 2 22 2 22 2 2 2 2 > 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 32
Molo12 2 2 2 2 2 2-2 2 22 2 2 2 2 2 2 2 202 2 2 2 2 2 2 12 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2

Total scare 10 ¢ 0 L0 10 1:0 1:0 L:0 L0 10 0 1:0 1:0 :0 L0 10 10 L0 Lo L0 00 L0 kO L0 1O L0 10 Lo L0 L0 10 L0 L6 ke B0 L0 L0 LO 10 10 10 IO L0 10 LD L0 10 10 10 10 10 L0 L0 I1:0
™ A2 (1 4y () 12 02 (42 ) @ 0H A 1Y (1) 1) 3 6 (B H 1) () (4 (Y 1) (1) 1D & 9 1) (1) 4 () (1 (12 1y B 6 (1) 02 (42 0 (1) 43 A H & (1) A2 42 1) A2 ) 4y & 6

: pre-treatment; ® day 8 oftreatment; ¢ day 7 afrecovery

Posture in h, ge( 2, silting or standing: 1, hing position ]
Locomutor i home-cage [ 2, nomal; {, decrease in locomotar activity 1
Handling behavior ( 2, nomal: 1. o resistance ]

Heart beats [ 2 nomal; 1. bradycardia ]

Body 2, normul; 1, hypothermia ]
Fur [ 2, normal; 1, Moist fur]
Skim color / M Qb)) (2, norrmal; 2, abi 1

Lacrination [ 2 sot observed: 1, observed ]
Piloerection [ 2 normal: 3. slight]

respiratory rate] 2. aormal: 1. hypopnea)
stercotypy[ 2. not obsaved; 3, observed (rearing)}
touch sesopnsef 2, nomal; 3, sensitive |

Except the above findings, there were no charges in all anamals; a) Cage-side ob: i lization, tremor, ion), b) Ot jons made while handling (behavior while removing fomcage. pupillary size. salivation), and ¢)Open-field observations {posture,

§
exploration, palpebral opening, . tremmor, convulsion. gait, bizarre behavior, straub eail, vocalization, touch ithd; { reflex, pinna reflex).
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HBRES R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-1 (continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

. Removing fromcage / Observations made wiie handling Open-field observations ©
Male No. Skin color / Mucuaus membranes Lacrimation Piloerection Respiratory rate Stereotypy touch response

b) 3

Pre T8 TI5 TM TX T36 T42 R?7 RI4 Pre T8 TI5 T34 T30 T} T42 R7 RI4 Pre TR TI5 T24 T3 T3 T42 R7 RH4 Pre T8 TIS T24 TI0 T36 T42 R7 RI4 Pre T8 TI3 T24 T30 T36 T42 R7 RI4 Pre T8 TI5 T24 TX T3 T42 R7 RI4

MOiOOl 22 02 2 1 2 2 20 2 2 2 2 2 2 2 2 2 2 2 2 2 02 3 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2
M01002 202 2 2 2 22 202 2 2 2 2 2 202 2 2 21 1 2 2 02 2 2 2 2 2 202 02 2 2 2 2 202 2 2 2 2 2
MO1003 202 2 2 2 2 2 2 2 2 2 1 2 2 2 2 3 2 2 2 2 2 2 2 2 1 1 T2 32 2 2 2 2 2 02 2 2 2 2 2
M0o1004 2002 2 2 2 1 2 202 2 2 1 2 12 2 2 2 2 2 2 2 2 02 2 2 2 2 2 202 2 2 2 2 2 L2002 2 2 2 22
M01003 20 2 2 2 2 2 2002 2 2 2 22 10 2 2 22 12 202 02 2 1 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2
MEI006 201 2 2 1 2 2 2 2 0z 2 o 2 2 202 2 202 2 2 2 2 2 2 2 2 2 2 232 2 2 2 2 202 2 2 2 2 2
MOI1007 202 2 2 2 2 2 2 02 2 2 2 2 2 202 2 2 2 2 2 2002 2z 2 2 2 2 22 2 2 2 2 2 02 2 2 2 2 2
MOLC08 202 2 2 2 2 @ 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2
MOL00Y 2 02 2 2 2 2 2 2 2 202 02 2 2 2 1 1 2 2 02 2 2 2 2 2 2 2 2 02 2 21 2 3 2 1 2 2022 2 02 2 2 2 2 2 02 2 2 2 2 2 o2 2
MOC1010 2 02 2 02 2 2 2 2 2 202 2 2 2 2 2 2 2 2002 2 2 0 2 2 2 2 202 2 2 2 2z 02 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2
MO1011 202 0z o 2 2 2 2 2 202 2 2 2 2 2 2 2 202 02 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 202 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 2 2 2 2 2 2 2 2 2
Totatscore 0 Lo e L6 ¢ LD 10 L0 10 10 L0 1O L0 L0 LG L0 L0 10 30 30 30 30 X0 30 30 X0 20 L0 10 10 10 1:0 1o LE 10 10 30 30 30 30 %0 X6 x0 %0 X0 30 30 30 30 30 30 30 30 30
™) (12) (12 (1) (2 (12 4 (12 ) (9 (2 (12 6 (2 02 (12 4y ) (2 (1) (12) 42 a4 (13 (12) ) & ) (1 4 03 1) (1) 4 & 6 (12) (1) (1) (123 ¢2) (1) (1) (5 (D G () () 0 O (1) (1) (5) (5

2 pre-treatment; bdny 8oftreatment; © day 7 ofrecovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position }
Locemotor in home<age [ 2, normal: |, decrease in locomotor activity }
Handling behavier [ 2, normal; |, no resistance }

Heart beats [ 2. nonmal: |, bradycandia }

Body tamp [2.nommal: 1, hy ia |

Fur { 2.normal; 1, Moist fur ]

Skin color / Mucuous membranes [ 2 normal: |, abnormal]

Lacri [ 2. not ob: d: 1, obser ]

Pilverection { 2, normal; 3,slight]

respiratory rate{ 2, normai: 1, hypapnea]
stercotypy{ 2 not observed: 3, observed {rearing)}
touch resopnse{ 2, nonmal; 3, sensitive ]

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 rerroving fromcage, exophthalmos. pupillary size. salivation), and ¢} Open-field observstions (posture,
exploration, palpebral opening, . tretmor, convuision, gait, bizamre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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ABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 5-1-1 (continued). Detailed clinical observations of male rats

Control (vehicle: water for injection)

Open-field observations i

Male No. Urination Defecation

Pre® T8" TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TIS T24 T30 T36 T42 R7 RI4
M01001 0O 0 0 0 0 0 O o o 0 0 0 O 0
MO01002 0 0 0 0 0 0 o0 6 0 6 0 0 0 ©
MO1003 o 0 0 0 0 0 o 0 0 0 0 o0 0 0
MO01004 0 0 0 o0 0 o0 o0 o 0 o o o O o
MO01005 0 0 0 0 0 0 © o 0 0 0 0 © 0
MO01006 0 0 0 0 0 0 0 0o 0 0 0 ©0 0 ©
MO01007 6 0 0 0 0 0 O 0o 0 0 0 0 0 0
MO01008 0 0 0 0 0 0 0 0 0 o 0 0o 0 0 0 0 0 O©
MO01009 0 0 0 0 0 0 0 o0 0 ©o 0 0 0 0 0 0 0 0
M01010 0o 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0
MO1011 0O 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0
MO1012 0 0 0 0 0 0 0 0 o0 6o 0 0 0 0 0 0 0 0
Total score 0 0 0 0 0 0 0 0 0 o 6 0 0 0 0 06 0 0
™) 12) 12) (12) (12) (12 12 1) &) O (12 (12 (12 (12) (12) (1) 1 &) ©

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 ¢) 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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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-2. Detailed clinical observations of male rats

EMEE (62.5 mgkg)

Cage-side observations » Removing fom cage / Observations made while handiing »
Male No. Posture m home-cage Locomotor in home<cage Handling behavior Heart beats Body temperature Fur

pre” TSb Ti5 T® T T36 T4 Pre T8 TIS T4 T30 T36 T42 Pre T8 TI5 T4 T30 T36 T42 Pre T8 TiS T24 T T36 T42 Pre T8 TIS T24 T30 Ti6 T42 pre’ TSb TS T24 T T¥ T4
M02013 2 2 2 2 2 2 2 2 2 21 2 22 2 2 102 22 ' L 202 2 2 2 22 2 2 12 2 2 2
M02014 2 2 02 2 2 2 2 02 2 2 2 2 2 22 2 2 2 2 2 T2 2 2 2 2 2 2 2 2 22 202 2 202 2 2 2 2
M02015 2 202 2 12 2 2 3 2 202 2 2 2 2 2 2 2002 2 2 2 202 2 2 2 2 22 2 202 2 2 2 2 2 02 2 2 2
MO02016 22 2 2 21 2 2 2 2 0z 2 2 2 2 202 2 2 2 2 2 2 22 0 2 o2 o2 T 2 2 2 2 202 2 2 2 2 2
M02017 2 2 202 1 3 2 2002 2 2 202 2 202 2 2 2 2 2 2 2 102 2 202 22 202 2 2 2 2 2 T2 2 2 2
MD2018 2 2 2 2 2 2 2 2 2 2 1 22 2 2 2 2 2 2 2 2 2 2 1002 2 22 2 2 2 22 2 2 202 2 2 2 2 2
MO20L9 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 3 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2
M02020 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 102 2 2 P S 2 2 2 2 22 2 2
Moozt 2 201 22 202 2 2 2 2 2002 2 22 a2 2 2 2 2 202 2 2 1 »o2 0 2 2 2 2 22 2 12 2 2 2
Mo02022 2 22 2 2 2 2 2 2 2 22 2 22 2 2002 202 2 2 2 2 2 22 2 0 2 2 2 2 2 2 22 2 2 2
M02023 2 2 2 2 22 2 2 2 202 2 2 2 2 2 202 2 2 2 2 2 22 2 22 2 2 2 2 22 2 2 2 2 M 2 2 2
MQ2024 2 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 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 1o ¢ 0 10 L0 I:0 L0 1:0 0 10 10 L0 10 kO 10 1:0 0 1:0 L0 L:0 LO 0 B0 L0 B0 B0 RO 1O 10 L0 10 10 Lo L0 1O £6 10 L0 10 1O L0 Lo
™) (D (1) (1 O3 (1) (1) (12 2 (I (12) (1) (1) () (2 (1) oy (A Jd) @) 2 ay (12) (1) (12 42 a2 (1) (12 (12 () a3 a2 a4y ¢ 1y (12) (1 a2 1Y (G (1 4y
® pre-treatment; > day 8 of treatment
Posture in home-cage [ 2. sitting or standing; 1, crouching position }
Locomotor in home<age [ 2, nommal: |, decrease m locomoter activity |
Handling behavior [ 2, normal; 1, no resistance }
Heart beats [ 2 nomsl; |, bradycardia ]
Body [2. normal: 1, hypothermia |
Fur { 2. normal; 1. Moist fur]
Skin color / Mucuous membranes [ 2 normal; 1. abrormal]
Lacrimation [ . not observed; {, cbserved ]
Pilocrection { 2, normal; 3. slight]
respiratory rate] 2, normal; 1, hypopnea]
stereotypy[ 2, not observed; 3, observed (rearmg)]
touch resopnse{ X nomual; 3, sensitive ]
Except the above fmdings, there were no changes in all antmals ; a) Cage-side observation (vecalization, trenwor, convulsion), b) Observations made while handling (behavior while removing fromcage. L pupitlary siz, saki % and ¢)Open-fiekd observalions (posture,

exploration, palpebral opening, , trermor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex pinna reflex).
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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-2 (continued). Detailed clinical observations of male rats

EMEE (62.5mp/kg}

. Removing fromcage / Observations made while handlng > Open-field observations
Male Ne. Skin color / Mucuous membraries Lacrimation Piloerection Respiratory rate Stereotypy touch response

Pre T8 TIS T24 T30 T3 T42 Pre T8 TI5 T24 T30 T36 Ta2 Pre T8 TIS T24 T30 T36 T4 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T T36 T42 Pre T8 TIS T4 T30 T36 T42
MO013 2 2 0 oz o2 202 2 2 2 2 2 202 2 2 I 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1 2 2 2
MO014 2 02 2 2 2 2 202 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 202 2 22 1! 2 2 2 2 2 2 2 2
MO2015 2 2 2 2 3 2 2 2 2 2 2 22 2 2 22 2 2 2 2 2 2002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO2016 202 2 2 2 2 2 202 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2
MOXI7 2 02 2 2 20 2 T2 1 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 2022 2 2
MO2018 2 2 2 22 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 22
MO015 2 02 2 22 1 3 12 @ 2 22 2 2 22 2 2 2 2 2 2 2 202 2 2 2 2 2 2 21 2 2 202 2 2 22 2
M02020 22 2 2 22 2 R A 212 21 21 2 2 2 2 2 2 2 22 2 2 2 2 2 2 102 2 2 2 2 2 22 2
M02021 202 2 2 2 2 22 2 2 202 2 202 2 2 2 2 2 2 2 2 2002 2 2 2 2 2 2 2002 2 2 102 2 2 2 2
MO0 2 2z 2 2 2 2 2 2 02 2 2 1 2 2 02 2 2 1 2 2 202 2 2 2 2 2 2 02 2 2 2 2 2 22 2 2z 2 oz 2
M02023 ? 2 2 2 2 2 2 22 2 2 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 22 2 2 22 2 2 2 2
M02024 2z 2 2 22 2 2 2 2 2 2 2 2 2 2 2002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2
Total score ¢ L0 RO EC RO EG 1O 0 L0 O 10 L0 L0 O 30 30 30 %0 30 X0 30 L0 L0 L0 1O L0 1O 10 30 %0 30 X0 X0 30 30 30 30 30 30 30 30 30
™ (2} (42 4 42 a4y a3 a4y (a5 42 a4y 42 4y 2 41 a4 (41 an a2 (2 12 a2 12 0 (42 (12 (12 12 02 (122 (12 (12) 2y A 1y 1y A2 2 (12 (2 4y 4y

? re-treatment: day 8 of treatment

Posture in by ge [ 2, sitting or ding; 1. ing position ]
Locomotor in home-cage [ 2, nommal; 1. decrease in focomotor activity J
Handling behavior [ 2, normal; 1, no resistance ]

Heart beats [ 2, nomual: I, bradycardia }

Body tesmp {2 normat: 1, hypothermia }
Fur [ 2 normai; 1, Moist fur }
Skin color/ Mi b { 2 normal; 1, ]

Lacrimmtion [ 2 notobserved: I, observed ]
Piloerection [ 2. nommk 3, slight]

respiratory ratef 2, nonmk; L hypopnea]
stereotypy| 2. not observed; 3. observed (rearing)}
touch resopuse{ 2, nommel; 3, sensitive ]

Except the above findings. there were no changes in all animals: a) Cage-side observation {vocalization, tremor, convulsion), b) Observations nrde while handling (behavior while removing fomcage. exophihabmos. pupillary size. salivation), and ¢) Open-field observations (posture,
exploration, palpebral opening, . Uemor. convulsion. gait, bizame behavior, straub tail. vocalization, touch response. withdrawal reflex, pinna reflex).
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ABREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-2 (continued). Detailed clinical observations of male rats

EMEE (62.5 mg/kg)

Open-field observations ©

Male No. Urination Defecation

Pre® T8 b T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
M02013 0 0 0 0 1 0 0 0 0 0 0 0 0 U}
M02014 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO02015 0 1 0 0 0 0 0 0 1 0 0 0 0 0
M02016 0o 0o o0 o0 0 o d o 0 o0 0 0 0 0
M02017 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO02018 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02019 0 0 Q 0 0 0 0 0 0 0 0 0 0 0
M02020 1 0 0 4 0 0 0 1 0 0 0 0 0 0
M02021 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02022 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02023 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02024 0 0 0 0 0 0 0 0 0 0 0 0 G 0
Total score 1 1 0 0 1 0 0 1 1 0 0 0 0 0
o 12y (12 12y (12) (12) 12y (12) (12) 12y (12) (1) (12 (12) (12)

b
y 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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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-3. Detailed clinical observations of male rats

EMEE (250 mg/kg)}

Cage-side observations *! Removing from cage / Observations mude while handling ™
Male No. Postare in home<age Locomotor in hotne-cage Handling behavior Hean beats Body temperature Fur

pre’ 'I'8b TI5 T4 TW T36 _T42 Pre T8 TI5 T24 T30 T T42 Pre T8 TIS T24 TX T36 T42 Pre T8 TIS T4 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42 Pre” TKb TIS T24 T30 T36 T42
MO03025 2 2 2 2 2 2 2 2 2 2 2 2 1 1 22 2 2 2 2 200 2 2 2 2 22 2 2 2 2 2 2z 2 2 2 2 2
M03026 2 22 2 2 2 2 202 2 2 2 1 2 2 2 2 2 2 2 2 2 2 12 2 2 2 2 2 1 2 2 2 2 2 2 2 12
M03027 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 22 2 2 a2 202 2 2 2 2 2 2 2 2 2 2 2 2
M03028 2 2 2 2 22 2 2 2 2 2 212 2 2 202 2 2 2 2 202 2 2 2 202 202 2 2 2 2 2 2 2 2 2 2 2 2
M03029 22 2 2 1 2 2 2 02 2 2 2 1 2 2 02 2 2 2 2 2 . 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03030 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 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 A 2 22 2 21 2 2 2 2 2 2 2 2 2 3 202 2 2 10z 22 2 2 2 2 2 i 2 2 2 2 22 2
M03032 2 2 2 2 2 2 2 2 pA 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
M03033 2 02 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 202 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M03034 2 2 22 2 2 2 22 2 2‘ 22 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 0 2 2 2 2 2 2 2 2 2 2 1 2
M03035 2 2 2 2 2 2 2 2 202 2 201 2 2 2 2 2 22 2 2 2 22 O 2 2 2 2 2 2 2 202 2 2 2 2 2
M03036 2 2 T 2 202 2 2 2 2 2 2 121 2 202 2 2 2 2 2 22 2 2 2 12 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total score 1:0 1:0 1:0 1:0 1.0 10 L0 10 10 0 0 6 Lo L0 L0 10 10 10 L0 1O LD 10 L0 L0 L0 1:0 LG Lo 0 L0 10 1:0 ;0 10 1O L0 Lo 0 Lo 1O 0 10
™ (1) {12) (12 (U (2 (12 (2 12 (12 (2) a2 12 13 1y 12 42 (12 (1 1) (1 1 3 2 (42 (4 4 43 ¢y ay (1) 4 A2 (1) 13 (1 1 (12 423 0 (1D 4y a2
4 pre-treatment; t7d:|y 8 oftreatnent
Posture in h ge [ 2, sitting ar ding; L, ing position ]
Locomotor in home—cage [ 2 nonmal: 1. decrease in kocomotor activity ]
Handling behavior [ 2, nonmal: , no resistance ]
Heart beats [ 2, normal; 1, bradycardia )
Body temp (2 nonmal: 1, hypothemia ]
Fur ( 2.noomak; 1. Moist fur]
Skin color/ Mucuous membranes [ 2, nomul; 1, abrormal)
Lacrimation [ 2, not observed: 1, observed |
Piloerection [ 2, nomml; 3, slight]
respatory rate[ 2, normal: 1, hypopnea]
stereotypy( L not observed.: 3, observed (eearing)]
touch resopnse[ 2, normal 3, sensitive |
Except the above findings, there weee no changes in all aniimals: 2) Cage-side ob it lization, tremor, tsion), by Ob rrade while handling (behavior while removing fromcage, exophthalimos, pupillary size, salivation), and ¢) Open-ficld observations (posture,
exploration. palpebral opening, , iremor, convulsion, gait. bizarre behavior, straub tail, ization, touch response, wil reflex, pirna reflex).
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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-3 (continued). Detailed clinical observations of male rats

EMEE (250 mg/kg)}
3 Removing fromcage / Qbservations nade while handling i Qpen-field observations i
Male No. $kin color/ Mucuous membranes Lacaimation Piloerection Respiratory rate Stereotypy touch respanse

Pre T8 TIS TM T30 TI6 T42 Pe T8 TIS T24 T TI6 T42 Pre T3 TI5 T24 T30 T3S T4 Fre T8 TI5 T24 T30 Ti6 T42 Pre T8 TI5 T24 T T36 T4 Pre T8 TI5 T24 T30 T T4
M03025 2 2 2 2 2 2 2 12 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 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 22 2 2 2 2 2 2 2 2 2z 2 2 2
M03027 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 22 2 2 2 2 22 2 2 2 2 2 2 2 2
MO03028 2 02 2 2 2 1 2 2 22 2 2 2 2 2 2 22 2 2 2 2 22 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2
M03029 2 22 2 2 2 2 2 2 2 2 2 2 202 2 2 22 2 2 22 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO03030 2 2 2 2 2 1 2 2 2 202 2 2 2 202 2 i1 2 2 2 2 2 2 2 2 2 202 z 2 2 2 2 2 2 2 2 2 2 2
M03031 2 2 2 2 2 2 2 2 2 2 2 1 2 2 22 2 2 22 2 2 2 2 2 2 20 22 2 2 2 2 2 2 2 2 2 22 2
M03032 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 02 2 2 2 2 21 2 2 2 2 2 2 2 2 2
MO3033 2 2 2 22 2 2 22 2 2 22 2 2 2 202 2 2 2 2 32 2 2 22 2 22 2 2 2 2 2 2 2 2 22 2
MO3034 2 2 2 2 2 22 2 2 1 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 22 2 2 2 2 2 2 2 2 2 2 2 22 2
M03035 2 02 2 2 2 2 2 2 02 2 2 2 2 2 2 02 2 02 2 2 2 2 2 32 2 02 2 2 22 2 2 2 12 2 2 02 2 2 2 2 2
MO3036 2 2 2 2 2 2 2 202 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 202 2 2 22
Toual scare 1:0 10 10 10 %0 1:0 10 10 10 10 1:0 1:0 L0 L0 30 30 30 30 X0 30 3:0 10 10 L0 10 IO LO Lo 30 30 30 30 30 30 3:0 30 30 30 30 30 30 30
Ly ay (12 (12) (12 (12 42) (12 (1) (12 (1) (1) (1) (2 1 an 1 1) A4y 1y 12 1y a9 "1y (1 (12 (123 (12 (3 (1) (12) a2y (2) (12 (12 (12) (1) (12) (12 (12 (12) (1) (12)
2 pre-treatment: " day 8 of treatment
Posture in h ge[ 2. sitting or ding; (, img position ]
Locomotor inn home<cage [ 2, normal: 1, decrease in locomotor activity ]
Handling behavior { 2, nommal: L. no resistance |
Heart beats ( 2, normal; 1. bradycardia ]
Body [2. nomal; 1,h ia |
Fur [ 2, normal: 1, Moist fur }
Skin color / Mucuous membranes [ 2, normal; 1, abnormal]
Lacrinution [ 2, not observed; I, observed ]
Piloeroction { 2, nonml; 3, slight]
respiatory rate{ 2, normal; (. hypopnea]

ypy( 2 not ob: ed; 3, ob d ing))

1ouch resopnsef 2, normal; 3, sensitive |
Escept the above findings, there were no changes in all animals; a) Cage-side ob. i ization, tremor, Ision), b} Observations made while handlng (behavior while removing from cage, pupillary size, sali 3, and ¢} Open-field observations (posture,
exploration, palpebral opening, , remoe. convulsion, gail, bizarre behavior, straub tail, i touch ithd. reflex pinna reflex)

150



RERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 5-1-3 (continued). Detailed clinical observations of male rats

EMEE (250 mg/kg)

Open-field observations ¢

Male No. Urination Defecation

Pre” T8b T15 T24 T30 T36 T42 Pre T8 TIS T24 T30 T36 T42
MO03025 - Q 0 0 0 0 0 0 0 0 0 0 0 0 0
M03026 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MQ3027 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03028 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03029 1 1 0 1 0 0 0 0 1 0 0 0 0 0
M03030 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03031 0 0 0 0 0 1 0 0 0 0 0 0 0 0
M03032 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03033 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03034 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03035 0 0 1 0 1 0 0 0 0 1 0 0 0 0
M03036 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 1 1 1 1 1 1 0 0 1 1 0 0 0 0
™ (12) (123 (12) (12 (12 12 (12) (12) (12) (12) (12 (12) (12) (1))

2 pre-treétment; b 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 ¢) 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).

151



RERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-4. Detailed clinical observations of male rats

EMEE (1000 mg/kg)
Cage-side observations " Removing fromcage ' Observations mede while handling o
Male No. Posture in home~cage Locemotor i home-cage Harndling behavior Heart beats Body Fur

Pre” TSb TI5 T24 TX T3 T42 R7° R4 Pre T8 TIS T24 T30 T36 T42 R7 RI4 Pre TR TIS T24 T3 T T42 R7 Ri4 Pre T8 TI5 T34 T30 T36 T42 R7 RN Pre T8 TI5 T24 T30 T36 T42 R7 RI4 pre? st TI5 T4 T T3 T4 R7° Ri4

M04037 202 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 2 202 2 2 2 2 2 202 2 2 2 2 2
MO4038 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 @ 2 202 2 2 2 2 2 202 2 2 0 2 2
MO4033 202 2 2 2 2 2 202 2 2 2 2 2 22 2 2 2 2 2 2 02 2 2 2 2 o2 202 2 2 2 2 2 202 2 2 2 2 2
M04040 202 2 2 2 1 2 202 2 2 o 2 2 2 2 2 2 1! 2 2 202 2 2 2 1 2 2 2 2 2 21 2 2 02 2 2 2 2 2
MO4041 202 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 % 2 202 02 2 2 2 2 202 2 2 2 2 2
MO<042 2 02 2 0 12 2 2 12 2 2 2 2 2 22 2 2 2 2 2 202 2 2 2 2 2 2002 2 2 2 2 2 202 2 2 2 2 2
MO4043 202 2 2 0 1 2 202 oz 2 2 2 2 202 2 2 2 102 22 2 2 2 2 2 202 2 : 2 2 2 2 0z 21 2 2 2 2
MO4044 2 02 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2
MO4045 2 2 2 2 1 2 2 2 12 R S A 202 2 2 2 2 2 2 2 2002 2 2 2 2 2 2 2 2 02 0 2 2 2 2 2 3 202 2 02 02 2 2 2 2
M04046 2 02 2 2 2 2 2 1 2 2002 2 2 2 2 2 2 2 202 2 2002 2 2 2 2 2 02 2 2 12 2 1 2 2 202 2 2 2 2 1 11 2 2 02 2 02 0 2 2 2 12
MQ3047 2 02 2 2 2 2 2 2 2 22 2 2 2 3 2 2 2 2002 02 2 2 2 0 2 2 2 2 2 2 2 21 2 232 2 2 2 2 2 2 2 2 2 2 202 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 2 2 2 2 2 2 2 2 2
Total score L0 10 50 1O ®O LO 1O IO 10 10 10 10 10 10 L0 10 10 L0 10 10 10 10 L0 LO L0 L0 [0 1:0 10 10 10 10 10 .10 10 kO 10 10 10 10 B0 EO ROG BO [0 0 ¢ B0 LG L0 10 B0 LO LO
N (2 (1 (1 (2 (13 43 1) 5 (9 (1) (1) O 4 42 (13 4y & (1) (12 (2 an an Ay an 6 6 12y (12 42 02 () (1) Q) (B B (13 (12y (12) 0 02 (O) ) &) B (2 (1) (1) (123 Q2 (12 (1) )

: pre-treatment; ht‘lay 8 of treatment: * day 7ofrecovery

Posture in h ge [ 2. sitting or ing: I, ing pesition ]
Locomotor in home<age { 2, nonral; |, decrease in locomolor activity ]
Handling behavior [ 2 nommal; 1, no resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body ¢ [2 normal; 1, hy ia ]

Fur [ 2,nommal, |, Moist fur )

Skin ¢olor / Mucuous membranes [ 2 nommali 1, abnommal}
Lacrimation { 2, not observed; |, observed ]

Pilocrection [ 2 nommal; 3, slight]

respiratory rate{ X normal: 1, hypopnea]

stereotypy[ 2% not observed; 3, observed (reaning)]

touch resopnse{ 2. nomal: 3, sensitive ]

Excep! the ahove 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 siee, salivation), and ¢) Open-field observations (posture,
exploration, palpebral opening, , trewor, convulsion, gait, bizame behavior, suraub tail, vocalization, touch response, withdrawal reflex, pinna reflex).
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AEBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-4 (continued). Detailed clinical observations of male rats

EMEE {1000 mg/kg)
. Removing fromcage / Qbservations made while handling » QOpen-field obs ervations ©
Male No. Skin coler/ Mucuious membranes Lacrimation Piloerection Respiratory rate Stereotypy touch response

Pre T8 TI5 T24 T10 T3§ T42 R7 RI4 Pre T8 TI5 T24 T30 T36 T42 RT RN Fre T& TIS T24 T30 T36 T42 R? Rl4 Pre T8 TIS T24 T30 T36 T42 R? RI4 Pre TR TIS T24 T30 T3 T42 R7 R4 Pre T8 TIS T2 TX T3 T42 R7 RN

M04037 202 2 2 2 2 2 2 2 2 2 2 1 2 2 2 2 2 21 2 2 2 022 2 2 2 2 2 202 2 2 ) 2 2 202 2 2 2 2 2
M04038 I T S 202 03 2 2 21 2 2 0 2 2 2 2 2 2 02 3 2 2 2 2 202 2 oz o2 2 202 2 2 2 @ 2
M04035 202 2 2 2 2 2 202 2 2 2 2 2 20 2 2 2 1 2 202 2 2 2 2 2 202 2 2 2 2 2 2 02 2 2 2 2 2
MO4040 202 2 2 2 2 2 2 02 2 2 2 1 2 202 2 2 2 2 2 2 02 0 2 2 2 2 20 2 2 0 2 2 202 2 2 % 1 2
M04041 202 2 2 2 1 2 T 2 2 0 2 2 202 2 1 2 @ 12 2 2 2 2 2 2 2 2 02 2 2 2 1 2 202 2 2 2 2 2
M04042 2 2 @ 2 2 2 2 202 2 2 2 2 2 202 2 2 2 2 2 202 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2
MO1043 2 02 2 2 2 2 2 20 2 2 2 2 2 202 0 2 2 2 2 2002 2 2 0 1 2 2 2 2 2 2 2 202 1 2 2 2 2
MO4044 2022 2 2 2 2 2 2 2 202 2 2 2 2 2 1 2 202 0 2 2 2 2 2 2 202 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
MO04045 202 02 2 2 2 2 2 2 2001 2 2 02 2 2 2 2 2 02 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 02 2 2 2 2 2 2 2
MO4046 2 02 2 2 22 2 2 2 2 202 2 2 2 2 @ 2 2 202 2 2 2 2 2 2 2 2002 02 @ 2 2 o2 2 2 202 02 2 2 2 2 2 2 2022 2 r 2 2 2 X 2
MO4047 e e S T 202 2 02 2 2 2 2 2 0 2 2 2 2 2 2 2 202 2 2 2 2 1 2 2 22 2 2 2 2 2 3 2 202 2 02 2 02 2 102
MO4048 2 2 2 2 2 2 2 2 2 2 2 0 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 2 02 2 2 2 2 2 ) 2
Totalscore 10 L0 L0 L0 L0 10 1:0 10 L0 B0OLO KO 1O L0 IO kO LO 1O 30 30 30 30 X0 30 320 30 30 Lo L0 L0 L0 10 10 10 RO kO %0 X0 30 30 30 X0 X0 30 30 30 30 30 30 30 36 30 X0 30
™ (2 02 (2 4 A (4 12 ) 3 () (2 42 1) (1) (12 (2 5 & (2 1) 1) (1 1) (1) (12 () ) (1) 42 (12 (12 (1 42 (12 () G (1) 4D 0 1) 4B 42 12 ¢ {4y (1) 4y 0B G2 0 4y (% 9

'pm—urmlmem: bday 8 of treatment: ¢ day 7 of recovery

Posture in home-cage[ 2, sitting or standmg; 1, crouching position |
Locomotor m home<cage [ 2 nommel: 1, decrease i locomotor activity |
Handling behavior [ 2, nonmal; 1, no resistance ]

Hearn beats { 2.nommal; |, bradycardia }

Body [2,normal; |, hypothermis ]

Fur [ 2.narmal; |, Moist fur )

Skin color / Mucuous membranes { 2, normal: 1. abnormal]
Lacrimation { 2, not observed: [, observed ]

Piloerection {2, normal; 3, stight]

respiratory rate( 2, normal; |, hypopnea]
stereolypy( 2. not observed: 3, observed (rearing)]
touch resopnse] X nonmal: 3, sensitive ]

Except the above fndings. there were no changes in all aninals: a) Cage-side observation {vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage. exophthalmos, pupillary size, salivation), and ¢} Open-field obs ervations {posture,
exploration. palpebal opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex pinna reflex).
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HBRES R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 5-1-4 (continued). Detailed clinical observations of male rats

EMEE (1000 mg/kg)

Open-field observations °

Male No. Urination Defecation

Pre® T8" TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4
M04037 0 0 0 0 0 0 0 o 0 0 0 0 0 0
M04038 o 0 6 0o 0 o0 1 0o 06 0 0 0 0 0
M04039 0 0 0 0 0 0 0 0o 0 0 0 0 0 0
M04040 0 0 o0 0 0 0 0 o 0 0 0 0 0 0
M04041 0 0 0 0 0 0 0 00 0 0 0 0 0
MO04042 0 0 0 0 0 o0 0 o 0 0 0 0 0 0
M04043 0 0 0 0 0 0 0 o 0 0 0 0 0 0
M04044 0 0 06 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04045 0 0 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0
MO04046 1 0 1 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0
MO04047 0 0 0 0 0 0 0 0 0 o o 0 0 0 0 0 0 0
MO4048 0o 0 0 1 0 0 0 o0 0 0 0 0 0 0 0 0 0
Total score 1 0o 1t 0 1 06 1 0 0 o 0 0 0 0 0 0 0 0
) (12 (12) (12) (12) (12) 42 12y & & (12) (12) (12) (12) (12) (12) (12 & O

b
a 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-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 / Observalions made while handling °

FemaleNo.  Posturein home-cage Locomotor in home<age Handling behavior Heart beats body temperature Fur

Pre’ TBb TIS TH TW T3 T42 19 LS Pre T8 TIS T4 T30 Ti6 T42 T49 L Pre T8 TI5 T24 T30 T36 T42 T4 L Pre T8 TI5 T24 T30 T36 T2 T4 L T8 TI5 T24 T30 T36 T42 T4 L Pre T8 TI5 T24 T3 T36 T42 T49 L
FO1001 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 -2 2 2
FO1002 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 22 2 2 2 2 2 2 2 2 2 22 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 22 2 2 2
FO1004 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 20 2 2 1 2 2 2 2 2 2 2 32 2 2 02 2 2 2 2 2
FO1005 22 202 2 2 2 2 2 2 2 a2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 2
FO01006 22 22 2 2 2 2 2 2 2 2z 2 2 2 2 2 22 2 2 2?2 0 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2
FO1007 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1008 2 2 2 2 2 2 2 i 2 2 2 2 2 2 222 2 2 2 2 2 2 2 1 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2
F01009 22 22 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 22 2 2 2 2 2 22 2 3 2 2 2 22 2 2 2 2 2
Fo1010 22 2 2 2 2 2 221 2 2 22 2 202 2 2 2 2 2 22 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2
Fo1011 2 2 2 202 2 2 2 22 2 2 2 2 2 22 1 2 2 2 2 2 2 2 2 2 2 T2 2 2 2 2 2 2 0 2 2 2 2 2
FoI012 22 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 22 02 2 2 2 2 2 2 2 2 2 2 2
Total score Lo 0 1:0 10 1:0 1:0 1:0 0 [0 0 L0 10 1:0 L0 30 30 30 30 30 30 X0 L0 10 L0 1:0 1:¢ 10 1:0 0 10 10 k0 L0 1O 1.0 10 L0 10 O 10 LD (K]
(L)} an 43 a4y a4 1y 4y ) 1) (4302 4y a3 0 an a0 a3y 4y 1 Q) 1) 1 03 (12 43 1) 13 a2 (19 a9 02 a» 143 0 1 (3 0 a3 a4y a2 a3y (o)
N pre-treatmeant; b day 8 of treatment; © lactation period
Posture in b ge [ 2, sitting or ding; 1, ing position |
Locomotor io home-cage [ 2 normal; t, decrease i locomotor activity |
Handling behavior (2, pormal; 3, 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 (pale skin)]
Lacrimation [ 2,00t observed: l.observed |
Piloerection [ 2, cormal: 3. slight: 4, severe]
respiratory rate[ 2, nommal; 1, hypopoea]
stereotypy[ 2 not observed: 3, observed |
touch response[ 2, nommal; 3, seasitive ]
Except the above findings, ther¢ were no chaages in all animals: a) Cage-side L zation, tremor, ion), b) Of ions made while handling (behavior while removing from cage, pupillary size, salivation), and c) Open-field observations (posture,

i Ipebs

palpebral gpening. . tremor, ion, gait, bizamre behavior, strmub tail, vocalization, touch response, withdrawal reflex. pinna reflex).
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HBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Controi (vebicle: water for mjection)

Removing from cage / Observations made while handling o Open-field observations <

Female No. Skin color / Mucucus membranes Lacrimation Piloerection respiratory rate Stereotypy touch response

Pre® T8Y TIS T2+ TH TI6 T2 T4 LS Pre T8 TIS T2 TX U6 T4l TH

L Pre T8 TIS T24 T30 T36 T42 TH L Pre T8 TIS T24 T30 T36 T42 T49 L Pre T8 TIS TM TH T36 T42 149 L Pre T8 TI5S T24 T30 T36 T42 T4 L
FOI001 2z 2 2 2 2 2 2001 2 2 22 2 202 2 2 2 2 2 22 2 2 1 2 3 2 02 2 2 2 2 Y 2 20 2 2 2 2
FO1002 2 02 2 22 2 2 2 0z 0y 2 2 2 2 202 02 2 02 2 2 2 02 2 2 2 2 2 202 2 2 2 2 2 02 02 2 12 2
FO1003 202 2 21 2 2 2 - T T R S 2 o2 2 2 2 2 2 2 02 2 2 2 2 2 o2 2 2 2 2 2 2002 2 2 1 2 2
FO1004 202 1 2 2 2 2 22 0 2 2 2 2 202 2 2 2 2 2 2 02 2 0z 2 2 2 2 2 2 2 2 2 2 202 2 32 1 2 1
FOI00S 20z 2 2 2 2 2 2 21 2 2 2 22 02 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 o 2 2 1 2 2
FO1006 202 2 2 2 32 2 2 02 2 2 2 2 2 2 2 2 1 2 2 2 22 2 2 2 2 2 202 2 o2 2 2 201 2 2 21 2 2
FO1007 T2 2 2 2 2 2 202 2 2 22 2 a2 2 2 2 2 2 22 2 2 2 2 2 20 2 2 2 2 2 22 2z o2 2 2
FO1008 22 2 2 2 2 2 2 2 2 22 2 > 2 2 2 22 2 22 2 2 22 2 2 2 2 2 2 2 2 2 2 2 1 02 2
FOI009 22 2 2 2 2 2 2z 2 2 22 2 22 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 02 02 2 1 2 2
FOL010 2 02 2 2 2 2 2 202 02 2 2 2 2 2 2 2 2 2 2 2 - T A - 2 2 2 02 2 o2 2 I T - A R 2
FO1011 2z 2 2 1 2 2 22 2 o2 2 k] F- - A - 2 32 2 0 o2 2 2 20 2 12 2 2 LI T 2
FO1012 2 02 3 2 2 2 3 2 01 21 2 2 2 2 2 02 2 2 2 2 2 22 2 2 2 2 2 202 02 2 2 2 2 202 2 2 2 2 2
Totat score t0 10 RO B0 LO 50 B0 10 L0 10 10 L0 10 1:0 30 30 20 30 X0 30 %0 B0 L0 L0 10 L0 1O L0 30 30 %0 320 30 3:0 30 %0 30 30 X4 X0 30 30
o~ (1) 42y 42 a2 (12 42 2 1 4D () A a4 1 (1) (12 (43 12 (1 43 1 (1 a2 a3 1 @ 4y 0y (13 () a3 12 4y 02 (3 42 a2 a2 4 12 0 )

* pre-treatment; ® day 8 of treatment; * lactation period

Posture in home<age [ 2 sitting or standing; I, crouching position ]
Locomotor in home<cage [ 2, sommal: 1, decrease in locomotor activity }
Handling bebavior [ 2, pormal: 3, resistance |

Heart beats [ 2, normal: [, bradycandia }

Body {emp {2 nomal; 1, hypothermia ]

Fur {2 oormal; |, Moist fur }

Skin color / Mucuous membranes {2 normak: |, abnomal (pale skin)}
Lacrimation {2, notobserved; §,observed |

Piloerection {2 nommalk 3, stight; 4, severe]

respiratory mte{ 2, normal: |, hypopnea]

stereotypyl 2. ot observed: 3, observed ]

touch respoasel X normal; 3, sensitive ]

Except the adove findings, there were o chdnges m all animals; a) Cage-side observation (vocaliztion, tremor, convulsion), b) Observations made while handling (behavior while removing Fom cage. exophthalmos. pupillary size, salivation), and ¢ Open-Geld observations (posture,
exploration, palpebral opening, . tremor, convulsion, gait, bizamre behavior, straub tail, vocalization, touch response, withdrawal reflex pinna reflex).
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ABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Control (vehicle: water for injection)

Open-field observations ©

Female No. Urination Defecation

Pre” T8 b TIS T24 T30 T36 T42 T49 L° Pre T8 TI5 T24 T30 T36 T42 T49 L
F01001 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01002 1 0 0 0 0 1 0 0 0 0 0 0 0 0
F01003 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01004 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01005 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FO1006 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01007 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FO1008 0 0 0 Q 0 0 0 0 0 0 0 0 0 0
F01009 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01010 0 0 0 0 0 0 0 0 0 0 0 0 0 (4]
FO1011 1 1 1 0 0 1 0 0 0 0 0 0 0 0
F01012 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 2 1 1 0 0 2 0 0 0 0 0 0 0 0
™) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12 (12) (12) (12)

b . ,
? pre-treatment; day § 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 ¢) Open-field observations (posture, exploration,
palpebral opening, , tremor, convulsion, gait, bizatre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

157



AEREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-2. Detailed clinical observations of female rats

EMEE (625 mg/kg)

Cage-side observations */ Removing fromcage / Gbservations made while handling o
FemaleNo.  Posture in home<cage Locomotor in home-cage Handling behavior Heart beats body temperature Fur

Pre” T8b TIS T4 TH T¥6 Té2 T4 LS Pre T8 TI5 T24 T3 T36 T4 T49 L Pre T8 TI5 T4 T T36 T42 T49 L Prs T8 TI15 TX T30 T36 T T4 L Pre 18 TI5 T24 T30 T36 T42 T49 L Pre T8 TIS T4 T30 T36 T42 T4 L
F02013 22 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 12 2 202 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 I - 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2
F02015 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
F02016 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 12 2 22 2 2 2 2 2 202 2 2 2 32 2
FO2017 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 22 2 2 2 2 2 2022 2 2 2 2 2
FO018 2 2 2 2 2 2 2 2 2 22 2 2 2 22 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 22 2 2 2 2 2
FO2019 22 2 2 2 2 2 2 22 2 2 2 2 22 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2
FO2020 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 1 2 2
F02021 22 202 2 2 2 2 2 2 2 202 2 2 2 22 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 A 2
FO2022 2 2 22 2 2 2 2 22 2 2 2 2 202 2 2 2 2 2 22 2 2 21 2 2 2 1 2 2 2 2 22 2 2 3 2 2
FO203 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 02 2 2 2 2 2 02 2 2 21 2 2 202 2 2 212 2 T 2 2 2 12 2
FO2024 22 2 2 2 12 2 2 22 22 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 a 202 2 1 2 2 2
Total score 10 10 kO IO EO LD 1:0 10 10 L6 Lo 10 1D 1:0 30 30 30 30 30 30 30 L0 L0 RO 10 10 LO 10 1:0 1:0 L0 10 O 10 1:0 10 k0 10 0 L0 LO (0
™ ay ay 0 03 03 1 a3 (1) (03 a2 43 41 0 4y dy (1) 0 13 13 13 an o ay 1) any d2 02 0 12 (42 142 14 a2 a2 0y a4 1 03 ) 1y 1 (3
* pre-treatment; b day 8 oftreatment; © lactation period
Posture in b ge [ 2, sitting or ding; [, hing position }
Locomotar in home<cage [ 2, normal; 1, decrsase in locomotor activity 1
Handling behavior { 2, normal; 3, resistance ]
Heart beats [ 2,nomal; 1, bradycardia ]
Body [2 wormal; 1. hermia ]
Fur [ 2 nommalki 1, Moist fur]
Skin color/ Mucuous membmnes [ 2, noraal; 1, abnormal {paie skin)}
Lacrimation [ 2 notobserved; 1, observed ]
Pilocrection [ 2, normal; 3, slight: 4. severe]
respiratory rate] 2, normal; 1. hypopnea)
stereotypy[ 2, not observed: 3, observed ]
touch response] 2 nomnal; 3, sensitive ]
Exep! the above fndings, there were no changes in all animals: a) Cage-side i tremor, ion}, b) Of ions made while handling (behavior while removing fom cage, hthal pupillary size, salivation), and ¢) Opea-field observations (posture,

exploration, palpebrat opening, , tremor, convulsion, gait, bizame behavior, straub tail, vocalization, touch response. withdrawat reflex. pinaa reflex).
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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-2(continued). Detailed clinical observations of female rats

EMEE (625 mgrkg)

3 Removing fromeage / Observations made while handling i Open-field observations *
Female No. Skin color / Muguous membranes Lacrimation Piloerection respiratory rate Stereotypy touch response

Pre’ st TIS T2 T30 T3 T42 T49 L Pre T8 TIS T2 T30 T3 T42 T L Pre T8 TI5 TM T3 Ti6 T42 T4 L Pre T8 TIS T24 T30 T36 T42 T45 L Pre T8 TI5 TX T30 T36 T42 T49 L Pre T8 TI5 T24 T3 T36 T42 T49 L
F02013 2 2 2 2 2 2 2 22 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 2 2 2
F02014 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 022 1 2 2 2 2 2 2 22 22 2 22 2 2 2 2 2 3 2z 2 2 1 2 2
FO2015 2 2 2 2 2 2 2 202 2 2 2 32 2 2 2 2 2 22 2 2 2 202 2002 2 22 2 2 2 2 2 2 2 2 2 2 2 2
FO2016 2 2 2 2 2.2 2 202 2 02 2 1 2 22 2 2 22 2 2 2 2 32 2 2 2 0 2 12 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 3 2 2 2 2 22 2 2 2 2 2 2 2 2
F02018 2 02 1 2 2 2 2 22 2 02 2 12 2 2 2 2 20222 2 2 2 22 2002 2 2 2 2 2 1 2 2 2 2 2 2 2 2 2
F02019 22 2 2 2 2 2 2 1 2 2 2 2 2 22 22 2 2 2 2 2 202 202 2 2 2 2 2 2 2 22 2 2 2 12 2
F02020 202 2 2 2 2 2 2 2 2 2 2 12 2 202 2 2 1 2 2 2 2 202 1 2 2 T2 2 2 2 2 22 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 22 2 2 2 1 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 A - 2 L T 2 2 22 2 2 2 12 2
F02023 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 22 2 2 2 2 1 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2
F02024 2 2 2 2 2 2 2 202 2 02 2 2 2 202 2 2 2 2 2 2 2 2 1 2 2 2 22 2 2 2 2 2 22 ! 2 2 2
Totalscore 10 1:0 10 (:0 L:¢ L0 10 O 110 1:0 :0 10 1:0 0 30 30 X0 320 X0 30 30 1o 10 Lo L0 L0 1:0 1:0 3:0 30 30 30 30 30 3:0 30 30 3C¢ 320 30 30 3:0
o a2) 4 A2y A2 (3 1y [0 (1D (12) 1) 12 O3 (1 (e} (4 4y (12 () (12 0y an (2 (12 (1) (1) (3 a4y (12 a2 4y 0 A (13 12 1 1) a2y (12 (12 12 (12 (12
: pre-treatment: bﬂays of treatruent; ¢ lactation period
Posture in home-cage [ 2, sitting or standing; [, crouching position 3
Locanotor in home-cage [ 2 aormml; 1, decrease in locomotor activity ]
Handling behavior (2, normal; 3, resistance ]
Heart beats [ 2, norrmal; 1, bradycardia |
Body (2.normal: 1, hypothermia )
Fur [ 2, nomml: 1, Moist fur ]
Skin color/ Mucuous membraaes [ 2, nommai; 1, abnormal (pale skin)]
Lacrimation [ 2, aot observed; |, observed |
Pitoerection [ 2, nonmal: 3, slight: 4, severe]
respiratory rate[ 2, normal; 1, hypopneaj
stereotypy( 2 not observed: 3. observed |
touch responsef 2, namal: 3, sensittve ]
Except the above findings. there were na changes in all animals: a) Cage-side obs efvati ization. tremor, {sion), b) Observations made while handling (behavior while removing fromcage. exophthalmos. pupillary size. sativation), and ¢) Open-field observations (posture.

exploration, palpebral opening, , remor. canvulsion. gait, bizarre behavior, straub tail. touch i reflex, pinna reflex).
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AREEH S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-2(continued). Detailed clinical observations of female rats

EMEE (62.5 mg/kg)

Open-field observations ©

Female No. Urination Defecation

Pre® T8® TIS T24 T30 T36 T42 T49 L° Pre T8 TI5 T24 T30 T36 T2 T49 L
F02013 0o 0 0 0 0 0 0 o 0 0 0 0 0 0
F02014 o 0 0 0 0 0 0 0 0 0 0 0 0 0
F02015 O 0 0 0 0 0 0 0 0 0 0 0 0 0
F02016 0O 0 0 0 0 0 0 0o 0o 0 0 0 0 0
F02017 0 0 0 0 0 0 0 0o 0 0 0 0 O 0
F02018 0O 0 0 0 o0 0 0 6 0 0 0 0 0 0
F02019 0 06 0 0 o o0 0 0 0 0 0 0 0 0
F02020 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
F02021 o 0 0 0 0 0 0 o 0 0 0 0 0 0
F02022 o 0 0 0 0 0 0 0 0 0 0 0 0 0
F02023 0 0 0 0 0 0 0 0o 0 0 0 0 0 0
F02024 0 0o 0 o0 o0 1 0 0o 0 o0 0 0 1 1
Total score 0 0 0 0 0 1 0 0 0 0 0 0 1 1
™) 12y (12) (12) (12) (12) (12 12) (12) (12) (12) (12) (12) (12 (12)

b . .
2 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 ¢) 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 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-3. Detailed clinical observations of female rats

EMEE (250 mg/kg)

Cage-side observations + Removing from cage / Observations made while handlmg ®
Female No. Posture in home-cage Locomotor in home-cage Handling bebavior Heart beats body temperature Fur

Pre” TSb TIS TM T T T4 T4 L Pre T8 TIS T4 T30 T36 T42 T49 L Pre TR TIS T4 T30 T36 T42 T49 L Pre T8 TIS T24 T T36 T42 T49 L Pre T8 T15 TM T30 T36 T42 T4 L Pre T8 TIS T34 T30 T36 T42 T49 L
FO3028 2 2 2 2 2 2 2 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 P2 0 2 2 2 2
F03026 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 22 2 1 2 2 2 20 2 1 202 2 2 2 22 2 2 2 2
F03027 2 2 2 2 2 2 2 2 2 2 1 2 2 2 2 2 22 2 2 2 2 2 2 202 2 2 1 2 2 2 202 2 2 2 02 2 2 202 » 2 2 2 2 2
F03028 2 2 2 2 2 2 2 2 21 2 2 2 2 202 2 2 2 2 2 o 2 202 2 2 T2 o2 2 2 22 1 2 1 2 2
FO3029 2 2 2 2 2 2 3 2 1002 2 2 2 2 202 2 2 202 2 T 22 2 2002 ) 202 2 1 22 2 20 ¥ 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 2 202 2 2 1 2 22 2 2 202 2 2 2 2 2
F0303! 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 1 22 2 2 2 2 2 2 2
FO3032 2002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 a 2 2 2 2 3 2 2 2 2 2 2 2 2
F03033 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 2 2 2 22 2 21 2 i 2 2 2 2 2oy o2 2 2
FD3034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 20 2 2 102 2 2 2 2 2 22 2 2 2 2
FO3035 2 102 22 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 201 2 2 202 2 e S A 2 2 22 2 202 2 2
FO3036 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 2002 2 2 2 2 22 22 2 2 2 2 22 2 2 2
Total score 0 16 1:0 LCe Lo 10 110 10 LO 1o 10 10 L0 10 L0 L0 Lo L0 30 30 X0 30 30 30 30 30 30 10 10 B0 B0 RO 10 10 L0 L0 0 L0 19 10 B0 1O L0 O %O BEG O 1O O BO 10 1O @ 10
o~y a2 4 a4 43 4y 0 @ O a0 4D 423 ) (1) @3 Y @ M 00 1D 0 (12 @y 1) 1) @ (O ) 1D dY 4Y ) A g Q) ) (0 4D () (1Y AY @ (D A (O 40 @3 A a1 0 4 dy @ () a0
* pre-breatment; bd:y 8 oftreatment: ¢ lactation persiod
Posture in home-cage [ 2. siting or standing; 1. crouching position }
Locomotor in bome<cage [ 2 nomal; |, decrease in locomotor activity ]
Handling behavior [ 2, normal; 3, resistance ]
Heart beats [ 2, normal; 1, bradycardia |
Body temp (2. normal: 1. bypoth 1
Fur [ 2 nommal: 1, Moist fur]
Skin color / Mucuous membranes { X normal: 1, abnormal (pale skin)}
Lacrmmation [ 2, notobserved: !, observed ]
Piloerection [ 2, normal; 3, slight: 4. severe]
respiratory rate[ X normal: |, hypopnea)
stereotypy{ 2 not observed; 3. observed ]
touch response[ 2, aomal; 3. seasitive |
Except the above fmdings, there were 00 changes in all animals; 1) Cage-side observation (vocalization, tremor, eonvulsion), by Ob s made while handling (behavior while removing fom cage, exophthalmos, pupillary size, salivation), and ¢) Open-field observations {posture.

exploration, palpebral opening, , tremor, convulsion, gait, bizare behavior, straub tail, vocaliztion. touch response, withdrawal refiex. pinna reflex)
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HABRE B R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-3(continued). Detailed clinical observations of female rats

EMEE (250 mgrkg)

) Removing fom cage / Observations mrade while hangting * Open-fleld observations *
Female No. Skin color / Mucuous membranes Lacrimation Piloereclion respiratory rate Stereotypy touch response

pre’ ’1"8h TIS T% T30 T36 T42 T49 L° Pre T8 Ti5 T T30 T36 T42 T49 L Pre T8 TIS T4 T30 T36 T42 T4 L Pre T8 TIS T2 T30 T36 T42 Td3 L Pre T8 TIS T24 T30 T36 T42 T49 L Pre T8 TIS T24 T T36 T42 T4 L
FOX025 2 02 12 2 21 2 2 202 2 02 2 2 2 2 2 2 2 2 2 2 2 2 22 22 2 22 2 2 0 2 2 2 2 2 1002 3 2
F03026 202 2 2 22 2 22 2 2 202 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2002 22 2 2
FO3027 22 2 2 2 21 2 2 2 202 2 202 2 2 2 2 2 22 1 2 2 202 2 2 22 2 2 2 2 2 2 2 12 2 2 2 2 02 2 2 2 2
F03028 22 2 22 2 2 22 1 2 202 2 2 T2 022 1 03 2 2 102 2 2 2 2 2 2 2 2 2 2 2 202 22 2 2 2 2
F03029 202 22 2 2 2 2 T2 2 202 2 2001 2 2 2 2 2 2 T 2 202 2 2 202 2 2 13 2 2 1y 2 2 2 2
F03030 20y 2 2 2 2 2 2 02 202 22 2 2 2 > 02 2 2 2 202 2 2 202 2 202 2 2 2 2 2 202 2 2 2 2 2
FO3031 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 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 0 2 2 2 2 2 202 2 12 2 2 22 22 2 2 2 2 2 2 22 2 2 . - 2 2 2 22 2 2
03033 I A - 2 2 2 2 202 2 2 2 2 2 22 2 2 22 2 2 22 2 * 0 o 2 2
F0O3034 202 0 1 2 2 2 22 202 22 2 22 2 102 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1002 2002 2 2
F03035 2 2 2 2 2 2 202 2 22 2 2 2 o2 2 2 2 2 0 2 22 2 2 22 2 2 2 2 22 2 2 2 2 2
F03036 2 e < | 2 22 2 2 22 2 2 2 22 22 2 2 2 2 202 2 2 11 2 2 2 202 2 2 2 2 2 A 22 22 2
Total score 10 0 L0 B8 L0 10 Lo L8 1D B0 B0 0 10 L0 B0 LO L0 1O 30 30 30 30 X0 3t 30 30 3:0 e 1o L0 Lo 10 L0 RO Lo Lo 30 30 30 30 30 30 30 30 30 30 30 30 X0 30 X0 30 X0 30
N (D 02 (1) 43 Al (1) @) M a0 4B 4D 0 a4 43 4D @ (0 B (Y 1) 1) (1 4 4y @ O a0 4) 14 1Y 4 43 1y @ (O Q0 (1 () 1) (1) @) 0) O (D 4O 1Y 1y Gy 4y 14 ¢y (@G W a0
'pm-umtrmm;bdayhrueaumm;uIa:m‘mnpcn'cd
Posture in homecage [ 2, sitting or standing; 1, crouching position ]
Locomotar in home-cage [ 2, normal; 1, decrease in locomotor activity ]
Handling behavior (2, normel; 3, resistance |
Heant beats [ 2, normak; 1, bradycandia }
Body temp [2. normek: 1. h fa
Fur [ 2 nommal; 1. Moist fur ]
Skin color / Mucuous membranes [ X normol: 1. abnormai (pale skin)]
Lacrimation { L notobserved: [, observed ]
Piloerection [ 2, normal: 3, slight: 4, severe]
respiratory rate{ 2. normal: |, hypopnea]
stereotypy[ 2. not observed: 3. observed ]
touch responsel L nonmal; 3, sensitive ]
Except the above fndings. there were no changes i all animals; a) Cage-side observation ( ization, tremor, convalsion), b) Observations made while handling (behavior while remmoving fromcage, pupillary size, 3. and ¢} Open-field observations (posture,

exploration, palpebral opening, , tremos, convulsion, gait, blzarre behavior, straub tatl. vocalization, touch response, withdrawal reflex, pinna reflex).
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AERE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-3(continued). Detailed clinical observations of female rats

EMEE (250 mg/kg)

Open-field observations ©

Female No. Urination Defecation

Pre® T8® TIS T24 T30 T36 T42 T49 L° Pre T8 TIS T24 T30 T36 T42 T49 L
F03025 0 0 0 0 0 0 0 0o 0 0 0 0 0 0
F03026 0 0 0 0 0 0 1 o 0 0 0 0 0 2
F03027 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03028 o 0 0 o0 0 1 2 o 0 0 0 0 0 0
F03029 0 0 0 0 0 0 1 0o 0 0 0 0 0 0
F03030 o 0 0 0 0 0 0 o 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 1 0o 0 0 0 0 0 0
F03033 0o 0 0 o0 0 © 0o 0 0 0 0 0
F03034 0o 0 0 0 0 0 0 0 0 0 0 0 0
F03035 0 0 0 0 0 0 0o 0 0 0 0 0 0
F03036 0O 0 0 0 0 0 0 0 6o 0 0 0 0 0 0 0
Total score 0 0 0 0 0 1 0 0 ) 0 0 0 0 0 0 0 0 2
(N} (12)y (12) (1) (12) (12 (12 @ O (10 (12) (12 (12 (12) (12) (12) & O qo

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 ¢) 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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ARE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-4. Detailed clinical observations of female rats

BEMEE (1000 mg/kg)

Cage-side observations * Removing from cage / Observations made while handling b
Female No. Posture in home-cage Locomotor in homecage Handling behavior Heart beats body temperature Fur

Pre’ T8b TIS T24 T30 T3 T4 T4 L° Pre T8 TIS T24 T30 T36 T42 T4 L Pre T8 TI5 T4 T T3 T42 T4 L Pre T8 TIS T T30 T36 TR T4 L Pre T8 TI5 T24 T30 T36 T42 T4 L

)

Pre T8 TI5S T4 T30 T36 T42 T4 L
F04037 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 2 2 022 2 2 2 2
F04038 22 22 2 2 2 2 2 2 2 2 2 2 22 2 22 2 2 2 @ 2 31 2 2 2 22 2 2 2 2 2 22 2 2 2 2 2
F04039 2 02 2 2 2 2 2 2 2 2 2 2 2 2 202 3 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
F04040 2 2 2 22 2 2 2 21 2 2 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 202 2 2 2 2
F04041 2 2 2 2 2 2 2 22 2 2 202 2 2 2 T2 2 1 2 2 2 21 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2
F04042 2 2 2 2 22 22 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2
FO4043 2 202 2 2 2 2 22 2 2 2 2 2 2 2 2 2 a2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 02 2 2 2 2 2
F04044 2 2 2 2 2 2 2 2 2 a2 2 2 2 22 2 2 2 2 2 2 2 202 » » 3 2 2 2 2 2 2 2
F04045 T 2z 2 2 2 2 2 2 2 2 22 2 2 2 22 2 2 2 2 2 2 2 ) 22 2 0 oz 2 2 2 2 2 2 2
F04046 22 2 2 2 2 2 2 2 2 2 22 3 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 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 02 2 2 23 2 2 2 2 2 2 2
FO4048 2 2 22 2 2 2 3 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2
Totalscore (0 10 L0 L0 10 [0 L0 LO LD Lo L0 10 Lo LD L0 LO 1O Lo 30 30 31 30 30 30 %0 30 30 £0 10 10 L6 L0 10 LO 1O 1O [0 1:0 ke 10 10 EO L0 O 1O 1O L0 D L0 LG 10 1O L0 L0
™) @ME@OAE O O G QOG0 O G @ A A@OOGOD O G @G WA O O @ OO Oe O o @ QO o o o
* pre-treatment; b day 8 of treatment; € lctation period
Posture in he ge [ 2, sitting or standing; 1. hing position }
Locomotor in home<age [ 2 nomal; |, decrease in locomotor activity |
Hzndling bekavior [ 2 normal: 3, resistance }
Heart beats [ 2, normal; 1, bradycardia ]
Body [ normal; I, hy ia }
Fur [2,normal; 1, Moist fur)
Skin color / M b {2, nomal; 1, 1 (pale skin))
Lacrimation [ 2, not observed; 1, observed ]
Piloerection { 2 normal; 3, slight: 4. severe]
respiratory rate{ 2 nomal: 1, hypopnea]
stereotypy[ 2, not observed: 3, observed ]
touch responscf 2, nommal; 3, sensitive ]
Exept the above fndings. there were no changes in all animals; a) Cage-sids ion ( lization, tremor. ion), b) Ol ions made while handling (behavior while removing fro 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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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-1-4(continued). Detailed clinical observations of female rats

EMEE (1000 mg/kg)
. Removing from cage / Observations made while handiing ® Open-feld observations !
Female No. Skin color/ Mucuous membranes Llacrmation Piloerection respinatory rate Stereotypy touch response

Pre® TSb TIS T2 T3 T3 T4 149 L Pre T8 TI5 T24 T3 T36 T42 T4 L Pre T8 TI5 T24 TI0 T36 T TH L Pre T§ TIS TXM T30 T T42 T49 L Pre T8 TI5 T2 T30 T36 T42 T4 L Pre T8 TIS T24 T30 T36 T42 T49 L

F04037
F04038
F04039
F04040
FO4041
F04042
P04043
FD4044
FO4045
F04046
FO4047
FQ4048

[
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[ R N T T )
[ R R R T P I PN SR Y
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(¥
v

Total score B0 10 10 L0 LO 10 10 L0 L0 R0 LG L0 L0 L0 LG L0 L0 L0 X0 30 30 20 X0 3:0 30 320 30 L0 1:0 &0 EO L0 L0 LO LO L0 X0 30 30 30 30 30 30 %0 30 30 3t 30 30 X0 30 30 30
™) 4 a2 (1) @D A3 ) O @ @ 4 (3 AY A A 6B O O @ 0 () (1D 4H ) a4y B @ @ (D A ) 1Y aH dH (B @ @ 4D 0 (1Y OB AY (1Y B @ G 0D 1Y 03 A U) 1y ) O @

W
<

* prereatment; ® day 8 of treatment © lactation period

Posture in homecage [ 2, sitting or standing; 1. crouching position )
Locompler in home<age [ 2, nommal: 1, decrease in locomptor activity }
Handling behavior [ 2, normal; 3. resistance ]

Heant beats [ nommal; |, bradycaniia |

Body [2 nommel; 1, hypoth 1

Fur { 2 normal; |, Moist fur ]

Skin ¢olor / Mucuous membranes [ 2 nommal: |, abnormal (pale skin)}
Lacrmation [ X notobserved: 1. observed ]

Pitoerection [ 2, normal: 3, slight; 4, severe]

respiratory rate[ 2 nommal: |, hypopnea]
stereotypy] 2. not observed. 3, observed |
touch response] 2, normal; 3, sensitive |

Exept the above findings, there were na changes m all animals: a) Cage-sile obsarvation (vocalization. tremor, convulsion), by Observations made while handlimg (behavior while removing fromcage, exophthatvos. pupillary size, salivation), and ¢)Open-tieid observations (posture.
exploration, palpebral opening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocaliztion, touch response, withdrawal reflex, pinna reflex).
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HBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 6-1-4(continued). Detailed clinical observations of female rats

EMEE (1000 mg/kg)

Open-field observations ©

)

Female No. Urination Defecation
Pre® T8" TIS T24 T30 T36 T42 T49 L° Pre T8 TIS T24 T30 T36 T42 T49 L
F04037 0 0 0 0 0 0 0 0 0 0 o
FO4038 0 0 0 0 0 0 o 0 0 0 0 o
F04039 0 0 0 0 0 1 6o 0 0 0 0 0
F04040 0o 0 0 0 0 0 0o 0 0 0 0 0
FO4041 0 0 0 0 o0 0 1 0o 0 0 0 0 0 0
F04042 0 0 0 0 0 0 o 0 0 0 0 0
F04043 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FO4044 0 0 0 0 0 0 0o 0 0 0 0 0
F04045 0 0 0 0 0 0 0 0 0 0 0 0
F04046 0 0 0 0 0 0 0 0 0 0 0 0 0 0
FO4047 0O 0 0 0 0 0 0o 0 0 0 0 0
FO4048 o 0 0 o0 0 0 o 0 0 0 0 0
Total score 0 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0
(6 (12) (12) (12) (12) (12) (1) (D) @ (12) (12) (1) (12) 12y (12) D @

b . .
2 pre-treatment; day § 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 ¢) 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-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Control{vehicle: water for injection)

Cape-side observations ¥ Removing from cage / Observations made while handling v
Female No. Posture in home-cage Locomotor in home-cage Handling behavior Heart beals body temperature Fur

Pre” TBb TI5 T24 T% T36 T42 R7° Rl4 Pre T8 TI5S T2 T30 T36 T42 R7 Ri4 Pre T8 TI5 T2l T30 T36 T42 R7 Rl4 Pre T8 TIS T2 T30 T36 T42 R? R4 Pre_ T8 TI5 Tl TX T3 T42 R7 RI4 Pre T8 TI5 T2 T30 T36 T42 R7 RI4

F05049 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 202 2 2 2 2 12 2 2 2 2 2 2 2
F05050 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 a2 2 2 2 2 2 2 2 2 2 2 1 2
FO05051 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 3 2 2 2 2 2 2 2 2 2 2 2 2 2 3 2
FO05052 2 2 2 2 2 2 2 22 22 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 02 2 3 2 2 2 2 2 2 2 2 2 2
F05053 2 2 22 22 22 2 2 22 2 202 2 2 12 2 2 2 0 2 2 1 1 2 22 2 2 2 2 2 2 2 2 2 2 2 2
FO5054 22 22 2 2 2 2 a 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 232 2 2 2 12 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2
F05055 2z 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 12 2 2 2 2 2 2 2 2 2 2 2 2 12 202 2 22 2 2 2 2 2 2 02 2 2 2 2 2 22 2
F05056 22 22 2 2 22 2 2 22 2 22 2 2 2 2 2 2 2 2 22 2 2 22 2 2 3 2 2 2 2 22 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2
F05057 22 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 12 2 2 2 2 22 2 2 2 3 2 32 2 22 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2
FO5058 2 2 2 2 2 2 2 2 2 22 2 2 22 2 2 2 2 2 2z 2 2 22 2 2 @202 2 2 2 2 2 2 22 2 31 2 2 2 2 2 2 2 2 2 2 22 T 2 2
Total score 0 L0 kG L0 1O 10 10 LO L0 Ge ko L0 10 L0 Lo O 10 Lo 30 30 30 30 30 30 30 30 30 10 10 1:0 10 LC 1:0 10 L:0 10 1:0 10 10 L0 10 1O 10 1O 10 0 20 10 20 L0 L0 10 L0 10
(L) ) Ay (o (10 00 10 4 & G (10) (& (1) (10) (1) (L) D () < A0 10 (10) (10) (10) (1) (A0 &) & Q0 10y (10) (0) (10} (10) (10) (5 (5 (1B A0) QO) {10 (0) (10) (10) (5 (5} (IO (10) <10) 0) (10) {10) AV (H (5

: pre-treatment; bday 8oftreatment: ¢ day 7ofrecovery

Posture in hi ge { 2, sitting or ding: 1. ing position ]
Locomotor in home-cage [ 2, normal: 1. decrease in locomotor activity |
Handling behavior {2, normal; 3, resistance ]

Heant beats [ 2, normal; 1, bradycardia ]

Body temp [2, normal; 1, hy ig ]

Fur [ 2 nommal; 1, Moist fur]

Skin color / Mucuous membranes {2, normal; |, abnonmal]
Lacrimation [ 2. not 1,observed ]

Piloerection [ 2, normal; 3, slight; 4, severe]

respiratory ratef 2, nommal: 1, hypopnea]

stercotypyl % not observed: 3, observed ]

touch response[ 2, normal; 3, sensitive ]

Except the above findings. there were no changes in all animals: a) Cage-side ion ization, tremor, jon), b) O ions made while handling (behavior while removing fom cage, pupillary size, salivation), and c) Open-field jons {posture,
exploration. palpebral apening, , tremor, convulsion, gait, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex. pmna reflex).
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HEBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 6-2-1(continued). Detailed clinical observations of female rats, satellite group

Control(vehicle: water for injection}

oY )

. Rermoving formcage / Observations made while handling Open-field obs ervations ©
Fermgle No. Skint color # Mucuous menbranes Lacrimation Piloerection respiratory rale Stereotypy touch response

P’ 'Bb TIS T% T® T36 T42 R7° R4 Pre T8 TI5 T24 T30 T36 T42 R7T Rl Pre T8 TI5 T4 T T3 T42 R7 Ri4 Pre T8 TIS T24 T3 T36 T42 R7 RI4 Pre T8 TIS T24 TX T36 T42 R7 Rid Pre T8 TiS T4 TX T3 T42 R7 RI4

FOs049 2 0 2 I 2 1 2 2 T2 2 2 2 2 22 2 102 2 2 222 2 2 2 2 2 R 2 2 22 22 2 1 2
FOS0s0 2 2 2 2 2 2 22 2 2 2 2 2 202 2 2 2 2 T2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 1 2 2
FO5051 2 2 3 2 1 2 2 2 2 2 2 2 202 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 02
FO5052 2 2 2 22 2 2 22 2 2 2 2 2 22 2 2 2 2 2 2z 2 2 2 2 2 2 2 2 2 22 2 2z 22 2 2
F05053 20z 0z z 2 2 2 202 2 2 2 2 2 20 0z 2 2 2 2 20 2 2 2 2 2 2 T 2 2 2 2 2 2 2 22 2 2
FO5054 2 2 2 2 e e 4 2 2 2 2 2 2 M 2 z 22 2 2 2 2 22 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2
FO5055 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 21 2 202 2 2 2 2 2 2 2 2 22 22 202 2 2 2 20 2 2 2 2 2 02 2 2 2
F05056 22 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 202 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
F05057 2 2 22 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2002 2 2 22 2 2 22 12 2 T2 2 2 2 2 2 2 2 2 2 2
F05058 2 2 2 2 0 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 22 2 22 2 22 22 2 2 T2 12 2 2 2 2 2 2 2 2 222 2 2 2 2
Totalscore L0 O B0 B0 510 10 LD EO KO 10 10 0 L0 10 10 L0 L0 O 30 30 30 30 30 30 30 30 30 10 10 10 O 10 [0 L0 L0 L0 30 30 30 X0 30 X0 30 30 3¢ 30 30 30 30 30 30 30 X0 30
o~ {6y (0 (10) (1 (0 ¢ 40 B 3y G0 10y (10 (10) (10y (10) 1Dy (Sy (9 (10} (10) C1O) (1O) C1O) (10) (1O) (5 (5 a0 10 (10) (10) (10} (10) (10) (5 (5 (10) (1) {10y (10 (1B (10) (0) (5} () 10y (1) 10y (1) QD) Y (1) (B B

2 pre-treatment; ° day 8 of treatment; ¢ day 7ofrecovery

Posture in h ge[ Lsittngor ding; I. hing position ]
Locomotor in home-cage [ 2. nowmal; 1, decrease in locomotor activity ]
Handling behavior [ 2 nommli 3, resistance }

Heart beats { 2, nomml; 1, bradycardia }

Body temp 2, normal: 1, hyp iz }
Fur [ 2, nommal: 1, Moist fur }
Skin color/ M [ 2 normal; I, i

Lacrimation [ 2, not observed: . observed |
Piloerecion [ 2, normal; 3, slight; 4, severe]
respiratory ratef 2, nomuk: }. hypopnea]
stereotypy[ 2. not observed; 3, observed ]
touch responsef 2, normek 3, sensitive ]

Except the above findings, there were no changes in all animels; 3) Cage-side observation (vocalization, remor, convulsion). by Observations made while handling (behavior while removing fromcage. exophthalmos, pupillery size, salivation), and ¢) Open-field observations {posture,
exploration, palpebral opening. , tremor, convulsion, gait, bizame behavior, straub tail, vocalization, touch it reflex, pinna refex).
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HEBREF S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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

Female No. Urination Defecation

Pre® T8 b T15 T24 T30 T36 T42 R7 ° Ri4 Pre T8 TIS T24 T30 T36 T42 | R7 R4
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 1 0 0 0 0 0 0 0 0 0 0 0 0 0
F0O5052 0 0 0 0 0] 0 0 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
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
FO05057 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 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
™ (10 (1) (10 A0 (10 (10 (19 & O (100 (10 (16 (10 A0 (10 {10 & ©)

a b c
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 (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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REBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE (1000 mg/ke)
Cage-side observations " Removing fromcage/ Observations made while handting >
Fenale No. Posture in home-cage Locomotor in home-cage Handling behavior Heant beats body temperature Fur

Pre” T8b TIS T2 TH0 T36 T42 R7° Ri4 Pre T8 TI5 T24 T30 T36 T42 R? RI4 Pre T8 Ti5 T2 T30 T3 T42 R7 RI4 Pre T8 TI5 TXM T3 T T42 R7 Rl4 Pre T8 TIS T T30 T36 T42 R? Ri4 Pre T8 Ti5 T4 T30 T36 T42 R7 Rl4

)

FO6059 2 2 2 2 2 22 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
FO6060 22 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 r 2 2 2 2 2 2 2 2 22 2 2 2 02 2 2 22
FOG061 2 2 2 2 1 2 2 202 2 2 2 2 2 2 2 2 2 2 2 202 2 2 2 12 22 2 22 2 2 2 2 2 2 2 2
FO&062 2 02 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 22 2 2 2 2 2 2 2 2 22
FO6063 202 2 2 2 2 2 202 0z 2 2 1 2 302 2 2 2 2 2 20 2 2 2 2 2 22 2 2 2 2 22 2 2 202
FO&064 2 02 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 2 2 2 2 2 2 2 2 2 2 2 2z 2 32 22 2 2 202 2 2 )
F06065 22 2 2 2 2 21 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 21 2 22 2 2 2 2 2 2 2 22 2 2 2 2 2 2 T 2 2 2 22 2 2
F06066 22 2 2 2 2 2 2 2 22 2 2 22 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 2 2 2 2 2 2 2 2 2 2 2 2 2
FD6067 @2 2 2 2 2 2 2 2 2 2 2 2 2 2 1 12 2 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 22 2 2 2 2 2 2
F06068 2 2 22 2 2 2 2 2 2 2 02 2 3 2 2 2 2 2 2 2 2 2 2 2 2 21 2 202 02 2 2 2 2 2 2 22 22 2 2 22 3 22 02 2 2 2 2 2

Totalscore B0 10 L0 O L0 EO 1 O L0 L0 10 KO RO L0 LG KO LO LO 30 30 X0 X0 30 30 30 30 X0 L0 LO 10 L0 L0 KO L0 k0 1:0 L0 1:0 kO L0 L0 1:0 L0 L0 LO 10 kO KO L0 LO kO 1O 10 O
()] (G0 (0 a0 (G (0 4) (9 & B 40 (0 (10 () 40 ¢ (0 ) () 1) () (O 1) 4 (1O () (B AY) (O (1) (O () (10 () H () (0 Y () Q0 () (1O (Y 5 G A0 (10 (0 (1O (O () AV (&) (B

* pre-treatment; ® day 8 of treatment; N day 7ofrecovery

Posture in h: ge [ 2 sitting or ding; 1. ing position ]
Locomotor in home<cage { 2, nommal; 1. decrease in lecomotor activity ]
Handling behavior [ 2, normnal; 3, resistance }

Heart beats [ 2, nonmal; !, bradycardia ]

Body (2 normat; 1, ia ]
Fur [ 2. normak I, Moist fur)
Skin color/ 2, normal: 1, }

Lacrimation { 2 not observed: |, observed ]
Piloerection [ 2 normal; 3. slight; 4, severe]
respiratory rate[ 2, nomal; 1. hypopnea]
stereotypy[ 2, not observed: 3, observed |
touch response[ 2, nonmal; 3, sensitive ]

Except the above findings, there were no changes in all animals; a) Cage-side fon ( ization, tremor, ion), b) Observations made white handling (behav ior while removing ol pupillary size, salivation), and c) Open-field observations (posture,
exploration, palpebrai opening, , tremor. convulsion, gait, bizame behavior, straub tail. vocalization, touch response, withdrawal reflex, pinna reflex).
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ABRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE (1000 mg/kg)
. Removing fomeage / Observations made while handling > Open-field observations
Female No. Skin color / Mucuous membranes Lacrimation Piloerection respimatory rale Stereotypy touch response

pre’ '['Xb Tis T4 TH T¥ T4 R7° R4 Pre T8 TI5 T24 T30 T36 T42 R7 Rid4 Pre TS TI5 T24 T3 T36 T42 R7 RI4 Pre T8 TIS T24 T30 T36 T4z R7 RId Pre T8 TIS T24 TX T3 T4l R7 RI4 Pre T8 TIS T24 T30 T36 T42 R7 Rl4

FO5059 2 02 02 12 2 0 2 2 2 2 2 2 02 2 2 2 2 2 2 02 2 2 1 2 2 2 0 2 1 22 2 02 2 2 2 2 2

FO6060 202 2 2 r : 2 2 2 2 2 2 2 12 2 02 2 2 21 2 12 202 02 2 12 2 2 2 02 2 2 2 2 202 2 2 2 2 2

F06061 2 2 2 2 1 0z 2 2 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 22 22 2 2 2 2 2 22

FO6062 2 2 2 2 1 2 2002 2 2 1 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 1 22 22 2 2 2 22 2 2 2 2

F06063 202 02 2 2 2 2 2 02 2 2 2 2 0z L S A - ) 202 2 3 2 2 2 202 2 2 2 2 2 22 2 2 2 102

Fo&064 2 2 2 22 2 2 2 2 : 0 2 2 0 2 2 2 2 202 2 2 22 22 2 22 2 2 22 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2
FO6065 2 2 1 2 2 2 2 2 21 2 2 202 22 2 21 1 2 12 22 2 2 2 2 2 2002 22 2 2 2 2 2 2 2 2 T 2 2 2 2 2 2 2 2 2 2
FO6066 2 2 2 2 2 % 2 2 2 2 2 2 2 22 202 2 202 2 2 2 2 2 2 2 2 22 22 22 2 2 2 2 2 2 22 22 2 2 2 2 2 22 22
FOs067 2 2 2 2 2 T2 2 2 202 2 2 2 2 12 2 22 22 2 2 2 2 2 2 2 202 202 22 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 22
FO6068 2 2 2 2 1 2 1 2 22 2 2 2 2 2 1 2 22 0 2 0 2 2 21 2 202 2 2 2 2 2 1 2 202 2 2 2 1 2 2 2 2 02 02 2 2 2 2 2 2
Total score EO B0 10 L0 0O RO 1O LD LD e Lo 110 1:0 10 k6 L0 1O 1O 3:0 30 30 30 30 30 30 30 X0 10 10 L0 L0 L0 10 EO 10 1:0 30 30 30 30 30 30 30 X0 X0 30 %0 30 30 30 30 30 30 30
()] 10y (10 (10 10 (0 a® 1 &) (9 G0 <10y (10) (10} 10y (10} (1O) (5) (3 (163 (10) (100 (10) {10y (1) (1) (5 (9 {10y (100 (10) (10 (10) (10) (1) (B (9 {10y (10) (10) (10) (30 (10} (1O (5 (9 10y (10) (1) (10 Q0 A0y (10} Gy &
N pre-treatment: ® day 8 of reatment; ¢ day 7ef recovery

Posture in h ge[ 2, sttmg or ding: I, hing position ]

Loconwtor in home<cage [ 2, nomzl, |, decrease in locomptor activity ]
Handling behavior [ 2. normal; 3, resistance }
Heant beats {2, nomsl; I, bradycardia }

Body temp [2 nommal: I, hypothermia }
Fur [ 2. normal; |, Moist fur }
Skin color/ by { 2, normal: I, ab 1}

Lacrimation [ 2. notobserved: |, observed }
Piloerection [ 2. nommak: 3, slight; 4, severe]
respiatory ratef 2. nomal; 1, hypopnea}
stereotypy( 2 not observed: 3, cbserved ]
touch respons¢f 2 nomak: 3, sensitive |

Exept 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 fom cage. eophthalmos., 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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RBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 6-2-2(continued). Detailed clinical observations of female rats, satellite group

EMEE (1000 mg/kg)

Open-field observations

Female No. Urination Defecation

Pre T8b TIS T24 T30 T36 T42 R7° Rl4 Pre T8 TI15 T24 T30 T36 T42 R7 RIl4
F0605% 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 1 1 0 0 0 0 0 0 0 0o 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 0 0 0 0 0 0 0 0 0 0 0 0
F06065 0 0 0 1 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
F06067 0 0 0 o0 0 0 0 o0 O 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 1 1 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
) (100 (100 (10 (10) (10 10 (10 ) 6 (10 (10 10) (10 (10 10 10 & ©)

b
‘ 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 (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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FERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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
Mo1001 408.3 422.3 431.6 453.6 470.6 494.1 518.1 521.8
M01002 427.6 439.2 4474 465.3 478.9 501.0 518.8 524.4
M01003 388.3 397.3 413.3 4377 449.7 467.4 476.4 483.7
M01004 449.2 469.7 479.2 496.4 507.6 524.1 553.5 560.2
M 01005 381.6 387.5 395.3 407.7 427.3 443.8 4474 456.5
M01006 402.4 404.2 418.1 444.4 468.6 490.6 511.7 523.9
MO01007 416.8 431.9 4479 478.8 507.1 532.6 554.7 577.1
M01008 384.6 392.8 399.3 411.6 423.5 4421 4574 463.3
MO01009 413.8 426.7 435.7 463.5 492.9 529.6 551.0 549.5
MO1010 435.0 452.7 466.6 505.6 511.3 5334 569.3 593.8
MO01011 414.7 419.1 425.1 440.1 457.1 478.4 490.3 508.0
MO01012 422.0 428.9 443.8 467.7 483.4 515.1 528.5 543.4
Number of males 12 12 12 12 12 12 12 12
Mean 412.0 422.7 433.6 456.0 473.2 496.0 514.8 5255
S.D. 20.5 24.6 253 30.0 29.7 32.8 399 42.8
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HEAE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity séreening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 7-1-2. Body weights of male rats

EMEE 62.5 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M 02013 398.1 411.5 4237 445.0 469.1 486.5 501.6 516.1
MO02014 415.0 428.6 4483 467.8 488.7 516.6 5313 540.4
M02015 426.6 440.2 441.2 4542 464.8 4777 4919 502.8
M02016 397.6 399.8 411.6 429.0 4439 464.7 477.9 489.5
M02017 396.4 414.7 422.6 442 8 458.9 475.3 494.8 502.6
M02018 4373 452.9 462.2 488.5 504.7 529.5 547.7 566.0
M02019 438.5 450.2 452.8 473.9 493.4 523.4 538.8 569.0
M 02020 4004 410.8 419.0 4522 464.6 480.8 496.5 518.3
M 02021 394.8 397.8 407.6 428.9 457.8 473.9 482.5 489.2
M02022 383.0 3944 403.3 4153 427.0 446.9 456.6 462.4
M 02023 405.9 413.6 429.2 454.0 471.6 492.8 509.6 530.6
M 02024 3823 391.3 393.8 409.0 421.9 4333 445.4 456.8
Number of males 12 12 12 12 12 12 12 12
Mean 406.3 417.2 426.3 446.7 463.9 483.5 497.9 512.0
S.D. 19.1 21.3 21.2 23.6 249 28.1 31.0 358
Significance NS NS NS NS NS ~ NS NS NS
Statistical method AN AN AN AN AN AN AN AN

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.
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HEBRES R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 7-1-3. Body weights of male rats

EMEE 250 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M03025 438.9 447.8 458.4 4772 495.9 520.7 550.9 559.8
M 03026 4153 429.1 441.1 465.8 476.3 497.0 509.6 5163
M03027 393.8 401.9 414.1 4383 4427 463.3 480.2 485.4
M03028 4103 422.9 434.8 4552 477.7 496.7 517.7 533.0
M03029 432.4 446.4 462.4 485.2 502.3 519.4 529.3 536.4
M03030 380.2 397.7 397.8 422.0 4334 452.5 464.3 4754
M 03031 430.7 449.9 464.0 500.6 527.9 548.7 5714 596.9
M03032 383.7 397.0 406.7 437.5 449.4 465.6 482.1 495.9
M03033 4147 426.7 4421 456.4 477.2 501.5 523.1 530.8
M03034 407.7 420.1 438.6 470.2 503.2 529.1 559.1 573.4
M@3035 410.8 4259 441.9 463.3 468.3 492.8 5194 531.8
M03036 414.2 424.8 434.7 470.4 496.4 5223 523.8 549.4
Number of males 12 12 12 12 12 12 12 12
Mean 411.1 4242 436.4 461.8 479.2 500.8 519.2 532.0
S.D. 18.3 18.3 21.1 219 27.8 29.2 323 356
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

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.
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HEBES R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 7-1-4. Body weights of male rats

EMEE 1000 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M04037 408.3 400.2 412.7 4473 471.4 504.9 523.2 517.4
M04038 386.1 379.2 386.2 3984 413.2 4341 4441 448.8
M 04039 4144 424.2 429.5 450.9 461.6 469.9 480.8 475.1
M 04040 422.4 432.5 449.5 467.6 490.8 499.7 525.7 5412
M 04041 428.7 4323 450.6 480.5 481.4 511.9 534.8 529.6
M 04042 422.2 425.5 429.8 456.3 473.1 495.7 511.8 531.2
M 04043 410.5 426.7 434.0 462.4 481.9 493.0 503.3 519.0
M 04044 376.3 382.1 394.9 423.7 430.7 4431 448.2 461.9
M 04045 404.4 412.4 431.6 460.6 474.7 497.7 512.0 5223
M 04046 4353 441.3 460.8 491.7 509.3 531.6 542.0 559.7
M04047 381.3 382.6 3939 426.5 444 .4 454.8 467.9 474.9
M 04048 387.6 400.8 416.6 4442 463.4 487.4 503.5 523.4
Number of males 12 12 12 12 12 12 12 12
Mean 406.5 411.7 4242 450.8 466.3 485.3 499.8 508.7
S.D. 19.6 22.0 23.9 25.6 26.4 29.1 32.6 34.7
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

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.
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RBREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 465.0 481.8 484.9
M01009 5393 573.8 578.1
M01010 581.2 608.0 617.1
M01011 504.8 520.6 527.7
MO01012 544.6 552.0 540.9
Number of males S 5 5
Mean 527.8 547.2 549.7
S.D. 42.6 48.5 50.3
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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 7-2-2. Body weights of male rats at the recovery period
EM EE 1000 mgkg

Male No. Days of recovery
1 7 14
M 04044 459.9 473.3 472.6
M 04045 528.5 545.6 544.0
M 04046 566.6 5774 584.8
M 04047 478.4 498.9 498.7
M 04048 5282 543.7 544.9
Number of males 5 5 5
Mean 511.7 527.8 529.0
S.D. 42.6 413 43.8
Significance NS NS NS
Statistical method TT TT TT

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.

178



RERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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
F01001 2742 270.7 280.5 297.5
F01002 269.4 273.9 2744 288.6
F01003 262.2 269.3 267.5 280.6
F01004 2633 276.9 278.2 306.9
F01005 2433 238.6 243.5 245.0
F01006 285.0 290.8 295.7 306.2
F01007 247.7 259.6 268.9 273.5
F01008 217.0 211.0 217.2 225.8
F01009 280.0 280.0 2904 304.6
FO1010 241.2 246.6 2387 244.4
F01011 278.4 296.1 305.8 3154
F01012 247.9 255.1 254.9 263.4
Number of females 12 12 12 12
Mean 259.1 264.1 268.0 279.3
S.D. 20.1 23.7 25.6 29.2
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RERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 8-1-2. Body weights of female rats

EMEE 62.5 mgkg

Female No. Days of administration
I 4 7 14
F02013 255.6 258.6 259.1 259.6
F02014 2444 260.1 264.0 276.5
F02015 285.5 288.2 289.1 299.9
F02016 258.6 263.1 277.3 297.5
F02017 269.3 2772 276.3 281.8
F02018 262.1 271.8 269.7 293.8
F02019 262.7 273.1 268.9 296.3
F02020 275.2 280.8 2777 280.3
F02021 2452 245.9 259.5 269.3
F02022 289.3 287.2 302.5 3153
F02023 287.6 299.5 309.0 3204
F02024 246.6 241.1 256.6 2715
Number of females 12 12 12 12
Mean 265.2 270.6 275.8 288.5
S.D. 16.4 17.5 16.9 18.5
Significance NS NS NS NS
Statistical method AN AN AN AN

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.
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HEEE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 8-1-3. Body weights of female rats

EMEE 250 mgkg

Female No. Days of administration
1 4 7 14 21 28 35 42 49
F03025 2723 265.8 287.1 291.6
F03026 271.0 290.6 289.5 304.1
F03027 267.7 287.6 287.5 286.2
F03028 243.1 247.8 249.6 267.3
F03029 262.8 266.3 260.3 274.4
F03030 2202 239.6 246.5 2454
F03031 248 4 260.1 263.7 270.3
F03032 2517 253.4 263.1 274.8
F03033 256.1 268.6 262.5 276.7
F03034 258.8 2752 2723 286.8
F03035 2374 248.7 256.4 261.9
F03036 278.5 293.3 298.5 3153 357.8 395.7 353.6 359.6 368.5
Number of females 12 12 12 12
Mean 255.7 266.4 269.8 279.6
S.D. 16.7 17.7 17.0 18.8
Significance NS NS NS NS - - --- -—- -
Statistical method AN AN AN AN NA NA NA NA NA

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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HEBRE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 8-1-4. Body weights of female rats

EMEE 1000 mg/kg
Female No. Days of administration
1 4 7 14
F04037 275.6 285.6 279.4 297.9
F04038 235.6 2475 240.2 2557
F04039 252.2 272.0 2972 276.0
F04040 252.0 2554 269.2 272.9
F04041 2557 270.6 278.5 281.5
F04042 287.6 294.5 292.1 3183
F04043 284.7 296.2 288.7 3129
 F04044 252.7 261.4 268.1 285.3
F04045 2752 291.5 305.2 293.6
F04046 2595 266.9 280.1 279.7
F04047 253.8 273.5 2751 290.0
F04048 2453 254.6 261.8 275.1
Number of females 12 12 12 12
Mean 260.8 2725 278.0 286.6
S.D. 16.2 16.4 17.3 17.4
Significance NS NS NS NS
Statistical method AN AN AN AN

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.

182



RERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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
i 4 7 14 21 28 35 42
F05049 2929 305.8 311.3 328.1 362.7 386.1 387.9 389.9
F05050 263.2 281.4 288.0 302.9 304.1 323.9 340.2 335.2
F05051 280.5 280.5 299.3 3104 3122 3144 326.7 337.9
F05052 2447 2474 253.6 265.4 270.3 290.1 287.6 290.8
F05053 279.3 285.8 292.9 2927 305.3 3223 327.1 3215
F05054 263.4 266.3 264.6 264.3 266.1 284.1 290.9 289.5
F05055 246.1 2635 2694 273.9 269.6 280.9 286.8 285.8
F05056 240.1 248.5 244.0 249.3 246.6 260.3 257.1 275.2
F05057 246.1 262.3 268.1 271.6 270.9 288.4 291.3 295.6
F05058 241.3 239.9 249.8 260.3 278.8 284.5 306.1 309.8
Number of females 10 10 10 10 10 10 10 10
Mean 259.8 268.1 274.1 282.3 288.7 303.5 310.2 313.1
S.D. 19.0 20.4 227 25.1 33.2 35.3 36.7 344
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HREREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 8-2-2. Body weights of female rats, satellite group
EMEE 1000 mgkg

Female No. Days of administration
1 4 7 14 21 28 35 42
F06059 256.7 2552 271.7 268.0 284.5 285.9 299.6 297.6
F06060 220.6 229.2 232.2 232.9 258.3 257.1 270.8 2717
F06061 287.5 2884 298.1 308.3 3204 320.9 327.6 330.8
F06062 270.3 271.0 287.7 281.3 301.8 3154 3193 316.8
F06063 286.4 295.9 298.3 3074 307.2 3133 3123 314.5
F06064 262.5 268.2 281.1 294.6 3103 3222 3225 339.6
F06065 256.8 256.7 270.6 266.4 277.0 298.4 284.7 299.6
F06066 263.8 2782 294.4 328.9 305.2 3153 313.0 3052
F06067 2415 2524 258.0 256.3 2545 271.9 273.9 273.8
F06068 245.2 242.7 2434 254.8 255.2 264.4 266.5 265.2
Number of females 10 10 10 10 10 10 10 10
M ean 259.1 264.2 273.6 279.9 2874 296.9 299.0 301.5
S.D. 20.3 204 23.0 29.6 25.0 24.7 23.2 25.2
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT

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.
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#HRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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
| 7 14
F05054 286.8 303.4 300.9
F05055 290.5 292.2 298.6
F05056 2732 275.8 276.7
F05057 301.3 302.1 308.7
F05058 315.0 336.6 323.9
Number of females 5 5 5
Mean 2934 302.0 301.8
S.D. 157 223 17.2
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RRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 8-3-2. Body weights of female rats at the recovery period

EMEE 1000 mgkg .

Female No. Days of recovery

1 7 14

F06064 343.9 356.5 346.0

F06065 286.6 301.4 294.2

F06066 307.0 3179 314.7

F06067 2784 283.5 274.9

F06068 266.8 276.7 280.9

Number of females 5 5 5

Mean 296.5 307.2 302.1

S.D. 303 31.9 28.9

Significance NS NS NS

Statistical method TT TT TT

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.
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RERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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
F01001 293.7 327.7 350.8 4342
F01002 300.1 345.3 388.3 478.8
F01003 284.4 324.7 358.6 4303
F01004 305.0 347.9 395.5 466.6
F01005 2493 294.1 3445 4429
F01006 314.6 349.6 388.4 477.3
F01007 286.9 320.6 366.5 449.6
F01008 230.2 286.1 337.6 4235
F01009 309.1 345.9 381.8 467.3
F01010 258.4 299.8 330.0 412.6
F01011 329.1 375.7 423.6 522.0
F01012 280.7 308.9 349.7 441.9
Number of dams 12 12 12 12
Mean 286.8 3272 367.9 453.9
S.D. 28.7 26.8 27.8 30.2
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HERE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy

EMEE 62.5 mgkg

Dam No. Days of pregnancy
0 7 14 20
F02013 260.8 309.6 363.0 439.8
F02014 2779 3164 357.7 4453
F02015 3129 353.8 398.3 478.0
F02016 295.7 349.2 399.7 486.6
F02017 291.8 326.3 367.9 451.7
F02018 294.2 327.9 358.5 440.7
F02019 2935 346.6 386.4 468.2
F02020 296.2 331.7 379.6 482.7
F02021 278.2 322.8 3574 444 4
F02022 3155 366.3 407.0 492.7
F02023 326.3 366.4 413.7 500.9
F02024 266.1 323.5 362.8 4345
Number of dams 12 12 12 12
Mean 292.4 336.7 379.3 463.8
S.D. 19.6 19.1 20.9 23.6
Significance NS NS NS NS
Statistical method AN AN AN DU

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
UA: Unable to be analy zed 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 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy

EMEE 250 mgkg
Dam No. Days of pregnancy
0 7 14 20 26
F03025 298.3 3247 355.1 437.3
F03026 297.2 3314 3725 479.8
F03027 306.3 352.6 392.8 4772
F03028 267.3 256.7 274.2 302.0
F03029 292.8 341.6 373.1 465.8
F03030 261.7 297.2 332.8 405.1
F03031 272.6 305.6 342.3 418.2
F03032 276.3 305.3 3443 405.9
F03033 279.7 331.5 368.7 336.8 > 3322 >
F03034 287.6 335.8 391.8 487.8
F03035 270.0 311.2 3452 421.8
Number of dams 10 10 10 10
Mean 283.0 316.2 3524 430.1
S.D. 153 27.5 34.5 54.9
Significance NS NS NS NS -
Statistical method AN AN AN DU NA

>: Excluded from analysis (not pregnant)
NS: Not significantly different from the control group.

AN: Analysis by variance (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.

NA: Not analyzed.
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RERE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 9-4. Body weights of dams during pregnancy

EMEE 1000 mgkg
Dam No. Days of pregnancy
0 7 14 20 26
F04037 297.6 341.4 371.0 428.8
F04038 259.9 286.9 299.3 327.0 311.7
F04039 288.2 328.9 362.7 4204
F04040 270.0 311.1 310.3 291.1 > 336.6 >
F04041 296.3 343.0 369.0 3853
F04042 3153 353.6 396.0 445.0
F04043 309.8 359.6 355.0 3423 > 3389 >
F04044 287.8 336.7 372.7 411.2
F04045 290.4 3283 346.8 394.1
F04046 297.7 3329 325.5 3013 > 3105 >
F04047 294.9 321.0 348.8 417.8
F04048 2782 302.7 3193 383.5
Number of dams 9 9 9 9 1
Mean 289.8 326.9 354.0 401.5 311.7
S.D. 15.1 20.9 29.5 345
Significance NS NS NS *x -
Statistical method AN AN AN DU NA

>: 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).

DU: Analysis by Dunnett's 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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RERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 311.1 349.7
F01002 3389 366.8
F01003 344.5 363.6
F01004 376.3 380.1
F01005 3189 334.2
F01006 360.2 385.1
F01007 336.5 365.0
F01008 310.2 325.8
F01009 372.8 394.9
F01010 309.2 332.3
FO1011 411.2 396.8
F01012 354.1 3559
Number of dams 12 12
M ean 345.3 362.5
S.D. 31.5 24.0
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HERZE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 10-2. Body weights of dams during lactation
EMEE 62.5 mgkg

Dam No. Days of lactation
0 4
F02013 3139 333.1
F02014 340.1 360.9
F02015 354.0 341.0
F02016 378.1 404.2
F02017 3335 366.6
F02018 313.1 344.5
F02019 358.5 3644
F02020 363.2 381.2
F02021 339.1 3355
F02022 415.9 421.2
F02023 3311 360.9
F02024 351.7 339.3
Number of dams 12 12
Mean 3494 362.7
S.D. 28.5 27.8
Significance NS NS
Statistical method AN AN

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.
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HEREF R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 10-3. Body weights of dams during lactation
EMEE 250 mgkg

Dam No. Days of lactation
0 4
F03025 358.0 338.0
F03026 325.7 3526
F03027 365.3 378.4
F03028 274.4 286.0
F03029 355.9 344.6
F03030 308.0 337.6
F03031 320.5 3103
F03032 349.2 336.5
F03034 353.0 358.2
F03035 345.8 337.8
Number of dams 10 10
Mean 3356 338.0
S.D. 28.3 253
Significance NS NS
Statistical method AN AN

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.
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REREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 10-4. Body weights of dams during lactation

EMEE 1000 mgkg

Dam No, Days of lactation
0 4
F04037 368.2  Total litter loss
F04039 3347  Total litter loss
F04041 342.4  Total litter loss
F04042 373.6  Total litter loss
F04044 365.3  Total litter loss
F04045 324.5  Total litter loss
F04047 337.6  Total litter loss
F04048 330.6  Total litter loss
Number of dams 8
Mean 347.1
S.D. 19.0
Significance NS ---
Statistical method AN NA

NS: Not significantly different from the control group.
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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RERE = R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 29.3 28.0 29.1 27.1 30.6
M01002 323 30.0 29.6 347 28.4 30.5
M01003 31.9 29.8 26.7 28.0 252 25.7
M01004 422 30.5 31.0 311 325 31.5
M01005 30.6 255 26.9 22.0 25.1 28.5
MO1006 274 24.5 27.9 346 322 29.2
MO01007 29.6 321 30.1 319 31.1 314
MO01008 29.6 249 23.0 28.3 22.9 26.6
M0100% 326 32.0 31.0 33.6 27.8 30.6
MO01010 32.1 29.6 325 34.3 34.0 35.2
MO01011 274 22.1 25.9 26.3 28.0 27.7
MO1012 28.7 27.0 26.8 33.7 30.1 29.3
Number of males 12 12 12 12 12 12
M ean 31.2 28.1 28.3 30.6 28.7 29.7
S.D. 3.9 32 2.7 4.0 34 2.5
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 11-1-2. Food consumption of male rats

EMEE 62.5 mgkg

MaleNo. Days of administration
1 7 14 29 35 41
M02013 28.9 26.5 27.0 27.5 30.4 29.0
M02014 26.1 25.7 28.2 29.3 27.6 26.9
M 02015 28.7 23.2 26.3 244 27.3 27.8
M02016 30.7 29.7 28.2 29.3 26.6 27.2
MO02017 37.3 289 304 30.4 31.7 28.6
M02018 36.1 30.0 32.2 28.0 31.8 29.6
M02019 323 25.7 28.6 349 353 36.7
M 02020 28.9 23.8 22.2 27.7 29.3 28.7
M02021 28.6 25.1 24.8 28.2 266 272
M02022 28.0 25.9 24.6 27.2 24.8 25.9
M 02023 34.4 27.0 28.0 316 315 345
M02024 27.0 253 26.3 24.5 23.5 26.3
Number of males 12 12 12 12 12 12
Mean 30.9 26.4 27.2 28.6 289 29.0
S.D. 34 2.2 2.7 2.9 34 33
Significance NS NS NS NS NS NS
Statistical method DU DU AN AN AN DU

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.
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HRERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 11-1-3. Food consumption of male rats

EMEE 250 mgkg

Male No. Days of administration
1 7 14 29 35 41
M03025 314 29.2 346 345 33.1 322
M 03026 322 33.6 29.7 28.0 30.8 299
M 03027 28.8 28.3 23.2 27.0 28.0 24.4
M 03028 326 29.4 31.6 27.8 293 31.8
M 03029 32.2 28.9 28.1 25.1 29.1 28.2
M 03030 29.3 27.5 28.7 27.1 26.1 24.9
M 03031 30.3 29.0 28.1 29.5 299 313
M03032 27.5 30.1 23.5 27.3 26.8 28.7
M 03033 284 26.6 29.9 30.5 28.7 26.6
M03034 30.0 29.8 329 29.3 27.2 30.5
M03035 355 30.3 29.0 28.2 26.3 27.8
M03036 27.0 26.4 29.4 21.8 24.7 314
Number of males 12 12 12 12 12 12
Mean 304 29.1 29.1 28.0 28.3 29.0
S.D. 2.5 1.9 33 3.0 2.3 27
Significance NS NS NS NS NS NS
Statistical method DU DU AN AN AN DU

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.
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 11-1-4. Food consumption of male rats

EM EE 1000 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M04037 24.1 22.8 24.3 27.0 25.7 22.6
M04038 21.6 25.5 25.3 27.6 24.8 21.1
M 04039 28.2 23.7 25.2 27.0 29.6 27.5
M 04040 29.1 249 27.8 31.2 28.4 3.0
M04041 250 28.5 29.5 28.5 27.5 28.1
M 04042 23.8 26.9 26.4 29.5 24.9 28.2
M 04043 24.5 29.9 30.5 26.7 26.0 26.5
M 04044 22.1 25.3 24.6 24.5 22.7 23.5
M04045 29.6 29.2 26.1 27.6 26.5 27.0
M 04046 28.8 28.3 332 34.0 327 30.9
M 04047 19.2 27.1 26.5 24.6 21.2 22.8
M 04048 24.0 25.6 27.6 30.7 27.5 28.1
Number of males 12 12 12 12 12 12
Mean 25.0 26.5 27.3 282 26.5 264
S.D. 33 2.2 2.7 2.7 3.1 3.2
Significance *x NS NS NS NS *
Statistical method DU DU AN AN AN DU

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

NS: Not significantly different from the control group.

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

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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
M01008 30.6 28.7
M01009 34.0 309
MO1610 315 32.7
MO1011 28.7 27.6
MOQ1012 26.7 27.5
Number of males 5 5
Mean 303 29.5
S.D. 2.8 23
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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 11-2-2, Food consumption of male rats at the recovery period
EMEE 1000 mgkg

Male No. Days of recovery
6 12
M 04044 26.5 25.1
M 04045 315 29.5
M 04046 32.8 32.8
M 04047 29.0 26.4
M 04048 33.1 28.2
Number of males 5 S
Mean 30.6 28.4
S.D. 2.8 3.0
Significance NS NS
Statistical method - TT TT

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.
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HABRE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 25.8 18.9 223
F01002 234 223 16.2
F01003 202 213 15.1
F01004 235 28.1 21.8
F01005 22.0 15.1 21.7
F01006 233 15.5 21.7
F01007 20.5 21.2 23.0
F01008 17.5 9.7 16.9
F01009 245 19.7 220
F01010 263 229 16.4
F01011 24.0 24.9 25.1
F01012 214 21.0 15.7
Number of females 12 12 12
Mean 227 20.1 19.8
S.D. 2.5 4.9 35
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 12-1-2. Food consumption of female rats

EMEE 62.5 mgkg

Female No. Days of administration
1 7 14
F02013 16.1 24.0 18.8
F02014 19.6 21.5 21.7
F02015 21.7 22.5 17.0
F02016 26.8 20.7 25.7
F02017 19.8 22.9 21.6
F02018 17.7 21.9 23.7
F02019 16.5 20.0 25.7
F02020 16.3 21.6 22.9
F02021 23.9 15.8 234
F02022 259 20.3 27.2
F02023 24.2 27.0 23.2
F02024 19.7 14.1 23.9
Number of females 12 12 12
Mean 20.7 21.0 229
S.D. 3.8 3.4 29
Significance NS NS NS
Statistical method AN AN AN

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.
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HBRE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 12-1-3. Food consumption of female rats

EMEE 250 mgkg

Female No. Days of administration

1 7 14 29 35 41 48
F03025 21.7 18.4 234
F03026 234 22.6 24.0
F03027 254 23.1 15.2
F03028 18.4 17.5 21.0
F03029 23.2 19.3 17.8
F03030 18.7 20.4 18.5
F03031 21.9 18.5 20.7
F03032 20.4 16.3 19.1
F03033 16.1 23.0 21.6
F03034 22.0 22.3 23.9
F03035 22.5 19.9 21.2

F03036 247 24.3 17.9 223 15.9 21.1 229
Number of females 12 12 12
Mean 21.5 20.5 20.4
S.D. 2.7 2.6 2.7

Significance NS NS NS — —— - -

Statistical method AN AN AN NA NA NA- NA

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 contro! group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 12-1-4. Food consumption of female rats

EM EE 1000 mgkg

Female No. Days of administration
1 7 14
F04037 17.8 235 25.4
F04038 15.6 22.1 19.9
F04039 27.4 27.8 19.7
F04040 22.1 22.1 13.8
F04041 20.7 19.6 16.8
F04042 21.7 18.4 25.3
F04043 17.5 24.8 24.9
F04044 224 21.9 18.5
F04045 20.0 26.6 14.3
F04046 22.8 235 23.2
F04047 20.7 214 20.7
F04048 19.9 20.3 21.8
Number of females 12 12 12
Mean 20.7 22.7 20.4
S.D. 3.0 2.8 4.0
Significance NS NS NS
Statistical method AN AN AN

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.
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 22.0 28.4 27.9 24.8 242 27.6 19.9
F05050 25.2 244 22.2 25.2 25.7 25.7 21.5
F05051 25.8 164 22.4 25.7 24.5 16.6 21.8
F05052 17.6 20.0 22.2 22.0 20.0 17.3 18.4
F05053 21.7 21.4 233 19.1 19.6 25.9 19.0
F05054 11.9 20.3 17.6 21.0 15.8 21.4 17.6
F05055 20.8 20.6 20.7 17.7 20.5 20.2 18.6
F05056 20.8 19.0 15.1 19.3 14.1 18.9 27.0
F05057 25.2 22.7 21.3 23.8 23.2 21.6 18.9
F05058 20.6 16.5 22.0 24.8 24.1 22.8 21.7
Number of females 10 10 10 10 10 10 10
Mean 21.2 21.0 21.5 22.3 21.2 21.8 20.4
S.D. 4.1 3.6 3.4 2.9 3.9 3.7 2.7
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

EMEE 1000 mgkg

Female No. Days of administration
1 7 14 21 29 35 41
F06059 21.7 18.8 15.2 24.4 21.0 23.4 17.7
F06060 14.1 12.8 20.7 22.5 23.1 22.9 19.1
F06061 18.9 16.9 20.3 22.1 22.3 23.2 18.6
F06062 21.5 21.4 15.5 21.9 20.1 24.6 145
F06063 20.3 20.1 18.6 13.0 22.5 18.8 17.8
F06064 23.1 18.1 26.6 27.2 16.3 22.2 19.9
F06065 12.0 13.9 18.9 246 23.1 21.4 22.2
F06066 19.2 21.5 22.8 13.8 18.1 18.1 11.1
F06067 12.9 14.7 20.5 20.3 18.8 17.5 14.8
F06068 16.0 13.8 20.1 14.7 25.6 20.5 16.9
Number of females 10 10 10 10 10 10 10
Mean 18.0 17.2 19.9 20.5 21.1 21.3 17.3
S.D. 4.0 33 33 49 2.8 2.4 3.1
Significance 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 analy zed because the value in the treated group was the same as the value in the control group.
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ABE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 20.2 15.0
F05055 15.4 25.8
F05056 14.7 16.3
F05057 15.8 23.1
F05058 27.0 24.6
Number of females 5 5
Mean 18.6 21.0
S.D. 5.2 5.0
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REBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period
EMEE 1000 mgkg

Female No. Days of recovery
6 12
F06064 25.5 22.0
F06065 209 24.5
F06066 18.7 14.0
F06067 179 20.7
F06068 152 20.8
Number of females 5 5
Mean 19.6 204
S.D. 3.9 3.9
Significance NS NS
Statistical method TT TT

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.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 21.9 23.1 22.1 25.6
F01002 25.8 31.6 322 19.1
F01003 25.5 24.7 27.0 254
F01004 234 345 324 3238
F01005 217 316 28.8 254
F01006 20.1 259 29.0 23.6
F01007 22.9 29.0 24.4 252
F01008 20.6 28.6 375 344
F01009 28.1 30.9 24.0 29.3
F01010 29.2 25.1 314 325
FO1011 215 323 347 26.0
FQ1012 25.8 26.0 28.0 29.9
Number of dams 12 12 12 12
Mean 23.9 28.6 293 274
S.D. 3.0 3.6 4.6 4.4
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HERE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy

EMEE 62.5 mgkg

Dam No. Days of pregnancy
0 7 14 20
F02013 16.4 31.0 29.1 229
F02014 23.0 27.2 29.2 25.2
F02015 22.5 23.9 329 17.1
F02016 26.3 359 352 328
F02017 20.2 23.7 26.2 23.1
F02018 19.3 24.6 25.8 24.7
F(2019 21.3 322 26.6 233
F02020 21.8 30.5 30.6 26.4
F02021 24.6 28.4 27.4 22.7
F02022 26.0 32.1 29.0 31.6
F02023 239 35.1 322 11.2
F02024 28.1 29.4 25.7 24,4
Number of dams 12 12 12 12
Mean 22.8 29.5 29.2 238
S.D. 33 4.1 3.1 57
Significance NS NS NS NS
Statistical method AN AN Kw AN

NS: Not significantly different from the control group.

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

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
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HAEBRE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy

EMEE 250 mgkg

Dam No. Days of pregnancy
0 7 14 20
F03025 22.8 26.9 26.5 224
F03026 20.8 25.7 27.6 232
F03027 27.3 34.0 31.6 29.1
F03028 20.9 18.3 203 20.0
F03029 28.7 29.6 277 30.0
F03030 21.6 26.3 26.5 237
F03031 21.4 21.7 233 19.5
F03032 17.6 24.6 23.0 27.5
F03033 16.3 28.7 25.7 15.8
F03034 23.9 29.6 26.0 32.1
F03035 21.8 25.9 27.8 21.0
Number of dams 10 10 10 10
Mean 227 26.3 26.0 24,9
S.D. 3.3 43 32 4.5
Significance NS NS NS NS
Statistical method AN AN KW AN

>; Excluded from analy sis (not pregnant)
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.
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REEE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 13-4, Food consumption in dams during pregnancy

EMEE 1000 mgkg

Dam No. Days of pregnancy
0 7 14 20
F04037 232 324 30.5 27.2
F04038 16.8 24.6 24.1 21.6
F04039 217 247 293 29.8
F04040 184 > 257 12.9 18.1
F04041 26.0 26.7 34.0 222
F04042 213 30.0 31.1 22,5
F04043 23.0 > 31.7 16.1 8.6
F04044 25.6 316 14.9 33.1
F04045 25.5 255 14.6 27.1
F04046 22.4 > 26.2 24.7 16.9
F04047 19.4 273 232 26.1
F04048 19.6 259 313 21.5
Number of dams 9 9 9 9
Mean 22.1 27.6 259 257
S.D. 32 3.0 7.2 4.1
Significance NS NS NS NS
Statistical method AN AN KwW AN

>: Excluded from analysis (not pregnant)
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.
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane 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 47.8
F01002 50.0
F01003 45,5
F01004 50.7
F01005 37.7
F01006 41.0
F01007 53.2
F01008 42,5
F01009 43.6
F01010 484
F01011 39.6
FO01012 51.2
Number of dams 12
Mean 45.9
S.D. 5.0
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REEE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 14-2. Food consumption in dams during lactation

EMEE 62.5 mgkg

Dam No. Days of lactation
3
F02013 45.8
F02014 47.7
F02015 27.4
F02016 61.0
F02017 429
F02018 47.9
F02019 36.9
F02020 44.8
F02021 358
F02022 42.5
F02023 420
F02024 45.6
Number of dams 12
Mean 434
S.D. 8.1
Significance NS
Statistical method DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
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AEBEE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 14-3. Food consumption in dams during lactation

EMEE 250 mgkg

Dam No. Days of lactation
3
F03025 26.4
F03026 41.8
F03027 449
F03028 317
F03029 28.6
F03030 46.2
F03031 313
F03032 37.1
F03034 409
F03035 31.8
Number of dams 10
Mean 36.1
S.D. 7.0
Significance **
Statistical method DU

Significantly different from the control group (*: P<0.05, **: P<(.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

215



HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 15-1. Functional findings of male rats at the last week 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
MO1001L 2 2 2 2 + + +
M01002 2 2 2 2 + + +
M01003 2 2 2 2 + + +
M01004 2 2 2 2 + + +
MO1005 2 2 2 2 + + +
Total 2:5 2.5 2:5 2:5 +5 +35 +:5

2 or+, normal
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R E S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 15-2. Functional findings of male rats at the last week of the dosing period
EMEE (62.5 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 + + +
MO02014 2 2 2 2 + + +
MO02015 2 2 2 2 + + +
MO02016 2 2 2 2 + + +
MO02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +:5

2 or+, normal
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HEBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 15-3. Functional findings of male rats at the last week of the dosing period

EMEE (250 mg/kg)

Male, Adminis tration period
Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer’s reaction Withdrawal reflex Eyelid reflex
M03025 2 2 2 2 + + +
M03026 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

2 or +, normal
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AERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 15-4. Functional findings of male rats at the last week of the dosing period
EMEE (1000 mg/kg)

Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M04037 2 2 2 2 + + +
MO04038 2 2 2 2 + + +
MO04039 2 2 2 2 + + +
MO04040 2 2 2 2 + + +
M04041 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5

2 or +, normal
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HERE % R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 16-1. Functional findings of female rats at the last week of the dosing period

Control (vehicle: water for injection)

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F01001 2 2 2 2 + + +
F01005 2 2 2 2 + + +
FO1006 2 2 2 2 + + +
FO1008 2 2 2 2 + + +
FO1009 2 2 2 2 + + +
Total 25 2:5 2:5 2:5 +:5 +: 5 +:5

2 or +, normal
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AERE £ R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 16-2. Functional findings of female rats at the last week of the dosing period

EMEE (62.5 mg/kg)

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F02014 2 2 2 2 + + +
F02016 2 2 2 2 + + +
F02021 2 2 2 2 + + +
F02022 2 2 2 2 + + +
F02024 2 2 2 2 + + +
Total 2:5 2:5 2:5 25 +5 +5 +5

2 or+, normal
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 16-3. Functional findings of female rats at the last week of the dosing period

EMEE (250 mg/kg)

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer’s reaction Withdrawal reflex Eyelid reflex
F03026 2 2 2 2 + + +
F03031 2 2 2 2 + + +
F03032 2 2 2 2 + + +
F03034 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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ARE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 16-4. Functional findings of female rats at the last week of the dosing period

Control (vehicle: water for injection)

Female, satellite groups

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 +35 +5 +5

2 or +, normal
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HEREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 16-5. Functional findings of male rats and female rats at the end of the dosing period
EMEE (1000 mg/kg)

Female, satellite groups

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
FO6059 2 2 2 2 + + +
FO6060 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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REBES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 17-1. Assessment of grip strength of male rats at the last week of the dosing period

Control {vehicle: water for injection)

Male No. Administration period
Forelimb Hindlimb
(kg) kg)

MO1001 0.908 0.752
MO01002 1.089 0.773
MO1003 0.936 0.816
MO01004 0.986 0.613
MO1005 0.992 0.656
Number of males 5 5
Mean 0.982 0.722
S.D. 0.069 0.085
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AREREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 17-2. Assessment of grip strength of male rats at the last week of the dosing period

EMEE (62.5 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) (kg)

M02013 0.987 0.731
M02014 0.905 0.623
MO02015 0.985 0.842
M02016 0.874 0.633
MO02017 0.956 0.576
Number of males 5 5
Mean 0.941 0.681
SD. 0.050 0.106
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REBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 17-3. Assessment of grip strength of male rats at the last week of the dosing period

EMEE (250 mg/kg)
Male No. Administration period
Forelimb Hindlimb
kg) (kg)

MO03025 » 0.951 0.634
MO03026 1.002 0.638
MO03027 0.993 0.647
MO03028 0.959 0.688
MO03029 1.011 0.655
Number of males 5 5
Mean 0.983 0.652
SD. 0.027 0.022

227



ABRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 17-4. Assessment of grip strength of male rats at the last week of the dosing period

EMEE (1000 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(ke) (kg)

MO04037 1.063 0.732
M04038 1.035 0.613
M04039 0.978 0.567
M04040 0.952 0.637
M04041 1.030 0.830
Number of males 5 5
Mean 1.012 0.676

S.D. 0.045 0.105
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RERES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 18-1. Assessment of grip strength of female rats at the last week of the dosing period

Control (vehicle: water for injection)

Fermale No. Administration period
Forelimb Hindlimb
(kg) (ke)

FO1001 0.689 _ 0516
F01005 0.775 0.583
F01006 0.698 0.623
F01008 0.696 0.629
F01009 0.724 0.627
Number of females 5 5
Mean 0.716 0.596
S.D. 0.035 0.048
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RBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 18-2. Assessment of grip strength of female rats at the last week of the dosing period

EMEE (62.5 mg/kg)
Fermle No. Administration period
Forelimb Hindlimb
(keg) (keg)

F02014 0.699 0.578
F02016 0.731 0.665
F02021 0.769 0.598
F02022 0.685 0.573
F02024 0.770 0.602
Number of females 5 5
Mean 0.731 0.603
SD. 0.039 0.037
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HEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 18-3. Assessment of grip strength of female rats at the last week of the dosing period

EMEE (250 mg/kg)
Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F03026 0.742 0.535
F03031 0.698 0.587
F03032 0.748 0.613
F03034 0.700 0.529
F03035 0.642 0.584
Number of females 5 5
Mean 0.706 0.570
S.D. 0.043 0.036
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HEE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 19-1. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. Administration period
Forelimb Hindlimb
kg) (kg)

- FO5049 0.750 0.625
F05050 0.870 0.589
F05051 0.754 0.605
F05052 0.728 0.581
F05053 0.702 0.641
Number of females 5 5
Mean 0.761 0.608
SD. 0.064 0.025
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 19-2. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

EMEE (1000 mg/kg)
Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F06059 0.723 0.565
F06060 0.765 0.656
F06061 0.724 0.726
F06062 0.703 0.599
F06063 0.760 0.663
Number of females 5 5
Mean 0.735 0.642
SD. 0.027 0.062
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PR 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 20-1. Motor activity of male rats at the last week of the dosing period

Control (vehicle: water for injection)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M01001 1374 1334 1330 1081 5119 28 16 12 16 72
M01002 967 981 821 1027 3796 19 21 13 17 70
M01003 1174 1041 998 697 3910 36 40 32 12 120
M01004 1067 958 791 678 3494 21 27 18 14 80
M01005 798 768 437 93 2096 43 18 8 0 69
Number of males s 5 5 5 5 5 5 5 5 5
Mean 1076 1016 875 715 3683 29 24 17 12 82
SD. 217 205 326 394 1082 10 10 9 7 22
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HBRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 20-2. Motor activity of male rats at the last week of the dosing period

EMEE (62.5 mg/kg)
Male No. Administration period
Ambulation (counts) ' Rearing (counts)

5min 10min 15min 20min Total Smin 10min 15min 20min Total
M02013 1301 1079 993 864 4237 "35 25 12 10 82
M02014 1219 956 731 655 3561 34 21 24 19 98
M02015 1331 1219 1102 1107 4759 36 28 18 16 98
M02016 1304 771 828 647 3550 28 5 5 5 43
M02017 1000 1011 907 808 3726 26 24 14 15 79
Number of mzales 5 5 5 5 5 5 5 5 5 5
Mean 1231 1007 912 816 3967 32 21 15 13 80

S.D. 136 165 144 188 524 4 9 7 6 22
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ABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 20-3. Motor activity of male rats at the last week of the dosing period

EMEE (250 mg/kg)
Male No. ' Administration period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M03025 1928 1865 1783 1611 7187 37 48 27 8 120
M03026 1174 1104 1051 824 4153 35 23 23 12 93
M03027 1145 1007 920 781 3853 22 20 15 10 67
M03028 1145 1232 1178 982 4537 22 30 29 21 102
M03029 1531 1510 1350 958 5349 43 44 30 13 130
Number of males 5 5 5 5 5 5 5 5 5 5
- Mean 1385 1344 1256 1031 5016 32 33 25 13 102
S.D. 345 347 335 335 1337 9 12 6 5 25
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REBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 20-4. Motor activity of male rats at the last week of the dosing period

EMEE (1000 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

5min 10min 15min 20min Total 5min 10min 15min 20min Total
MO04037 1162 1334 1191 632 4319 22 39 23 15 99
M04038 1102 874 694 745 3415 28 15 16 14 73
M04039 1003 845 730 231 2809 10 10 7 1 28
M04040 1314 1262 1233 893 4702 38 41 22 19 120
M04041 1063 934 600 529 3126 28 18 8 2 56
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1129 1050 890 606 3674 25 25 15 10 75
SD. 119 230 298 249 804 10 14 8 8 36
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#HBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 21-1. Motor activity of female rats at the last week of the dosing period

Control (vehicle: water for injection)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F01001 1090 846 732 355 3023 29 21 18 3 71
F01005 1131 1037 801 473 3442 31 11 10 0 52
F01006 917 1120 640 361 3038 11 13 1 0 25
F01008 1031 903 627 571 3132 20 22 3 0 45
F01009 1333 1364 1060 1111 4868 66 59 10 17 152
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1100 1054 772 574 3501 31 25 8 4 69
S.D. 153 204 176 313 783 21 19 7 7 49
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RABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 21-2. Motor activity of female rats at the last week of the dosing period

EMEE (62.5 mg/kg)
Female No. Administration period
Ambulation (counts) Rearing {counts) '

Smin 10min 15min 20min Total 5min 10min 15min 20min Total
F02014 1300 795 979 1147 4221 36 10 3 16 65
F02016 1159 697 567 0 2423 29 16 6 0 51
F02021 926 666 600 567 2759 24 7 4 1 36
F02022 1180 971 282. 252 2685 24 7 1 0 32
F02024 1232 779 536 373 2920 39 14 2 0 55
Number of fermles 5 5 5 5 5 5 5 5 5 5
Mean 1159 782 593 468 3002 30 11 3 3 48
SD. 141 119 250 432 705 7 4 2 7 14
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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 21-3. Motor activity of female rats at the last week of the dosing period

EMEE (250 mg/kg)
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F03026 711 566 561 410 2248 16 9 10 4 39
F03031 1751 1687 1159 1392 5989 26 20 7 18 71
F03032 1215 1069 607 624 3515 25 43 10 18 9
F03034 1047 750 183 442 2422 17 14 0 0 31
F03035 1285 900 960 860 4005 62 24 13 18 117
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1202 994 694 746 3636 29 2 8 12 71

S.D. 379 429 379 403 1507 19 13 5 9 37
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AERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 22-1. Motor activity of female rats at the last week of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. Administration period
Ambulation (counts) . Rearing (counts)

5min 10min 15min 20min Total 5min 10min 15min 20min Total
F05049 1297 995 1131 1089 4512 34 35 33 28 130
F05050 T 1334 1033 1116 865 4348 38 15 14 4 71
F05051 1242 1100 1199 1147 4688 36 24 15 19 94
F05052 1073 942 803 995 3813 24 32 21 33 110
F05053 1371 1294 1089 1034 4788 41 44 30 39 154
Number of females 5 5 5 5 5 5 5 : 5 5 5
Mean 1263 1073 1068 1026 4430 35 30 23 25 112
SD. 117 136 153 107 384 6 11 9 14 32
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HEBRE E R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 22-2. Motor activity of female rats at the last week of the dosing period, satellite group
EMEE (1000 mg/kg)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F06059 1196 1145 667 100 3108 21 2 14 1 58
F06060 1318 1282 869 286 3755 46 38 20 3 107
F06061 1297 1222 926 720 4165 31 33 17 17 98
F06062 1549 1421 1152 1577 5699 52 44 28 57 181
F06063 1308 1069 1034 557 3968 49 35 29 9 122
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1334 1228 930 648 4139 40 34 22 17 113
SD. 130 135 182 572 958 13 8 7 23 45
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FRERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-1. Urinalysis in male rats

Control (vehicle: water for injection)

Quality Urinary sedit

MaleNo. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
MO1001 70 + - + - - * light yellow - - - - £ -
M01002 8.0 + - - - - + light yellow - - - - + -
MO01003 70 + - + - - * light yellow - - - - + -
MOI1004 8.0 + - ES - - + light yellow - - - - + -
MO1005 6.5 + - Y - - % light yellow - - - - + -

Protein, -: negative; £: [0 < and < 30 mg/dL; +: 30 <and < 100 mg/dL; 2+: 100 < and < 300 mg/dL; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

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

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

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

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

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

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

Red Blood cells, -: not observed; =: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: = 300/3 visual field
White Blood cells, - not observed, =: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: = 300/3 visual field
Casts, -: not observed; *: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; %: a few; +: abundant

Epithelial cells, -: not observed; =: a few; +: abundant
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- #AEBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-1(continued). Urinalysis in male rats

Control (vehicle: water for injection)

Electrolyte, density . Electrolyte, gross volume

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

M01001 18.0 1.055 105.7 245.1 133.7 1.90 441 241
M01002 14.7 1.073 158.1 330.7 § 203.8 2.32 4.86 3.00
M01003 13.6 1.064 110.7 273.1 141.5 1.51 3.71 1.92
M01004 204 1.060 110.9 278.3 161.2 2.26 5.68 3.29
MO01005 12,6 1.064 111.9 278.6 155.4 1.41 351 1.96

Number of males 5 5 5 5 5 5 5 5
Mean 15.9 1.063 119.5 281.2 159.1 1.88 443 2.52
S.D. 33 0.007 21.7 31.0 27.3 0.42 0.88 0.61

S.G.: Specific gravity
§, Remeasurement
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AR %E S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-2. Urinalysis in male rats
EMEE 62.5 mgkg

Quality Urinary sedi )

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood ceils Casts Crystals Epithelial cells
M02013 6.5 + - + - - + light yellow - . - - - & -
MO02014 7.0 2+ - + - - + light yellow - - - ) - E -
MO02015 8.0 + - - - - + light yellow - - - - * .
M02016 7.0 + - - - - B light yellow - - - - + -
M02017 6.5 + - + - - + light yellow - - - - - -

Protein, -: negative; +: 10 < and < 30 my/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 Sand < 150 mgfdL; 2+: 150 < and < 300 mg/dL; 3+: 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL<

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

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

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

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

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

Red Blood cells, -: not observed; +: 1-9/3 visual field, +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: = 300/3 visual field
White Blood cells,  -: not observed; £: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field, 3+: = 300/3 visual field
Casts, -: not observed; +: 1-9/3 visual field, +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: =300/3 visual field
Cristals, -: not observed; %: a few; +: abundant

Epithelial cells, -: not observed; *: a few; +: abundant
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RBEFE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-2(continued). Urinalysis in male rats

EMEE 62.5 mgkg

Electrolyte, density

Electrolyte, gross volume

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

mlL/24hr mEq/L mEq/L mEqg/L mEq/24hr mEq/24hr mEq/24hr

M02013 14.1 1.065 107.8 280.2 134.9 1.52 3.95 1.90

M 02014 13.6 1.063 97.4 257.5 146.1 1.32 3.50 1.99
M02015 24.1 1.044 86.6 214.0 § 118.3 2.09 5.16 2.85
M02016 19.7 1.051 106.6 217.6 127.2 2.10 429 2.51

M02017 16.4 1.056 113.6 235.1 124.5 1.86 3.86 2.04
Number of males 5 b 5 5 5 5 5 5

Mean 17.6 1.056 102.4 240.9 130.2 1.78 4.15 2.26

S.D. 4.4 0.009 10.6 279 10.7 0.35 0.63 0.41

Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN DU DU AN AN AN

S.G.: Specific gravity
§, Remeasurement

NS: Not significantly different from the control group.

AN: Analysis by variance (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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HEBREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-3. Urinalysis in male rats
EMEE 250 mg/kg

Quality Urinary sediments
MaleNo. pH Protein Glucose Ketone Bilirubin Qcceult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial celis
M03025 8.0 £ - - - F light yellow - - - - - -
M03026 7.0 + x - - + light yellow - - . . - -
M03027 6.5 + ] - - 3 light yellow - - - . & -
M03028 70 + - ES - - + light yellow - - - - + -
M0302% 7.0 + - - - - = light yellow - . - - + .
Protein, ‘- negative; £ 10< and < 30 mg/dL; +: 30 S and < 100 mg/dL; 2+; 100 £ and < 300 mg/dL; 3+: 300 £ and < 600 mg/dL; 4+: 600 mg/dl. <

Glucose, - negative; £: 30< and < 70 mg/dL; +: 70 S and < 150 mg/dL; 2+: 150 £ and < 300 mg/dL; 3+: 300 £ and < 1,000 mg/dL; 4+: 1,000 mg/dL <
Ketone, - negative, (5 Sand < 10 mg/dL; +: 105 and < 40 mg/dL; 2+: 40 g 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 S and < 10.0 mg/dL; 4+: 10.0 mg/dl <

Oceult blood, - negative; =: 0.03 S and < 0.06 mg/dL; +: 0.06 S and < 0.20 mg/dL; 2+: 0.20 S and < 1.00 mg/dL; 3+: .00 mp/dl <

Urobilinogen, +:nomal; +: 2.0 s and < 4.0 mg/dL; 2+: 4.0 g and < 8.0 mg/dL; 3+: 8.0 gand < 12.0 mg/dL; 4+: 120 mg/dL £

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

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

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

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

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

Epithelial cells,

- not observed, +: a few; +: abundant
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HERE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-3(continued). Urinalysis in male rats

EMEE 250 mgkg

Electrolyte, density

Electrolyte, gross volume

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

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

M03025 23.7 1.050 88.7 195.7 111.5 2.10 4.64 2.64

M 03026 14.5 1.072 137.4 3137 § 175.6 1.99 455 2.55

M03027 20.8 1.042 62.7 150.5 71.2 1.30 3.13 1.48

MO03028 14.1 1.064 102.2 2304 131.7 1.44 3.25 1.86

M 03029 21.2 1.053 86.7 209.6 116.7 1.84 4.44 247
Number of males 5 5 5 5 5 5 5 5

Mean 18.9 1.056 95.5 220.0 121.3 1.73 4.00 2.20

S.D. 43 0.012 27.4 60.0 37.7 0.35 0.75 0.51

Significance NS NS NS NS NS NS NS NS

Statistical method AN AN AN DU DU AN AN AN

S.G.: Specific gravity
§. Remeasurement

NS: Not significantly different from the control group.

AN: Analysis by variance (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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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-4. Urinalysis in male rats

EMEE 1000 mg/kg
Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Tutbidity Red blood celis White biood cells Casts Crystals Epithelial cells
MO04037 6.5 + - - - - F light yellow - - - - - -
M04038 6.5 + - * - - E light yellow - - - - & -
M04039 7.0 + - - - - £ light yellow - . . - x -
M04040 6.5 + - - - . + light yellow - - - - ® -
M04041 7.0 + - - - - + light yellow - - - - £ -

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

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

Ketone, - negative; (5 <and< 10 mg/dL; +: 10 < and <40 mg/dL; 2+: 40 <and < 80 mg/dL; 3+: 80 < and < 1 50 mg/dL; 4+; 150 mg/di. <

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

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

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

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

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

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

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

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

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

249



B E R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-1-4(continued). Urinalysis in male rats

EMEE 1000 mg/kg

Electrolyte, density

Electrolyte, gross volume

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

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

M 04037 23.2 1.052 94.4 179.0 110.6 2.19 4.15 2.57

M 04038 16.3 1.068 112.8 251.0 154.3 1.84 4.09 2.52

M 04039 27.2 1.048 83.3 157.8 90.0 2.27 4.29 245

M 04040 25.1 1.047 73.4 139.3 82.1 1.84 3.50 2.06

M 04041 20.0 1.054 96.2 149.7 86.6 1.92 2.99 1.73
Number of males 5 E 5 5 5 5 5 5

Mean 224 1.054 92.0 175.4 104.7 2.01 3.80 2.27

S.D. 43 0.008 14.8 44.7 29.8 0.20 0.55 0.36

Significance NS NS NS ** * NS NS NS

Statistical method AN AN AN DU DU AN AN AN

S.G.: Specific gravity

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

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

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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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-2-1. Urinalysis in male rats of the recovery period

Control (vehicle: water for injection)

Quality Urinary sediments
Male No, pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M01008 8.0 + - - - - + light yellow - - - R * R
M01009 3.0 + - - - - + light yellow - - . . + R
MO01010 8.0 * - ES - - & light yellow - - . . + R
MOIGIT 7.5 + - - - - ES light yellow - - - . + -
M0i012 8.0 + - - - - & light yellow - . . . * -
Protein, - negative; = 10 < and < 30 mg/dL; +: 30 Land < 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 g and < 150 me/dL; 2+: 150 £ and < 300 mg/dL; 3+: 300 s and < 1,000 mg/dL; 4+: 1,000 mg/dl.<
Ketone, - negative; (55 and < 10 mg/dL; +: 10 £ and < 40 mg/dL; 2+: 40 S and < 80 mg/dL; 3+: 80 Land < | 50 mg/dL; 4+: 150 mg/dL £
Bilirubin, -:negative; +: 0.5 S and < 2.0 mg/dL; 2+: 2.0 Sand < 6.0 mg/dL; 3+: 6.0 s and < 10.0 mg/dL; 4+: 100 meg/dL g

Oceult blood, - negative; £: 0.03 <and < 0.06 mg/dL; +: 0.06 and < 0.20 mg/dL; 2+: 0.20 S and < 1.00 mg/dL; 3+: 1.00 mg/dL 5
Urobilinogen, +:normal; +: 2.0 Sand < 4.0 mg/dL; 2+: 4.0 s and < 8.0 mg/dL; 3+: 8.0 S and < 12.0 mg/dL; 4+: 12.0 mgdL £

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

Red Blood cells, - not observed; +: 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: = 30073 visual field

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

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

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

Epithelial cells, - not observed; +: a few, +; abundant
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HEREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-2-1(continued). Urinalysis in male rats of the recovery period

Control (vehicle: water for injection)

Electrolyte, density Electrolyte, gross volume
Male No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
M01008 133 1.062 106.5 272.9 134.4 1.42 3.63 1.79
M 01009 16.3 1.063 127.7 289.8 163.8 2.08 4.72 2.67
MO01010 17.4 1.062 139.3 268.0 163.1 2.42 4.66 2.84
MO01011 21.0 1.042 85.1 189.1 104.5 L7 3.97 2.19
MO0i012 18.6 1.043 73.2 190.7 103.5 1.36 3.55 1.93
Number of males 5 5 5 5 5 5 5 5
Mean 17.3 1.054 106.4 242.1 133.9 1.81 4,11 2.28
SD. 2.8 0.011 27.8 48.3 29.7 0.45 0.56 0.46

S.G.: Spexific gravity
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HEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-2-2. Urinalysis in male rats of the recovery period

EMEE 1000 mgkg
Quality Utrinary sedi

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M04044 8.0 & - - - - ES light yellow - . - - + -
M04045 7.5 EY - - - - * light yellow - - - - + -
M04046 8.0 + - - - - * light yellow - - - - * -
M04047 7.0 + - + - - % light yellow - - - - + -
M04048 8.0 3 - - - - + light yellow - - - - + -

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

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

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

Bilirubin, -: negative; +: 0.5 S and < 2.0 mg/dL; 2+: 2.0 < and < 6.0 mgfdL; 3+: 6.0 <and < 10.0 mg/dL; 4+: 10.0 mg/dL 5

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

Urobilinogen, =:normal; +: 2.0<and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0 <and < 12,0 mg/dL; 4+; 2.0 mg/dL <

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

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

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

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

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

Epithelial cells, -: not observed; +: a few; +: abundant
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AEREF R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 23-2-2(continued). Urinalysis in male rats of the recovery period

EMEE 1000 mgkg
Electrolyte, density Electrolyte, gross volume

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

M04044 21.6 1.035 78.9 169.3 102.1 1.70 3.66 2.21
M04045 21.8 1.050 113.6 218.1 130.5 2.48 475 2.84
M04046 27.1 1.040 61.8 167.7 80.0 1.67 455 2.17
M04047 14.5 1.062 114.2 269.2 157.5 1.66 3.90 2.28
M04048 28.7 1.037 78.0 164.0 93.3 2.24 4,71 2.68

Number of males S 5 5 5 5 5 5 5
Mean 227 1.045 89.3 197.6 112.7 1.95 4.31 2.44
SD. 5.6 0.011 23.5 45.7 312 0.38 0.50 0.30
Significance NS NS NS NS NS NS NS NS
Statistical method TT 1T TT TT T TT T TT

S.G.: Specific gravity

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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HEBREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-1-1. Urinalysis in female rats, satellite group

Control (vehicle: water for injection)

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

F05049 80 = - - - - P light yellow - - - - + B
F05050 7.0 + - - - - ES fight yellow - - - - ® -
F05051 70 - - - - - + light yellow - - - - - -
F05052 7.0 - - - - - + light yellow - - - - + -
F05053 7.0 - - - - - * tight yellow - - - - + -

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

Glucose, -: negative; : 30 Land < 70 mg/dL; +: 70 < and < 150 mg/dL; 2+: |50 £ and < 300 mg/dL; 3+: 300 £and< 1,000 mg/dL; 4+: 1,000 mydL <

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

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

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

Urobilinogen, =+ :nomal; +: 2.0 < and < 4.0 mg/dL; 2+: 4.0 < and < 8.0 mgfdL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mgidL g

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

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

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

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

Cristals, -: not cbserved; *: a few; +: abundant

Epithelial cells, -: not observed; =: a few; +: abundant
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BEBRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-1-1(continued). Urinalysis in female rats, satellite group

Control (vehicle: water for injection)

Electrolyte, density Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEg/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F05049 12.9 1.064 129.7 281.4 157.7 1.67 3.63 2.03
F05050 6.9 1.059 73.4 162.3 75.0 0.51 1.12 0.52
F05051 25.8 1.034 60.5 160.1 85.3 1.56 . 4.13 2.20
F05052 14.8 1.035 62.2 159.1 77.6 0.92 2.35 1.15
F05053 8.7 1.056 74.4 177.9 77.4 0.65 v 1.55 0.67

Number of females 5 5 5 5 5 5 5 5
Mean 13.8 1.050 80.0 188.2 94.6 1.06 2.56 1.31
S.D. 7.4 0.014 28.5 52.7 355 0.53 1.30 0.77

S.G.: Specific gravity
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HEBREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-1-2. Urinalysis in female rats, satellite group

EMEE 1000 mgkg
Quality Urinary sediments
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

F06059 7.0 - - - - - + light yellow - - - - E -
F06060 6.5 + - * - - * light yellow - - - - %
F06061 6.0 + - - - - ] light yellow - - - - + +
F06062 6.5 * - - - - * light yellow - - - - = -
F06063 6.0 + - E - - & light yellow - - - - - -

Protein, - negative, =1 105 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 mp/dL; +: 70 Sand < {50 mg/dL; 2+: 150 £ and < 300 mg/dL; 3+: 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dl <

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

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

Occult blood, - negative, +: 0.03 £ and < 0.06 mg/dL; +: 0.06 £ and < 0.20 mg/dL; 2+: 0.20 S and < 1.00 mg/dL; 3+: .00 mg/dL £

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

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

Red Blood cells, - not abserved; =: 1-9/3 visual field; +: 10-69/3 visual field; 2+ 100-299/3 visual field; 3+: =300/3 visual field

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

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

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

Epithelial cells, : not observed; +: a few; +: abundant
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ABRE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-1-2(continued). Urinalysis in female rats, satellite group

EMEE 1000 mgkg
Electrolyte, density Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F06059 14.0 1.054 922 171.2 81.8 1.29 2.40 1.15
F06060 11.0 1.068 127.2 2473 130.1 1.40 2.72 1.43
F06061 14.7 1.058 1114 2224 136.1 1.64 3.27 2.00
F06062 16.7 1.057 89.3 209.7 112.6 1.49 3.50 1.88
F06063 14.6 1.060 94.0 226.8 130.6 1.37 3.31 1.91

Number of females 5 5 5 5 5 5 5 5
Mean 14.2 1.059 102.8 2155 118.2 1.44 3.04 1.67
S.D. 2.1 0.005 16.1 28.2 22.2 0.13 0.46 0.37
Significance NS NS. NS NS NS NS NS NS
Statistical method AW TT TT TT TT AW TT TT

S.G.: Specific gravity

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.

258



HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-2-1. Urinalysis in female rats of the recovery period

Control (vehicle: water for injection)

Quality Urinary sedil
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
F05054 80 - - B - B * Tight yellow N N N N N :
F0S055 80 - - - - - * light yellow - - - - + -
F05056 7.5 - - - - - + light yellow - - - - ; -
FO5057 75 - - - - - * light yellow . - - - + -
F05058 8.0 - - - - - + light yellow - - - - + -

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

Glucose, - negative; +: 30 <and < 70 mg/dL; +: 70 < and < 150 mg/dL; 2+: 150 g and < 300 mg/dL; 3+: 300 <and < 1,000 mg/dL; 4+: 1,000 mg/dL <
Ketone, -: negative, +{(5<and < 10 mg/dL; +: 10 <and < 40 mg/dL; 2+: 40 < and < 80 mg/dL; 3+: 80 <and < 150 mg/dL; 4+: 150 mg/dL <
Bilirubin, - negative; +:0.5<and < 2.0 mg/dL; 2+: 2.0 S and < 6.0 mg/dL; 3+: 6.0 < and < 10.0 mg/dL; 4+: 10.0 mg/dL <

Oceult blood, -2 negative; +: 0.03 <and < 0.06 mg/dL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20 < and < 1.00 mg/dL; 3+: 1.00 mg/dL<
Urobilinogen, = : normal; +: 2.0 <and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0 <and < 12.0 mg/dL; 4+: 12.0 mg/dL <

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

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

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

Casts, «: not observed; = 1-9/3 visual field; +: 10-99/3 visual field; 2+: 100-295/3 visual field; 3+: =300/3 visual field

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

Epithelial cells, ~: not observed; %: a few; +: abundant
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AEREF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-2-1(continued). Urinalysis in female rats of the recovery period

Control (vehicle: water for injection)

Electrolyte, density Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEqg/L mEq/24hr mEqg/24hr mEq/24hr

F05054 9.3 1.064 94,1 271.1 155.7 0.88 2.52 1.45
F05055 164 1.045 108.9 212.3 124.6 1.79 3.48 2.04
F05056 11.0 1.059 123.1 289.1 166.2 1.35 3.18 1.83
F05057 16.2 1.052 110.5 251.2 139.7 1.79 4.07 2.26
F05058 12.0 1.054 114.1 257.8 155.0 1.37 3.09 1.86
Number of females 5 5 5 5 5 5 5 5
Mean 13.0 1.055 110.1 256.3 148.2 1.44 3.27 1.89
S.D. 32 0.007 10.5 28.5 16.2 0.38 0.57 0.30

S.G.: Specific gravity
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-2-2. Urinalysis in female rats of the recovery period

EMEE 1000 mgkg
Quality Urinary sediments
Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Colar Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

FG6064 80 - - - - - * light yellow - - - - * -
FG6065 70 - - - - - + light yellow - - - - E3 -
F{6066 6.5 - - - - - * light yellow - - - - - -
F06067 70 - - - - - * light yellow - - - - - -
F06068 6.0 - - - - 2+ * light yellow - - - - *= =

Protein, -: negative; #: 10gand < 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 gand < 70 mg/dL; +: 70 < and < 150 mg/dL; 2+: {50 g and < 300 mg/dL; 3+: 300 and < 1,000 mg/dL; 4+: 1,000 mg/dL <

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

Bilirubin, - negative; +1 0.5 Sand < 2.0 mg/dL; 2+: 2.0 sand < 6.0 mg/dL; 3+: 6,0<and < 10.0 mg/dL; 4+: 10.0 mg/dL g

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

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

Turbidity, - negative; 1 trace; +: slight; 2+ moderate; 3+: marked

Red Blood cells, -: not observed; £ 1-5/3 visual field; +: 10-99/3 visual field; 2+: 100-299/3 visual field, 3+: =300/3 visual field

White Blood cells, - not observed; =: 1-5/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: =300/3 visual field

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

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

Epitheliat cells, -: not observed; +: a few; +: abundant
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HBREH S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 24-2-2(continued). Urinalysis in female rats of the recovery period

EMEE 1000 mgkg

Electrolyte, density

Electrolyte, gross volume

Female No. Urine volume S.G. Na K Cl Na K Cl
mL/24hr mEq/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F06064 12.7 1.044 93.1 153.8 90.5 1.18 1.95 1.15
F06065 12.9 1.049 96.1 199.9 105.6 1.24 2.58 1.36
F06066 19.2 1.035 87.2 160.7 95.4 1.67 3.09 1.83
F06067 157 1.026 39.0 66.8 35.0 0.61 1.05 0.55
F06068 16.2 1.041 86.3 191.9 100.4 1.40 3.11 1.63
Number of females 5 5 5 5 5 5 5 5
Mean 15.3 1.039 80.3 154.6 85.4 1.22 2.36 1.30
S.D. 2.7 0.009 23.5 52.9 28.7 0.39 0.87 0.49
Significance NS * * ok *¥ NS NS NS
Statistical method TT TT TT TT TT TT TT TT

S.G.: Specific gravity

Significantly different from the control group (*: P<0.05, **: P<(.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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ABREF F R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 25-1-1. Hematological findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. RBC HGB Hematocrit MCV MCH MCHC Piatelet PT APTT WBC Neutrophil Eosinop hil Basophil Monocyte  Lymphocyte Reticulocyte
10000/ul g/dL % fL PE g/dL 10000/uL sec. sec. 100/uL % % % % % %

MO100% 831 15.3 43.6 52.5 18.4 35.1 106.5 19.4 278 97.1 14.2 1.5 0.1 4.0 80.2 373
M01002 936 15.7 438 46.8 16.8 358 99.8 20.1 238 1142 232 1.1 0.0 5.0 70.7 2.88
M01003 781 14.7 432 549 18.7 34.0 91.0 20.1 27.0 72.0 17.6 1.8 0.1 36 765 3.52
M(1004 872 14.7 424 48.6 16.9 34.7 122.3 26.1 26.1 64.8 212 3.2 0.0 43 713 375
M01005 855 15.4 45.1 52.7 18.0 34,1 102.1 24.4 30.5 75.8 15.8 1.3 0.0 4.4 78.5 3.12
Number of males 5 5 5 5 S 5 5 5 5 5 N 5 5 5 s 5
Mean 856 15.2 436 511 17.8 347 104.3 22.0 27.0 84.8 18.4 1.8 0.0 43 75.5 3.40

S.D. 55 0.4 1.0 33 0.9 0.7 1.5 3.0 2.4 20.4 37 0.8 0.1 05 4.3 0.39
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RERZE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period
EMEE 62.5 mgkg

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte  Lymphocyte  Reticulocyte
10000/l gdL % fL. P8 gdL 10000/uL. sec. sec. 100/uL. % % % % % %
M02013 832 144 40.9 49.2 17.3 352 1145 17.7 25.7 112.6 26.7 1.8 0.0 4.6 66.9 3.19
M02014 ' 870 14.6 40.9 47.0 16.8 35.7 114.1 218 272 101.3 222 22 0.0 39 7.7 2.55
M02015 847 153 43.6 515 18.1 35.1 99.8 192 28.1 70.4 10.8 1.7 0.0 4.1 834 3.06
M02016 874 16.1 458 524 18.4 35.2 812 26.0 286 60.8 14.6 2.0 0.0 3.8 79.6 2.50
M02017 924 15.6 44.4 48.1 16.9 35.1 114.5 35.0 34.1 65.5 212 1.8 0.0 6.3 70.7 2.92
Number of males 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5 5
Mean 869 15.2 43.1 49.6 17.5 353 10483 239 28.7 82.1 19.1 1.9 0.0 4.5 745 2.84
S.D. 35 0.7 22 2.3 0.7 0.3 14.6 6.9 32 233 6.3 0.2 0.0 1.0 6.8 0.31
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DU DU AN AN DU AN AN DU AN AN KW AN AN AN DU
NS: Not significantly different from the control group.

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

DU: Analysis by Dunanett’s test.

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.
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HEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period
EMEE 250 mgrkg

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrop hil Eosinop hil Basophil Monocyte  Lymphocyte Reticulocyte
10000/uL gidL % L pg gdL 10000/L. sec. sec. 100/l % % % % % %
M03025 845 15.0 432 51.1 17.8 347 93.9 319 329 66.4 104 17 0.0 6.0 81.9 312
M03026 821 14.9 433 52.7 18.1 344 82.5 18.4 239 88.8 (9.8 14 0.0 44 74.4 251
M03027 811 14.6 434 53.5 18.0 33.6 96.7 242 305 92.4 117 16 0.0 4.0 82.7 230
M03028 854 145 413 48.4 17.0 35.1 1143 312 306 90.1 (4.9 1.4 0.0 5.7 78.0 2.63
M03029 853 14.9 42.8 50.2 17.5 34.8 110.8 33.2 279 86.3 16.1 15 0.0 4.5 719 2.38
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 837 148 428 51.2 17.7 345 99.6 278 29.2 84.8 14.6 1.5 0.0 4.9 79.0 2.59
S.D. 20 0.2 0.9 2.0 0.4 0.6 13.0 6.3 34 10.5 3.7 0.1 0.0 0.9 3.4 0.32
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS **
Statistical method AN DU DU AN AN DU AN AN DU AN AN KW AN AN AN 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 lay out).

UA: Unable to be analy zed because the value in the treated group was the same as the value in the contral group.
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ABREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period

EMEE 1000 mgkg
Mzele No. RBC HGB Hematocrit MCvV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL. g/dL % fL P8 g/dL 10000/uL sec. s€C. 100AL % % % % % %

M(4037 789 138 414 52.5 17.6 336 7.2 19.6 259 60.4 31.6 0.2 0.0 55 62.7 1.76
M04038 790 13.5 39.7 50.3 i7.1 340 99.5 19.1 218 394 223 0.3 0.0 5.8 71.6 2.55
M 04039 792 142 417 522 17.9 34.1 70.0 15.1 202 67.9 10.4 2.4 0.0 50 82.2 1.57
M04040 828 14.0 40.6 49.0 16.9 345 69.5 26.9 26.9 60.9 20.0 0.5 0.0 59 73.6 2.07
M 04041 836 13.7 40.7 48,7 16.4 337 110.2 17.7 23.1 128.7 6.6 0.2 0.1 44 88.7 1.61
Number of males 5 5 5 5 5 3 5 5 5 5 5 5 5 5 5 5
Mean 807 13.9 40.8 50.6 17.2 340 84.3 19.7 236 71.5 18.2 0.7 0.0 5.3 75.8 1.91
$.D. 23 0.3 0.8 1.9 0.6 0.4 19.2 4.4 2.8 337 9.9 0.9 0.0 0.6 10.0 0.41
Significance NS ** * N§ NS NS NS NS NS NS NS NS NS NS NS§ **
Statistical method AN DU DU AN AN DU AN AN DU AN AN KW AN AN AN 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 analy zed because the value in the treated group was the same as the value in the control group.
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REAEF 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period

Control {vehicle: water for injection)

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WRC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/pL gdL % fL P8 g/dL 10000/uL sec. SEC. 100/uL Y % % % % %

MO1008 831 15.0 42.7 51.4 18.1 35.1 92.8 20.5 22.2 79.0 153 0.6 0.0 3.0 81.1 mn
M01009 846 14.6 43.0 50.8 17.3 340 99.5 207 230 83.5 15.0 1.7 0.0 1.9 81.4 136
MO01010 819 15.0 437 53.4 18.3 34.3 87.2 224 24.0 70.8 23.6 2.4 0.0 37 70.3 4.14
MO1G11L 819 15.1 432 52.7 18.4 35.0 116.9 26.1 24,5 51.3 13.7 2.1 0.2 39 80.1 2.89
M01012 832 14.2 414 45.8 17.1 34.3 104.2 22.6 27.2 52.3 142 1.3 0.0 34 81.1 2.97
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 829 14.8 428 51.6 178 34.5 100.1 225 242 674 16.4 1.6 0.0 32 78.8 3.42

S.D. tl 0.4 0.9 1.4 0.6 0.5 11.4 2.2 1.9 14.9 4.1 0.7 0.1 0.8 4.8 0.52
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HEE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 25-2-2. Hematological findings of male rats at the end of the recovery period

EMEE 1000 mgkg

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

M04044 838 147 42.8 51.1 17.5 343 100.3 28.6 26.1 53.6 144 3.0 0.2 2.2 80.2 3.5

" M04045 802 13.0 385 48.0 16.2 33.8 1153 13.1 19.5 78.3 19.7 1.5 0.0 2.7 76.1 3.60
M04046 837 14.1 40.1 47.9 16.8 352 121.0 18.5 22.1 60.2 15.0 1.7 0.0 3.7 79.6 2.85
M04047 878 14.1 403 459 16.1 35.0 93.5 255 275 § 630 375 1.7 0.0 37 57.1 3.67

M 04048 892 14.7 43.7 49.0 16.5 33.6 80.1 36.2 295 § 423 42.3 3.1 0.0 2.4 52.2 2.99
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 849 14.1 41.1 484 16.6 34.4 102.0 24.4 249 59.5 25.8 22 0.0 2.9 69.0 337

S.D. 36 0.7 2.1 19 0.6 0.7 16.5 9.0 4.1 13.2 13.2 0.8 0.1 0.7 13.3 0.42
Significance NS NS NS * * NS NS NS NS NS NS NS NS NS NS NS
Statistical method AW TT TT TT TT TT TT AW TT TT AW TT T TT TT TT

§, Remeasurement

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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AERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 26-1-1. Hematological findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrop hil Eosinop hil Basophil Monocyte  Lymphocyte Reticulocyte
10000/pL g/dL % fL pg gdL 10000/uL SEC. 5€C. 100/uL % % % % % %

F01001 686 12.8 38.5 56.1 18.7 332 119.7 14.1 19.9 1204 32.7 0.9 0.0 2.5 63.9 7.39

F01005 723 13.6 40.8 56.4 18.8 333 127.3 14.1 174 117.5 429 0.9 0.0 6.7 49.5 83.42

F01006 675 12.9 384 56.9 19.1 33.6 109.0 14.8 19.9 108.1 29.0 0.7 0.0 38 66.5 743

F01008 637 13.1 406 63.7 20.6 323 1223 13.0 18.1 130.1 365 0.4 0.0 4.4 58.7 12.99

F01009 639 12.3 36.5 57.1 19.2 33.7 114.2 13.1 17.4 124.7 325 0.8 0.1 4.1 62.5 6.77

Number of females 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5

Mean 672 12.9 39.0 58.0 19.3 33.2 118.5 13.8 18.5 120.2 347 0.7 0.0 43 60.2 8.60

S.D. 36 0.5 1.8 3.2 0.8 0.6 7.1 0.8 1.3 8.2 53 0.2 0.0 1.5 6.6 2.52
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period

EMEE 62.5 mgkg

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinop hil Basophil Monocyte  Lymphocyte  Reticulocyte
10000/pL wdL % L pg g/dL 10000/uL sec. sec. 100/uL % % % % % %
FQ2014 670 136 40.0 59.7 20.3 34.0 97.4 14.2 16,7 97.3 21.6 0.9 0.0 31 74.4 7.77
FO2016 707 13.5 40.3 57.0 19.1 335 1225 14.3 19.3 1254 19.0 1.4 0.0 44 75.2 7.58
F02021 698 12.8 38.1 54.6 8.3 336 136.4 13.6 20.3 178.0 41.6 0.9 0.1 44 53.0 6.10
F02022 663 12.7 36.9 55.7 19.2 344 1478 122 19.1 10L.3 56.4 0.5 0.0 59 37.2 8.26
F02024 683 13.5 41.0 60.0 19.8 32.9 139.0 13.9 20.0 69.4 31.0 0.3 0.0 5.6 63.1 11.33
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 684 132 393 57.4 19.3 337 128.6 13.6 19.1 114.3 339 0.8 0.0 4.7 60.6 8.21
S.D. 18 0.4 1.7 2.4 0.8 0.6 19.7 0.9 1.4 40.8 15.4 0.4 0.0 1.1 15.9 1.92
Significance NS NS NS NS NS N§ N§ N§ NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN KW AN KW KW KW Kw AN AN AN AN
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout}.
UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 26-1-3. Hematological findings of female rats at the end of the dosing period

EMEE 250 mg/kg
Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte  Lymphocyte Reticulocyte
10000/l gdL Yo fL pg gdL 10000/uL sec. S€C. 100/pL % % % % % Yo
F03026 637 12.1 369 579 19.0 328 129.6 14.1 17.7 123.5 26.7 0.6 0.0 31 69.6 9.81
F03031 630 117 353 56.0 18.6 33.1 130.1 13.5 18.1 112.6 39.6 04 0.0 33 56.7 791
F03032 738 13.4 40.3 54.6 18.2 333 118.7 13.6 18.1 120.0 352 32 0.0 44 57.2 5.20
F03034 660 12.6 377 57.1 19.1 334 127.9 14.1 17.9 954 35.0 09 0.1 44 59.6 10.24
F03035 662 - 122 37.1 56.0 18.4 32.9 128.8 15.1 18.5 949 30.5 0.5 0.0 4.1 64.9 6.70
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 665 124 375 56.3 18.7 33.1 127.0 14.1 18.1 1093 334 1.1 0.0 39 61.6 7.97
$.D. 43 0.6 1.8 1.3 0.4 0.3 4.7 0.6 0.3 13.5 4.9 12 0.0 0.6 5.5 2.11
Significance NS NS NS NS NS NS NS NS NS N§ NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN KW AN KW KW Kw KwW AN AN AN AN
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
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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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 26-2-1. Hematological findings of female rats at the end of the dosing period, satellite group

Control (vehicle: water for injection)

Female No. ~ RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basop hil Monocyte  Lymphocyte Reticulocyte
10000/uL gdL % fL pg g/dL 10000/uL sec. sec. 100/l % % % % % %
F(5049 791 15.6 434 54.9 19.7 359 814 119 16.6 89.4 11.3 L1 0.1 2.8 84.7 3.29
F05050 795 14.7 414 52.1 18.5 355 1019 13.3 17.2 81.1 14.1 1.6 0.0 4.3 80.0 2.01
FO05051 742 142 40.7 54.9 19.1 349 112.8 125 18.4 96.7 10.5 12 0.0 23 86.0 3.55
F05052 839 147 414 49.3 17.5 355 112.8 124 20.8 422 73 19 0.0 2.4 88.4 2.05
F05053 758 14.6 41.6 54.9 19.3 35.1 94.0 13.7 18.5 35.8 17.0 3.1 0.0 2.0 719 4.02
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 785 14.8 41.7 53.2 18.8 354 100.6 12.8 18.3 69.0 120 1.8 0.0 28 834 2.98

$.D. 33 0.5 1.0 2.5 0.9 0.4 13.3 0.7 1.6 28.1 3.7 0.8 0.0 0.9 4.3 0.91
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RERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 26-2-2. Hematological findings of female rats at the end of the dosing period, satellite group

EMEE 1000 mg’kg

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

10000/ul gdL % fL pg g/dL 10000/uL sec. sec. 100/uL Y% % % Y% % %
F06059 781 144 41.8 535 18.4 34.4 65.8 13.6 17.0 806 100 1.0 0.0 3.8 852 1.48
FO6060 837 14.4 40.9 48.9 172 352 50.5 13.6 18.0 43.1 100 2.1 0.0 37 842 1.94
FO6061 772 13.2 386 50.0 17.1 342 90.3 13.3 16.7 67.0 13.0 0.7 0.0 3.0 833 1.47
F06062 730 3.2 38.9 533 18.1 339 72.6 13.3 218 84.4 9.0 14 0.0 23 873 1.42
F06063 719 13.2 38.3 533 18.4 34.5 78.9 13.3 17.6 69.8 12.5 1.3 0.0 5.0 81.2 1.40
Number of females 5 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5
Mean 768 137 39.7 51.8 7.8 344 71.6 134 18.2 69.0 10.9 1.3 0.0 36 342 1.54
S.D. 47 0.7 1.6 2.2 0.6 0.5 14.9 0.2 2.1 16.2 1.7 0.5 0.0 1.0 23 0.22
Significance NS§ * * NS N§ ** * NS NS NS NS NS NS NS N§ *
Statistical method TT TT TT TT TT TT TT AW TT TT TT TT TT 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 analy zed because the value in the treated group was the same as the value in the control group.
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RERES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of [-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 26-3-1, Hematological findings of female rats at the end of the recovery period

Control (vehicle: water for injection)

Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
100004L odL % fL pg gidL 10000/ sec. sec. 100/l % % % % % %

F(5054 77 14.0 399 51.8 18.2 35.1 97.0 13.4 16.6 352 16.4 2.6 0.0 5.7 75.3 2.93

FO5055 804 152 446 55.5 18.9 34.1 97.6 121 18.3 337 109 1.8 0.0 42 83.1 3.82

FQ5056 813 145 414 50.9 17.8 35.0 88.4 129 17.3 37.2 10.4 1.9 0.0 19 85.8 242

FO5057 802 14.6 414 51.6 18.2 353 108.8 13.0 20,2 53.6 17.3 34 0.0 58 73.5 329

F05058 771 14.1 40.0 51.9 18.3 35.3 100.8 11.7 16.6 40.1 19.5 2.0 0.0 52 733 232

Number of females 5 5 5 5 N ] 5 5 5 5 5 5 5 5 5 5

Mean 792 14.5 415 523 18.3 35.0 98.5 12.6 17.8 40.0 149 2.3 0.0 4.6 78.2 2.96

S.D. 20 0.5 1.9 1.8 0.4 0.5 7.4 0.7 1.5 8.0 4.0 0.7 0.0 1.6 5.8 0.62
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REBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period

EMEE 1000 mg/kg

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

10000/uL gdL % fL pg g/dL 10000/uL sec. sec. 100/uL % % % % % %
F06064 815 15.0 42.4 52.0 18.4 354 108.7 13.0 18.4 437 22.4 2.1 0.0 32 72.3 2.73
F06065 846 14.9 429 50.7 17.6 347 78.7 13.2 18.0 40.3 11.9 3.0 0.0 35 81.6 1.09
F06066 796 14.3 40.8 513 18.0 35.0 101.2 13.2 22.2 29.2 (3.6 2.1 0.0 2.1 82.2 225
F06067 813 143 41.7 51.3 17.6 343 99.5 124 16.9 23.0 217 26 0.0 2.2 73.5 243
F06068 790 14.5 41.6 52.7 18.4 34.9 121.2 13.2 18.4 37.2 19.4 1.6 0.0 35 75.5 3.76
Number of females 5 5 5 5 5 5 5 5 5 5 3 5 S 3 5 5
Mean 812 14.6 41.9 5t.6 18.0 34.9 101.9 13.0 18.8 347 17.8 23 0.0 29 77.0 245
SD. 22 0.3 0.8 0.8 0.4 0.4 15.5 0.3 2.0 8.5 4.8 0.5 0.0 0.7 4.6 0.96
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT T TT TT TT TT TT TT TT TT TT TT T

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.

275



REBRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 27-1-1. Biochemical findings of male rats at the end of the dosing period

Control {vehicle: water for injection)

Male Neo. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilinibin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L U/L UL pumol/L mg/dL mg/dL mg/dL U/L
MO01001 57 3.6 1.7 152 37 34 70 70 36 0 183 9.8 16 0.5 0.06 539
M01002 5.8 3.8 1.90 125 40 45 79 70 35 [ 58 14.4 14 0.4 0.07 465
MO1003 59 3.6 1.57 129 44 27 69 54 22 0 115 8.1 14 0.5 0.06 613
MO1004 5.8 3.7 1.76 124 34 56 65 56 30 0 175 17.0 13 0.4 0.05 523
MOG1005 5.6 34 1.55 128 29 42 67 60 21 0 38 74 14 0.5 0.05 679
Number of males S H 5 . N 5 5 5 5 5 5 s 5 5 5 5 5
Mean 58 3.6 1.70 132 37 41 70 62 29 0 114 11.3 14 0.5 0.06 564
S.D. 0.1 0.1 0.14 12 6 11 5 8 7 L] 66 4.2 i 0.1 0.01 83

Control (vehicle: water for injection)

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEg/L mEg/L

M01001 6.0 9.2 144.2 4.08 105.6
M01002 52 9.5 144.5 371 106.3
M01003 5.6 9.1 146.7 3.99 106.1
M01004 5.6 9.5 146.4 379 108.1
M01005 5.8 9.3 145.3 3.95 105.6
Number of males 5 5 5 5 5
Mean 56 93 145.4 3.90 106.3
S.D. 03 0.2 1.1 0.15 1.0
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AR E S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period
EMEE 62.5 mgkg

Male No. Total protein Albumin AIG Glucose  Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubim ALP
g/dL gdl mg/dL mg/dL mgdL mg/dL UL UL UL UL umel/L mg/dL mgdL me/dL UL
MO02013 5.8 36 1.64 141 47 55 84 64 33 0 110 6.7 16 0.5 0.05 466
MO02014 5.5 3.5 1.75 142 34 38 66 67 29 0 355 5.7 14 0.5 0.05 503
M02015 5.6 36 1.80 120 48 19 77 54 25 0 85 4.9 17 0.5 0.05 713
MO02016 54 35 1.84 140 37 68 75 56 29 0 252 49 12 0.4 0.04 477
M020L7 4.8 3.2 2.00 139 41 49 76 74 36 0 51 6.2 14 0.4 0.05 421
Number of males 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 54 3.5 1.81 136 41 46 76 63 30 0 171 5.7 15 0.5 0.05 516
S.D. 04 0.2 0.13 9 6 13 6 8 4 0 128 0.8 2 0.1 0.00 114
Significance NS NS NS NS NS NS NS NS NS NS NS * NS NS NS NS
Statistical method DU AN AN AN AN AN AN AN KW DU AN DU DU AN AN DU

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

NS: Not sigaificantly different from the coatrol group.

DU: Analysis by Dunnett's test.

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.

EMEE 62.5 mgkg

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEgL mEq/L

M02013 6.1 9.5 145.2 4,16 105.8
M02014 57 93 145.6 367 107.2
MO2015 6.3 9.2 145.8 3.86 108.4
MO2016 6.4 9.4 147.0 394 1074
MO2017 7.1 9.2 146.0 373 107.0
Number of males 5 5 5 5 5
Mean 6.3 9.3 145.9 387 107.2
$.D. 0.5 0.1 0.7 0.19 0.9
Significance NS NS NS N§ NS
Statistical method AN AN DU Kw DU

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

NS: Not significantly different from the control group.

DU: Analysis by Durmett's test.

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 sare as the value in the control group.
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FRERE = R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period

EMEE 250 mgkg
Male No. Total protein Albumin A/G Glucose  Totalcholesterol  Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdL gdL mg/dL mg/dL mg/dL mgdL U/L UL UL UL pmollL mg/dL mg/dL mg/dL UL
M03025 54 35 1.84 158 36 30 68 66 34 0 65 10.1 16 0.5 0.07 415
MO03026 5.4 36 2.00 148 43 55 83 52 24 0 49 16.5 14 0.4 0.06 662
M03027 55 37 2.06 147 39 26 71 49 23 0 219 11,9 14 04 0,04 471
M(3028 52 34 1.89 142 39 32 72 70 34 ¢ 103 13.0 14 0.4 0.09 460
M03029 54 3.6 2.00 140 37 45 75 61 33 4 118 6.7 13 0.5 0.05 465
Number of males 5 3 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 54 36 [.96 147 39 38 74 60 30 0 111 1.6 14 0.4 0.06 495
S.D. Q.1 Q.1 099 7 3 12 [J 9 6 0 67 3.6 1 0.1 0.02 96
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN AN AN AN AN AN AN KW DU AN DU DU AN AN DU

NS: Not significantly different from the control proup.

DU: Analysis by Dunnett's test.

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.

EMEE 250 mgkg

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mgdl  mEqgL mEq/L mEq/L

M03025 6.0 8.9 144.1 387 105.8
M03026 5.1 9.4 1448 4.06 1072
M03027 6.0 9.2 145.6 383 105.4
M03028 5.9 9.1 1451 4.06 107.7
M03029 5.7 9.2 145.2 3.84 107.2
Number of males 5 5 5 5 5
Mean 5.7 9.2 145.0 393 106.7
S.D. 0.4 0.2 0.6 0.12 1.0
Significance NS NS NS NS NS
Statistical method AN AN DU KW DU

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

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.
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period
EMEE 1000 mg'kg

Male No. Total protein Albumin AlG Gilucose Total cholesterot Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dl mg/dL mg/dL mg/dL UL UL UL UL umol/L mg/dL mg/dL mg/dL U/L
M 04037 57 3.8 2.00 144 52 14 86 73 45 2 76 79 19 0.6 0.07 253
M04038 54 3.8 238 152 33 30 69 90 " 1 nn 16.6 15 0.6 0.07 499
M04039 52 32 1.60 109 41 17 70 57 29 1 57 73 16 0.5 0.06 324
M 04040 5.1 32 1.68 134 40 16 71 105 132 2 109 10.1 19 0.4 0.06 290
M 04041 5.3 34 1.79 141 51 55 96 68 47 0 198 9.9 16 0.5 0.10 424
Number of males 5 5 5 s 5 5 s s 5 5 5 5 5 5 N 5
Mean 53 3.5 1.89 136 43 26 78 7% 65 1 102 10.4 17 0.5 0.07 358
$.D. 0.2 0.3 0.31 16 8 17 12 19 40 { 57 3.7 2 0.1 0.02 101
Significance d NS NS NS NS NS NS NS NS e NS§ NS§ . NS NS *
Statistical method DU AN AN AN AN AN AN AN KW DU AN DU DU AN AN DU

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

NS: Not significantly different from the control group.

DU: Analysis by Dunnett’s test.

AN: Analysis by variance (one-way 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.

EMEE 1000 mpkg

MaleNo. | Inorganic phosphorus Ca Na K Ct

mg/dl mg/dL mEq/L mEq/L mEq/L

MQ4037 4.8 9.2 143.0 4.08 104.5

M(4038 6.3 9.5 1417 880 § 1044
M04039 5.5 92 1446 382 1053 §

M04040 6.2 88 1447 338 106.4

M04041 5.9 9.4 1442 391 1059

Number of males 5 5 5 5 5

Mean 5.7 9.2 143.6 4.90 105.3

S.D. 0.6 0.3 1.3 218 0.9

Significance NS NS * NS NS

Statistical method AN AN DU KW DU

§, Remeasurement

Significantly different from the contro! group (*: P<0.0S, **: P<0.01).

NS: Not significantly different from the controf group.

DU: Agalysis by Dunnett's test.

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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RRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Total protein Albumin A/G Glucose  Total cholesterol ~ Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/dL mg/dL mg/dL mg/dL mg/dL U/L U/L UL UL pmol/L mg/dL mg/dL mg/dL UL
MO1008 5.6 36 1.80 147 33 14 59 75 45 0 139 8.5 17 0.7 0.06 412
MO1009 5.5 36 1.89 141 28 28 60 64 25 0 65 63 14 0.5 0.07 592
MO1010 52 35 2.06 140 38 20 64 73 27 0 194 85 15 0.5 0.05 334
Molon 54 3.6 2.00 123 43 18 67 65 27 0 6l 93 13 0.5 0.06 517
MO01012 5.5 34 1.62 133 44 13 69 64 25 0 143 10.9 14 0.6 0.04 464
Number of males 5 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5
Mean 54 35 1.87 137 37 19 64 68 30 0 120 8.7 15 8.6 0.06 464
S.D. 0.2 0.1 0.17 9 7 6 4 5 9 Q 57 1.7 2 0.1 0.01 98

Control {vehicle: water for injection)

Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEqg/L mEq/L mEq/L
M01008 6.3 8.6 143.7 392 105.8
MO01009 59 83 143.3 3.88 110.0
MO1010 5.7 8.5 146.0 3.89 109.5
MOLo11 55 82 145.0 3.83 109.4
Mo1012 5.2 8.3 146.6 3.69 110.1
Number of males 5 5 5 5 5
Mean 5.7 84 144.9 3.84 109.0
SD. 04 0.2 1.4 0.09 1.8
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ARE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 27-2-2. Biochemical findings of male rats at the end of the recovery period

EMEE 1000 mgkg
Male No. Total protein Albumin AlG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL gdL mg/dL mg/dL mg/dL mg/dL UL U/L UL U/L pmol/L mg/dL mg/dL mg/dL UL
M04044 54 3.6 2.00 192 41 19 69 59 26 0 82 4 13 0.6 0.06 507
M04045 6.1 3.7 1.54 141 51 19 73 63 30 0 107 iLs 15 0.6 0.05 447
MO4046 56 36 1.80 121 65 35 90 4 25 [} 62 57 14 0.5 0.07 438
MO04047 53 34 L.79 132 38 19 66 81 32 0 91 100 16 0.6 0.05 455
M 04048 59 37 1.68 130 52 18 77 75 31 0 298 9.8 16 0.6 0.07 419
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S
Mean 5.7 3.6 1.76 143 49 22 75 70 29 0 128 9.7 15 0.6 0.06 453
S.D. 0.3 0.1 0.17 28 11 7 9 9 3 0 96 24 1 0.0 0.01 33
Significance NS NS NS NS NS NS * NS NS NS NS NS NS NS NS NS
Statistical method T TT TT T 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.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.

EMEE 1000 mgkg
Male No. Inorganic phospherus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M04044 57 8.6 146.2 4.29 108.1
M04045 59 8.8 143.1 4.11 107.6
M04046 5.1 89 144.6 39 107.1 §
MO4047 5.0 8.0 145.1 3.66 108.8
M04048 4.5 8.3 145.8 3.77 109.8
Number of males 5 5 5 5 5
Mean 52 8.5 145.0 3.95 108.3
S.D. 0.6 0.4 1.2 0.25 1.1
Significance NS§ NS NS NS§ N§
Statistical method TT TT TT T 1T

§, Remeasurement
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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REBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 28-1-1. Biochemical findings of female rats at the end of the dosing period

Control (vehicle: water for injection)

Female No. Total protein Albumin AlG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdl g/dL mg/dL mg/dL mg/dL mg/dL UL U/L UL UL umol/L mg/dL mg/dL mg/dL UL
F01001 5.8 4.1 2.41 121 45 50 97 85 38 0 107 119 18 0.6 0.10 242
F01005 6.0 4.1 2.16 109 56 20 113 103 43 0 76 20.0 14 0.5 0.12 255
F01006 5.4 3.6 2.00 124 36 43 83 72 35 0 94 17.6 I8 0.5 0.09 170
F01008 6.6 4.4 2.00 129 67 53 141 114 53 0 143 14.5 14 0.6 0.10 230
F01009 6.3 4.4 2.32 117 66 20 133 150 75 0 243 9.2 20 0.6 0.05 255
Number of females 5 5 5 5 5 5 H 5 5 5 5 5 5 5 5 5
Mean 6.0 4.1 2.18 120 54 37 113 105 49 0 133 14.6 17 0.6 0.09 230
0 66 4.3 3 0.1 0.03 35

S.D. 0.5 0.3 0.19 8 13 16 24 30 16

Control (vehicle: water for injection)

Femate No. Inorganic phosphorus Ca Na K cl

mg/dL. mg/dl.  mEq/L mEq/L mEq/L

FO1001 6.6 9.0 143.8 3.66 108.1
F01005 68 9.4 143.1 421 1110
F01006 6.3 85 1413 426 107.5
F01008 8.0 9.5 142.5 388 106.0
FO1009 6.0 9.0 143.7 3.65 107.1
Number of females S S 5 5 5
Mean 6.7 9.1 142.9 393 107.9

S.D. 0.8 04 1.0 0.29 1.9
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HBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 28-1-2. Biochemical findings of female rats at the end of the dosing period
EMEE 6.5 mgkg

Female No. Total protein Albumin A/G Glucose  Total cholesterol ~ Triglyceride Phospholipid AST ALT +-GTP LDH Bie acid BUN Creatinine Total bilirubin ALP
g/dL gdl mg/dL mg/dL mg/dL mg/dL UL UL UL UL umoi/L mg/dL mg/dL mg/dL UL
F020(4 5.4 3.6 2.00 114 42 47 92 100 52 0 90 133 19 0.5 0.11 387
Fg20i6 59 39 1.95 126 55 52 114 78 49 0 122 19.5 18 0.5 0.08 236
F02021 6.1 3.9 1.77 131 76 31 130 94 45 0 77 5.8 12 0.5 0.08 180
F02022 6.3 4,3 2.15 114 65 27 133 167 88 0 137 28.5 16 0.5 0.08 230
F02024 6.2 4.2 2.10 146 48 50 100 72 45 0 8% 47.9 15 0.5 0.08 170
Number of females 5 5 5 5 5 S 5 5 5 5 5 5 S 5 5 5
Mean 6.0 4.0 1.99 126 57 41 114 102 57 0 103 23.0 16 0.5 Q.09 241
S.D. 0.4 03 0.13 13 14 12 18 38 18 0 25 16.2 3 0.0 0.01 87
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS * NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW AN DU AN AN

Significantly different from the controf 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 analy zed because the value in the treated group was the same as the value in the control group.

EMEE 62.5 mgkg

Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mgdL mEyL mEg/L mEqL
F02014 6.9 8.9 141.2 3.80 107.2
F02016 53 8.8 142.2 in 108.5
F02021 6.8 9.5 1441 3.66 109.0
F02022 58 8.8 141.9 3.14 103.4
F02024 57 9.3 1434 3.69 108.4
Number of females 5 5 5 5 5
Mean 6.1 9.1 142.6 3.60 107.3
S.D. 0.7 0.3 1.2 0.26 2.3
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

NS: Not significantly different from the control group,

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

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

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed becanse the value in the treated group was the same as the value in the control group.
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FHERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period
EMEE 250 mgkg

Female No. Total protein Albumin AG Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Direct bilirubin BUN Creatinine Total bilirubin ALP
gL gdL wg/dl mg/dL mg/dL mg/dL U/L UL UL UL mg/dL mg/dl mgdl mg/dL UL
F03026 54 39 1.95 120 53 34 9% 71 37 0 58 122 15 0.5 0.08 215
F03031 56 38 2.11 133 64 37 108 72 45 0 160 82 10 0.5 Q.08 300
F03032 58 39 2.05 129 54 29 107 94 43 0 6l 110 17 0.5 0.08 235
F03034 59 4.0 2.11 122 36 30 80 93 28 [ 84 10.4 13 0.5 0.09 213
F03035 5.7 3.7 1.85 118 61 27 105 99 34 0 247 8.0 13 0.5 0.07 181
Number of femates 5 5 5 5 5 5 5 5 5 5 5 5 s 3 5 5
Mean 58 39 2.01 124 54 31 100 86 37 ] 122 10.0 14 0.5 0.08 229
S.D. Q.1 0.1 0.11 6 11 4 12 13 7 0 §l 1.8 3 0.0 0.01 44
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS * NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN KW AN DU 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.

EMEE 250 mg/kg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mgdL mEqL mEgL mEgL

F03026 5.7 9.0 141.7 3.69 107.5
F03031 6.3 8.9 146.0 377 110.8
F03032 6.0 9.1 1435 3.69 108.7
F03034 6.5 93 145.0 135 107.9
F03035 52 8.9 142.4 3.46 109.5
Number of females 5 5 5 5 5
Mean 59 9.0 143.7 3.59 108.9
S.D. 0.5 0.2 1.8 0.18 1.3
Significance NS N§ N§ NS§ N§
Statistical method AN AN AN AN AN

NS: Not significantly different from the control group.

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

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

DU: Analysis by Dunnett's test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
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FABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 28-2-1. 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 cholesterol Triglyceride Phospholipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdl g/dL my/dL mg/dL mg/dl mg/dL UL UL UL U/L pumol/L mg/dl mg/dL mg/dl UL
F05049 59 4.1 228 132 73 20 120 66 20 0 62 9.4 13 0.7 Q.09 289
FO5050 6.0 4.2 233 130 64 27 124 63 27 0 57 14.8 16 0.6 Q.14 229
F05051 6.2 44 244 102 79 17 134 94 31 0 102 14.8 22 0.7 0.10 198
FQ5052 6.5 4.6 242 133 81 42 141 60 35 0 48 10.0 16 Q.7 0.10 170
F05053 5.1 3.3 1.83 101 36 6 69 61 21 t 60 9.5 30 0.8 0.07 303
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5
Mean 59 4.1 226 120 67 22 118 69 27 0 66 11.7 19 0.7 0.10 238
S.D. 0.5 0.5 0.25 17 18 13 28 14 6 0 21 2.8 7 0.] 0.03 57

Control {vehicle: water for injection)

Fermale No. Inorganic phosphorus Ca Na K Cl

mg/dL mgdl  mEqL mEq/L mEq/L

F05049 5.8 9.2 1439 410 103.6
F05050 53 9.6 1444 385 107.1
FO05051 4.7 9.5 1447 392 107.5
F05052 4.0 9.9 1463 3.49 106.5
F05053 6.1 8.8 144.8 3.64 106.1
Number of females 5 5 5 5 5
Mean 52 94 144.8 3.80 106.2

SD. 0.8 04 0.9 Q.24 1.5
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HBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 28-2-2. Biochemical findings of female rats at the end of the dosing period, satellite group
EMEE 1000 mgkg

Femate No. Total protein Albumin AG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gidL gdL mg/dL mg/dL mg/dL mg/dL UL UL UL UL umolL mg/dL mg/dL mg/dL U/L
F06059 5.3 38 2,53 13 62 25 119 51 23 0 40 9.0 13 0.6 0.13 200
F06060 5.6 39 2.29 (17 68 17 124 55 20 0 59 1.7 19 0.6 0.11 283
FO6061 53 38 2.53 125 54 23 107 47 2t 0 40 9.0 15 0.6 0.13 233
F06062 5.6 39 2.29 103 65 17 117 54 2( 0 46 59 19 0.7 0.06 168
F06063 5.5 3.8 2,24 124 64 31 126 56 25 0 61 7.3 15 0.6 0.11 111
Number of females 5 5 5 5 5 5 5 5 5 5 3 5 5 5 5 5
Mean 55 3.8 238 116 63 23 119 53 22 0 49 8.6 16 0.6 0.11 199
S.D. 0.2 0.1 Q.14 9 5 6 7 4 2 0 10 2.2 3 0.0 0.03 65
Significance NS NS NS NS NS NS NS * NS NS NS NS NS NS NS NS
Statistical method AW AW TT TT AW TT AW AW AW 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 coatrol 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.

EMEE 1000 mgkg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
F06059 52 9.1 144.1 393 % 106.3
F06060 6.0 3.1 145.1 4.07 107.6
F06061 36 9.1 144.0 341 107.9
F06062 5.t 9.2 1457 3.55 107.6
F06063 4.0 9.1 145.1 3,20 108.5
Number of females 5 5 S 5 5
Mean 48 9.1 144.8 363 107.6
S.D. 1.0 0.0 0.7 0.36 0.8
Significance NS NS NS NS NS§
Statistical method T AW TT TT T
§, Remeasurement

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 analy zed because the value in the treated group was the same as the value in the control group.
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AR E 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period

Control (vehicle: water for injection)

Female No. Total protein Albumin A/G Glucose  Total cholesterol ~ Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatining Total bilirubin ALP
g/dL g/dL - mgdL mg/dL mg/dL mg/dL UL UL UL UL pmol/L mg/dL mg/dL mg/dL U/L
F05054 57 39 217 102 45 15 88 71 30 0 49 119 19 0.7 0.08 303
F05055 58 42 2.63 129 66 20 124 67 20 0 52 10.8 15 0.6 0.07 205
F05056 5.6 3.9 229 109 45 11 87 59 21 0 100 12.6 18 0.6 0.07 253
FG5057 58 39 2.05 100 78 14 130 69 28 0 45 108 16 06 0.10 226
F050S8 6.0 4.2 2.33 144 60 17 114 70 46 0 65 9.7 16 0.7 0.11 180
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.8 4.0 2.29 117 . 59 15 109 67 29 0 62 1.2 17 0.6 0.09 233
S.D. 0.1 0.2 0.22 19 14 3 20 5 10 0 22 1.1 2 0.1 0.02 47

Control {vehicle: water for injection)

Femate No. Inorganic phosphorus Ca Na K Ct
mgf/dL mg/dL mEqg/L mEq/L mEq/L
F05054 4.1 8.6 145.0 4.64 109.3
F05055 4.2 8.6 144.7 335 108.1
F05056 47 8.6 146.4 3.87 112.5
F05057 42 8.8 1459 322 108.4
FO5058 37 83 144.9 3.50 109.9
Number of females 5 5 5 5 5
Mean 42 86 1454 3R 109.6
S.D. 04 0.2 0.7 0.57 1.8
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ABREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 28-3-2. Biochemical findings of female rats at the end of the recovery peried

EMEE 1000 mgrkg

Female No. Total protein Atbumin A/G Glucose Total cholesterol Triglyceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dl gdL mg/dL mg/dL mg/dL mgdL U/L UL UL UL pmollL mg/dL mg/dL mg/dL UL
F06064 6.2 4.2 2.10 106 47 16 35 51 19 0 40 15.6 14 0.6 0.12 234
F06065 5.4 3.5 1.84 109 50 17 87 87 47 1] 125 127 18 0.7 0.05 395
F06066 5.9 4.1 228 107 43 135 89 65 18 0 51 7.8 16 0.7 0.09 264
F06067 6.0 4.1 2.16 105 53 8 160 75 23 0 89 16.1 18 0.6 0.08 340
FO6068 53 35 1.94 110 52 13 90 113 24 0 142 7.0 18 0.6 .10 254
Number of femates 5 M 5 5 5 s 5 5 5 5 5 s 5 5 N 5
Mean 58 3.9 2.06 107 49 14 90 78 26 0 8% s 17 0.6 0.09 297
S.D. 0.4 0.3 0.18 2 4 4 [ 24 12 0 45 4.3 2 0.1 0.03 68
Significance NS NS NS NS$ NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method T T T AW AW TT AW AW T TT TT AW 1T TT T TT

NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
AW: Analysis by Aspm-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.

EM EE 1000 mg/kg
Female No. Inorganic phosp horus Ca Na K Cl
mg/dL mg/dL mEq/L mEg/L mEq/L

F06064 37 8.7 144.7 3.61 108.2
F06065 4.6 84 145.3 322 110.5
FO6066 35 8.7 145.3 3.20 109.7
F06067 31 8.5 146.0 2.96 111.7
F06068 4.6 8.5 146.1 3.31 1119
Number of females 5 5 5 5 5
Mean 39 8.6 145.5 3.26 1104
SD. 0.7 0.1 0.6 0.23 1.5
Significance NS NS NS NS NS
Statistical method T TT TT TT TT

NS: Not significantly different from the coatrol group.
TT: Analysis by Student's t-test.
AW Analysis by Aspia-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.
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HEBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-1. Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. _ Body Brain Thy mus Heart Liver Kidoey (R) Kidney (L) Kidneys Spleen
weight () {mg) (mg'e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mgy {mg/g) (mg) oy (mg) (mg® (mg) (mg')
MO1001 494.8 20424 4.128 3559 0.719 13315 2.691 13359.6 27.000 1681.2 3.398 1579.1 3191 3260.3 6.589 9344 1.888
MO1002 487.0 2076.2 4.263 356.8 0.733 1426.8 2.930 13216.8 27139 1640.6 3369 1578.2 3241 32188 6.609 831.4 1.810
MOL003 4570 2099.0 4,593 296.0 0.648 1475.8 3.229 124342 27.208 1525.2 3337 15443 3.379 3069.5 6.717 §19.5 1.793
MOL004 5325 2074.4 3.896 2378 0.447 1439.7 2.704 15047.0 28.257 1620.1 1042 1582.2 2971 32023 6.014 946.0 1.977
MOL00s 4220 2053.3 4.866 3529 0.836 1207.0 2.860 10623.1 25.173 14350 3.400 1468.5 3480 2903.5 6.880 635.8 1.507
M0i006 499.5 1911.0 3.826 259.5 0.520 1401.5 2.806 132573 26.541 1599.7 3203 1474.1 2951 30738 6.154 7614 1.524
MQO1007 5459 2039.1 3.735 250.6 0.459 1643.1 3.010 15303.1 28.033 1847.7 3.385 1762.1 3.228 3609.8 6.613 1088.8 1.995
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 491.2 2042.2 4,187 3014 0.623 1417.9 2.890 13320.2 27,050 1621.4 3.305 1569.8 3,206 31911 6511 866.8 1.756
S.D. 423 61.6 0419 534 0.150 1334 0.188 1580.6 1,020 128.9 0.135 97.8 0.195 220.7 0.311 145.5 0.180
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AEBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-1 (continued). Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)
M ale No. Testis (R) Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididy mides

(mg) (mgg) (wg) (mg/® (mg) (mg/g) (mg) (mg/e) (mg) (mg®) (mg) (mgg)

MO1001 1783.6 3.605 1759.1 3.555 35427 7.160 704.7 1.424 668.4 1.351 1373.1 2.775
M0O1002 1468.9 3.016 1477.8 3.034 2946.7 6.051 638.0 1.310 625.0 1.283 1263.0 2.593
MO1003 1580.0 3457 1522,1 3331 3102.1 6.788 637.2 1.394 620.7 1.358 1257.9 2.753
MQ1004 1910.7 3.588 1978.3 3.715 3889.0 7.303 670.4 1.259 685.5 1.287 1355.9 2.546
MO1005 1707.0 4.045 1652.3 3915 33593 7.960 6112 1.448 591.4 1.401 1202.6 2.850
MO1006 1770.5 3.545 1765.5 3.535 3536.0 7.079 613.3 1.228 599.1 1.199 1212.4 2427
MO1007 1789.9 3.279 1733.0 3.175 35229 6.453 632.3 1.158 643.4 1.179 1275.7 2.337
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1715.8 3.505 1698.3 3.466 34141 6.971 643.9 1.317 633.4 1.294 1277.2 2612

S.D. 147.5 0.317 168.1 0.307 312.9 0.617 33.2 0.109 347 0.083 65.5 0.190
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RERES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-1 (continued). Organ weights of male rats at the end of the dosing period

Control (vehicle: water for injection)

’ Male No. Prostate, ventral Seminal vesicles 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) (ng'g)
MO1001 797.7 1.612 2014.6 4.072 28.0 0.057 18.8 0.038 23.0 0.046 41.8 0.084
M(1002 4487 0.921 1001.4 2.056 243 0.050 214 0.044 24.8 0.051 46.2 0.095
MO1003 605.8 1.326 1799.1 3.937 21.1 0.046 28.1 0.061 30.5 0.067 58.6 0.128
MO1004 888.4 1.668 1648.8 3.096 22.1 0.042 27.5 0.052 27.6 0.052 55.1 0.103
MO01005 675.8 1.601 1421.2 3.368 21.8 0.052 314 0.074 325 0.077 63.9 0.151
M01006 758.3 1.518 1699.2 3.402 23.4 0.047 20.2 0.040 20.1 0.040 40.3 0.081
MO1007 481.8 0.883 1885.8 3454 14.4 0.026 30.1 0.055 314 0.058 61.5 0.113
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 665.2 1.361 1638.6 3.341 22.2 0.046 254 0.052 27.1 0.056 52.5 0.108
S.D. 1634 0.332 338.0 0.661 4.1 0.010 5.1 0.013 4.7 0.013 9.6 0.025
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RHBE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity scréening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-2. Organ weights of male rats at the end of the dosing period

EMEE 62.5 mgkg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) {mg) (mgg) - (mg) (mglp) (mg) (mg/g) (mg) (mg/p) (mg) (ngp) (mg) (mg/e) (mg) [ (mg) (mg/g)
MO02013 4905 2069.3 4219 317.1 0.646 1353.2 2,759 13769.6 28.073 15834 3228 1536.5 3.133 31199 6.361 981.6 2.001
M02014 5176 2083.5 4,025 2420 0.468 1420.8 2.745 150322 29.042 1639.3 3.167 1587.4 3.067 3226.7 6.234 900.3 1.739
M02015 478.3 2010.8 4204 368.8 0.771 1424.9 2.979 12827.8 26.820 1670.7 3493 1563.6 3.269 32343 6.762 873.2 1.826
M02016 454.7 2045.3 4.498 266.8 0.587 1337.0 2.940 12428.6 27.334 1438.4 3.163 1457.0 3.204 2895.4 6.368 890.4 1,958
M02017 4694 19710 4.199 2650 0.565 1277.7 2122 12275.8 26.152 1598.1 3.405 1585.7 3.378 31838 6.783 744.7 1.586
M02018 5364 2099.0 3913 332.0 0619 1778.2 3315 13137.6 24.492 1948.6 3633 1899.3 3.541 3847.9 7.174 1033.6 1.927
M02019 5289 20259 3.830 2312 0437 1551.9 2934 14930.2 28.229 1683.2 3.182 1653.0 3.125 3336.2 6.308 7420 1.403
M02020 4878 20050 4.110 218.6 0.448 1443.9 2.960 11888.3 24.371 1646.6 3376 1622.6 3.326 3269.2 6,702 858.0 1.759
M02021 459.7 2083.3 4532 372.9 0811 1436.2 3.124 11182.8 24,326 1603.2 3487 1584.9 3.448 3188.1 6.935 9729 2.116
M02022 4383 2038.6 4.651 276.6 0.631 1583.5 3613 11782.7 26.883 1483.0 3384 1514.6 3.456 2997.6 6.839 9458 2.158
M02023 4935 1991.7 4.036 2323 0.471 1782.6 3612 14101.3 28.574 17426 3.531 1726.4 3.498 3469.0 7.029 6738 1.365
M02024 437.0 2069.7 4.736 210.8 0,482 1356.4 3.104 10298.1 23.565 14452 3.307 1413.9 3.235 2859.1 6.543 8337 1.908
Number of males 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12
Mean 482.7 2041.1 4.246 271.8 0.578 14789 3.067 12804.6 26.488 1623.5 3.363 1595.4 3.307 32189 6.670 870.8 1.812
SD. 33.0 40.9 0.294 56.9 0.124 164.8 0.306 1459.2 1.888 139.8 0.156 126.8 0.159 264.5 0.306 108.3 0.256
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN DU DU AN AN DU DU AN AN AN DU AN DU AN AN

NS: Not significantly different from the control group.

AN: Analysis by variance (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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HEAE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-2 {(continued). Organ weights of male rats at the end of the dosing period

EMEE 62.5 mgkg

Maale No. Testis (R) Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididymides
(mg) (mglg) (mg) (mg/g) (mg) (mglg) (mg) (mgle) (mg) (mgg) (mg (mg)
M@2013 1554.3 3.169 1537.1 3.134 3091.4 6.303 563.8 1.149 518.8 1.058 1082.6 2207
MO2014 1737.9 3.358 1754.3 3.389 34922 6.747 656.7 1.26% 697.3 1.347 13540 2.616
MO2015 1261.5 2.637 1393.8 2.914 2655.3 5.552 529.6 1.107 575.3 1.203 1104.9 2310
MQz2016 1531.9 3.369 1554.0 3.418 30859 6.787 584.0 1.284 598.3 1.316 11823 2.600
MQ2017 1637.6 3.489 1648.7 3.512 3286.3 7.001 600.1 1.278 577.1 1.229 1177.2 2.508
MQ2018 1886.2 3516 1846.5 3.442 37327 6.959 692.3 1.291 665.4 1.240 1357.7 2.531
MO2019 1808.6 3.420 1716.0 3.244 3524.6 6.664 670.7 1.268 627.7 1.187 1298.4 2455
MO02020 1665.6 3415 1672.5 3.429 3338.1 6.843 646.6 1.326 650.6 1334 1297.2 2.659
M02021 1754.9 3.817 1740.3 3,786 34952 7.603 678.0 1.475 636.1 1.384 1314.1 2.859
MQ2022 1541.8 3.518 1530.8 3.493 3072.6 7.010 579.9 1.323 577.9 1.319 1157.8 2.642
M02023 1685.4 3.415 1670.3 3.385 33557 6.800 646.4 1.310 653.4 1.324 1299.8 2.634
M 02024 1308.7 2.995 1329.8 3.043 2638.5 6.038 5294 1211 513.1 1.174 1042.5 2.386
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1614.5 3343 1616.2 3.349 3230.7 6.692 614.8 1274 607.6 1.260 1222.4 2.534
S.D. 187.9 0.297 151.8 0.234 3377 0.524 57.5 0.093 57.5 0.094 110.8 0.176
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN DU DU DU DU DU DU

NS: Not significantly different from the control group.
AN: Analysis by variance (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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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period

EMEE 62.5 mgke

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mgfe) (ng) (mg/g) {(mg) (mg/g) (mg) (mg/e)
M02013 693.6 1.414 1634.5 3.332 19.0 0.039 252 0.051 20.8 0.042 46.0 0.094
M02014 529.6 1.023 1694.7 3.274 20.8 0.040 25.5 0.049 252 0.049 50.7 0.098
M02015 698.4 1.460 1527.6 3.194 29.6 0.062 25.8 0.054 29.2 0.061 55.0 0.115
M02016 590.5 1.299 1234.1 2.714 24.8 0.055 29.4 0.065 331 0.073 62.5 0.137
M02017 563.9 1.201 1448.5 3.086 234 0.050 29.2 0.062 321 0.068 61.3 0.131
- M02018 329.1 0.614 1637.0 3.052 21.5 0.040 262 0.049 26.4 0.049 52.6 0.098
M02019 710.8 1.344 1570.0 2,968 21.6 0.041 23.1 0.044 250 0.047 48.1 0.091
M02020 623.5 1.278 2080.9 4266 25.1 0.051 25.5 0.052 256 0.052 511 0.105
M02021 6714 1.461 1556.9 3.387 222 0.048 26.9 0.059 29.6 0.064 56.5 0.123
M 02022 3280 0.748 1245.7 2.842 11.8 0.027 17.8 0.041 18.3 0.042 36.1 0.082
M02023 499.1 1.011 1547.1 3.135 172 0.035 242 0.049 277 0.056 519 0.105
M 02024 692.3 1.584 1490.6 3411 16.9 0.039 22.9 0.052 242 0.055 47.1 0.108
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 571.5 1.203 1555.6 3222 212 0.044 25.1 0.052 264 0.055 51.6 0.107
S.D. 135.8 0.299 2183 0.392 4.6 0.010 3.1 0.007 43 0.010 7.1 0.017
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU AN AN AN AN AN AN Kw AN Kw

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).

DU: Analysis by Duanett'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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B E R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of [-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-3. Organ weights of male rats at the end of the dosing period

EMEE 250 mgkg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight {g) (mg) (mg/) {(mg) (mg/g) (mg) (mgrg) (mg (mg/g) (mg) (mg/g) (mg) (mgld) (mg) (mgle) (mg) (mg/e)
M03025 524.4 19954 3305 255.7 0.488 1550.7 2957 14536.4 27.720 1719.1 3278 17409 3320 3460.0 6.598 799.0 1524
M03026 4862 20233 4161 2767 0.569 1553.4 3.195 14669.3 30171 1863.4 3.833 1638.8 337 3502.2 7.203 7203 1481
M03027 456.4 2104.7 4612 378.5 0.829 1489.9 3.264 13657.3 29.924 1621.2 3552 1684.7 3691 33059 7.243 819.5 1.796
M03028 5007 20740 4142 3111 0.621 1391.1 2178 14194.5 28.349 1933.3 3.861 1956.3 3907 3889.6 7.768 905.2 1.808
M03029 505.5 1845.7 3651 3721 0.736 1423.0 23815 13643.2 26.990 1657.5 3279 16719 3307 33294 6.586 708.6 1.402
M03030 449.4 1883.8 4192 296.9 0.661 1346.8 2597 11663.6 25,954 14326 3.188 1412.5 3243 2845.1 6.331 8153 1814
M03031 561.4 2036.4 3.627 2856 0.509 1580.2 2815 15656.6 27.388 19200 3.420 1940.8 3457 3860.8 6.877 1029.7 1.834
M03032 466.6 2029.3 4349 246.1 0527 1324.1 2438 13698.4 20.358 17057 3,656 17519 3,755 34576 7.410 929.6 1.992
MO03033 498.0 2110.0 4237 285.0 0572 1495.6 3.003 14282.3 28.679 1516.1 3.044 1707.5 3429 32236 6.473 9422 1.892
M03034 534.1 2074.7 3.384 1392 0635 1525.5 2856 14539.3 27222 1710.0 3202 1680.4 3,146 33904 6.348 8447 1.582
M03035 4956 20485 4133 3362 0678 1488.6 3.004 13825.1 27.89 1619.4 3.268 1589.8 3208 32092 6.475 9136 1.843
M03036 515.2 20719 4,022 3711 0.720 1558.9 3.026 13591.6 26.38) 1730.9 3.360 1775.7 3447 3506.6 6.806 7474 1.451
‘Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 499.5 2024.8 4,068 3129 0.629 14773 2962 13996.5 28.044 17024 3412 17126 3432 3415.0 6.843 847.9 1702
SD. 324 82.2 0288 46.0 0.102 86.5 0.153 9417 1.326 1510 0.261 1452 0242 2803 0.465 98.3 0200
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN DU DU AN AN DU DU AN AN AN DU AN DU AN AN

NS: Not significantly different from the control group.

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

DU: Analysis by Dunnett's test.

UA: Unable to be analy zed because the value in the treated group was the same as the value in the control group.
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FABRE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

EMEE 250 mgkg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididy mis (L) Epididy mides
(we) (mg'® (mg) (g9 (mg) (mg/g) (mg) (mgg) (@g) (mg/g (mg) (mgg)
M03025 1553.4 2.962 1570.3 2.994 3123.7 5.957 667.8 1.273 627.2 1.196 1295.0 2.469
M03026 11536 2.373 1097.5 2.257 2251.1 4.630 464.1 0.955 455.8 0.937 919.9 1.892
M03027 1841.4 4.035 1778.1 3.896 3619.5 7.931 604.2 1.324 615.8 1.349 1220.0 2.673
M03028 1740.9 3477 1750.3 3.496 3491.2 6.973 640.3 1.279 628.5 1.255 1268.8 2.534
MQ3029 17144 3.391 1770.9 3.503 3485.3 6.895 617.2 1.221 605.5 1.198 1222.7 2419
M0303¢ 1539.6 3.426 1486.3 3.307 3025.9 6.733 529.3 1.178 524.7 1.168 1054.0 2.345
M03031 1599.7 2.849 1638.1 2918 3237.8 5.767 684.8 1.220 619.9 1.104 1304.7 2.324
M03032 1555.6 3334 1595.3 3419 3150.9 6.753 621.2 1.331 5922 1.269 1213.4 2.601
M03033 1681.2 3.376 1681.6 3.377 3362.8 6.753 578.1 1.161 587.9 1.181 1166.0 2.341
M03034 1575.3 2.949 1585.3 2.968 3160.6 5918 652.7 1.222 620.3 1.161 1273.0 2.383
M03035 1780.8 3.593 1752.1 3.535 3532.9 7.129 679.5 1.371 635.0 1.281 1314.5 2.652
M03036 1821.7 3.536 1834.2 3.560 3655.9 7.096 583.5 1.133 617.2 1.198 1200.7 2.331
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 1629.8 3275 1628.3 3.269 3258.1 6.545 610.2 1.222 594.2 1.191 1204.4 2414
S.D. 185.0 0.430 196.9 0.427 380.0 0.853 64.8 0.111 52.6 0.103 114.8 0.208
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN DU DU DU DU DU DU

NS: Not significantly different from the control group.
AN: Analysis by variance (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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ABEF S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

EMEE 250 mg/ke

Male No. Prostate, ventral Seminal vesicles 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) (mg/g)
M03025 502.9 0.95% 1591.8 3.035 27.1 0.052 18.9 0.036 19.7 0.038 386 0.074
M(3026 541.4 1.114 2058.4 4234 239 0.049 253 0.052 26.4 0.054 51.7 0.106
M@3027 449.1 0.984 1304.4 2.858 27.3 0.060 22,0 0.048 229 0.050 449 0.098
M03028 856.1 1.710 20377 4.070 29.7 0.059 245 0.049 26.0 0.052 50.5 0.101
M03029 508.0 1.005 2042.1 4.040 282 0.056 21.5 0.043 218 0.043 43.3 0.086
MQ3030 679.1 1511 1960.5 4.362 20.3 0.045 245 0.055 25.1 0.056 49.6 0.110
M03031 722.1 1.286 24937 4.442 26.4 0.047 30.0 0.053 350 0.062 65.0 0.116
MQ3032 868.8 1.862 1831.4 3.925 20.6 0.044 258 0.055 26.2 0.056 52.0 0.111
M03033 548.8 1.102 1542.7 3.098 23.0 0.046 26.5 0.053 276 0.055 54.1 0.109
M03034 344.7 0.645 1712.6 3.207 20.1 0.038 22.6 0.042 249 0.047 47.5 0.089
M03035 730.4 1.474 2099.0 4235 20.8 0.042 274 0.055 27.7 0.056 55.1 0.111
M 03036 577.6 1.121 1471.7 2.857 29.1 0.056 26.7 0.052 25.8 0.050 52.5 0.102
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 610.8 1.231 1845.5 3.697 24.7 0.050 24.6 0.049 258 0.052 50.4 0.101
S.D. 161.5 0.349 3337 0.627 37 0.007 3.0 0.006 3.8 0.007 6.7 0.012
Significance NS N§ NS NS N§ NS NS NS NS NS NS NS
Statistical method DU DU DU AN AN AN AN AN AN KW AN KW

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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HEE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-4. Organ weights of male rats at the end of the dosing period
EMEE 1000 mgkg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg®) (mg) (wgD) (mg) (@gd (@g) (gD (g (wglg) (@) (wge) @D (mglg) (mg) (gD

M04037 488.8 1918.0 3.924 126.3 0.258 1463.8 2.995 16817.6 34.406 1668.3 3413 16554 3.387 33237 6.800 741.7 1.517
M04038 4215 1993.1 4.729 184.9 0.439 1334.1 3.165 13547.1 32.140 1609.3 33818 1595.1 3.734 3204.4 7.602 752.9 1.786
M04039 445.0 1984.3 4.459 137.6 0.309 1423.7 3.199 11879.5 26.696 1647.7 3.703 1601.3 3.598 3249.0 7.301 725.0 1.629

M 04040 500.6 19725 3.940 258.8 0.517 14419 2,880 [7161.0 34,281 17443 3484 17574 3.511 3501.7 6.995 866.3 1.731
M04041 489.1 1956.4 4.000 161.8 0,331 14213 2,906 15872.4 32452 1646.4 3.366 1649.0 3.371 32954 6.738 990.2 2.025
M04042 492.8 2113.7 4.289 156.9 0318 1576.2 3.198. 14792.6 30.017 1803.3 3.659 19189 3.894 37222 7.553 824.3 1.673
M04043 484.2 2004.0 4.139 71.5 0.148 1645.6 3.399 15074.6 31.133 1639.6 3.386 1560.9 3.224 3200.5 6.610 818.7 1.691
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 474.6 1991.7 4211 156.8 0.331 1472.4 3.106 15020.7 31.589 1679.8 3.547 1676.9 3.538 3356.7 7.086 817.0 1.722

SD. 29.5 60.7 0.300 37.4 0.120 104.8 0.187 1854.2 2.672 68.7 0.178 123.9 0.238 190.9 0.402 91.9 0.158
Significance NS NS NS »* b . NS NS NS ** NS NS NS * NS * NS NS
Statistical method AN AN AN DU DU AN AN DU DU AN AN AN DU AN DU AN AN

Significantly different from the control group (*: P<0.035, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (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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ABREF R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period
EM EE 1000 mgkg

Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididymis (L) Epididy mides
(mg) (me/g) (mg) (mgg) (mg) (mg/g) (@D (mglp) (mg) (mgle) (mg) (@ge)
M04037 1192.6 2.440 1206.1 2.467 2398.7 4.907 371.7 0.760 401.1 0.821 772.8 1.581
M04038 1207.0 2.864 1253.6 2.974 2460.6 5.838 465.9 1.105 4748 1.126 940.7 2232
M 04039 12 2.497 1029.1 2.313 2140.3 4810 387.3 0.870 3843 0.864 771.6 1.734
M 04040 1718.1 3.432 1721.7 3.439 3439.8 6.871 572.5 1.144 575.1 1.149 1147.6 2292
M 04041 14745 3.015 1486.9 3.040 2961.4 6.055 563.0 1.151 529.5 1.083 1092.5 2234
M (4042 1794.2 3.641 1754.6 3.560 3548.8 7.201 552.1 1.120 5354 . 1.086 10875 2207
M 04043 1580.3 3.264 1530.5 3.161 31108 6.425 545.4 1.126 548.2 1.132 1093.6 2259
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 1439.7 3.022 1426.1 2.993 2865.8 6.015 494.0 1.039 492.6 1.037 986.6 2.077
S.D. 2730 0.456 272.5 0.464 543.7 0915 85.7 0.157 74.7 0.136 159.6 0.291
Significance NS NS NS NS NS NS > e wk ok * *E
Statistical method AN AN AN AN AN AN DU DU DU DU 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.

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-13-002

. Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period

EMEE 1000 mgkg
Male No. Prostate, ventral Semninal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(ng) (mg'g) (mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mgg) (mg) (mge)

M04037 | 322.9 0.661 1397.8 2.860 15.2 0.031 21.5 0.044 244 0.050 459 0.094
MO04038 4373 1.037 1364.6 3.237 20.9 0.050 227 0.054 213 0.051 44.0 0.104
M04039 3241 0.728 1501.3 3.374 18.1 0.041 18.3 0.041 21.2 0.048 395 0.089
M04040 605.4 1.209 1341.7 2.680 202 0.040 25.6 0.051 23.9 0.048 49.5 0.099

M04041 519.6 1.062 1374.5 2.810 21.5 0.044 26.3 0.054 26.4 0.054 52.7 0.108

M 04042 338.3 0.686 1775.1 3.602 243 0.049 23.2 0.047 25.1 0.051 48.3 0.098
M04043 400.5 0.827 1716.4 3.545 17.9 0.037 23.5 0.049 26.8 0.055 50.3 0.104
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 4212 0.887 1495.9 3.158 19.7 0.042 23.0 0.049 242 0.051 472 0.099

S.D. 108.2 0.215 178.9 0.374 2.9 0.007 2.7 0.005 2.2 0.003 44 0.007
Significance x¥ * NS NS NS NS NS NS NS NS NS NS
Statistical method DU DU DU AN AN AN AN AN AN Kw 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).

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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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-2-1. Organ weights of male rats at the end of the recovery period

Control {vehicle: water for injection)
Male No. Body Brain Thymus Heart Liver Kidoey (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/e) (mg) (mg/e) (mg) (mg/g) (mg) (mgle) (wg) (mg/g) (wg) (mglg) (mg) (mg/g) (mg) (mg/g)

M01008 46538 2048.1 4.397 183.9 0.406 1388.3 2,980 112289 24.107 1575.7 3.383 15098 3241 3085.5 6.624 705.1 1.514
MO01009 552.7 2040.6 3.692 258.5 0.468 1433.4 2.593 12968.0 23.463 1628.6 2.947 1672.1 3.025 3300.7 5972 6723 1216
M01010 5928 1986.5 3.351 389.9 0.658 1530.8 2.582 14632.5 24.684 1832.2 3.091 1785.4 3.012 36176 6.103 1050.3 1772
Mol0L1 4989 21115 4.232 320.2 0.642 13124 2.631 11511.8 23.074 1539.7 3.086 1641.1 3.289 31808 6.376 787.7 1.57%
MO1012 5195 2106.4 4.055 259.1 0.499 1554.3 2.992 11823.5 22.759 1559.3 3.002 17321 3.334 32914 6.336 825.0 1.588
Number of males s 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5
Mean 525.9 2058.6 3.945 283.3 0.535 1443.8 2.756 124329 23617 1627.1 3102 1668.1 3.180 3295.2 6.282 808.1 1.534

S.D. 48.9 518 0.423 75.6 0.111 100.3 0.211 1395.9 0.780 119.3 0.168 104.5 0.151 200.7 0.253 148.7 0.202
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HBRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-2-1 (continued). Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididymis (L) Epididymides

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

M 01008 1611.7 3.460 1602.7 3.441 32144 6.901 560.7 1.204 621.8 1335 1182.5 2.539
M01009 1714.6 3.102 1697.8 3.072 34124 6.174 616.0 1.115 5414 0.980 11574 2.094
MO01010 1623.2 2.738 16752 2.826 32984 5.564 644.5 1.087 623.8 1.052 1268.3 2.140
M01011 1810.2 3.628 1765.6 3.539 3575.8 7.167 681.5 1.366 661.3 1.326 1342.8 2.692
MO01012 632.1 1217 1326.7 2.554 1958.8 377 89.7 0.173 492.8 0.949 582.5 1.121
Number of males S 5 5 5 5 5 5 5 5 5 5 5
Mean 1478.4 2.829 1613.6 3.086 3092.0 5.915 518.5 0.989 5882 1.128 1106.7 2.117

S.D. 479.8 0.964 170.6 0.413 647.8 1.353 243.7 0.469 690 0.188 302.1 0.613
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HEBRE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-2-1 (continued). Organ weights of male rats at the end of the recovery period

Control (vehicle: water for injection)

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg (mg/p) (mg) (mg/g) (mg) (mg/e) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g)

MO1008 660.5 1418 1782.7 3.827 14.7 0.032 19.0 0.041 212 0.046 40.2 0.086

M 01009 691.4 1.251 1984.9 3.591 16.1 0.029 18.5 0.033 19.3 0.035 37.8 0.068
MO01010 801.6 1.352 2494.5 4.208 23.0 0.039 222 0.037 23.8 0.040 46.0 0.078
M01011 404.3 0.810 1700.6 3.409 19.3 0.039 23.9 0.048 22.3 0.045 46.2 0.093
M01012 4332 0.834 1311.0 2.524 29.3 0.056 2.6 0.044 23.8 0.046 464 0.089
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 598.2 1.133 1854.7 3.512 20.5 0.039 21.2 0.041 221 0.042 43.3 0.083

S.D. 172.3 0.290 4333 0.628 5.9 0.010 2.4 0.006 1.9 0.005 40 0.010
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ERZE = R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-2-2. Organ weights of male rats at the end of the recovery period

EMEE 1000 mgkg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg'e) (wg) (mg'p) (mg) (mg'g) (mg) (mg'®) (mg) (mg'®) (mg) (o) (mg) (mg/e) (mg) (mg’g)
M04044 4485 2057.3 4.587 119.5 0.266 1303.7 2.807 120379 26.840 1377.3 3.071 1479.2 3298 2856.5 6.369 559.1 1,247
MO04045 528.6 2001.5 3.786 2084 0.394 1658.0 3.137 13989.7 26.466 1775.3 3.358 18500 3.500 3625.3 6.858 770.4 1.457
M04046 552.5 2119.1 3.835 2192 0.397 1491.6 2,700 15410.2 27.892 1726.4 3.125 1660.5 3.008 3386.9 6.130 8576 1.552
MO4047 476.0 1996.4 4.194 162.7 0.342 1279.1 2.687 12004.0 25218 1407.1 2.956 13635 2.364 2770.6 5821 714.8 1.502
M04048 518.9 2116.9 4.080 3094 0.596 1532.1 2.953 13563.3 26.139 1553.8 2.994 1476.2 2.845 3030.0 5.839 684.0 1318
Number of males 5 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5
Mean 504.9 2058.2 4.096 2038 0.399 14529 2.877 13401.0 26,511 1568.0 3101 15659 3.102 31339 6203 717.2 1415
S.D. 42.0 59.6 0.322 7.1 0.122 15%.9 0.188 1433.5 0.978 180.6 0.158 191.2 0.287 3624 0430 110.3 0.128
Significance NS NS NS NS NS NS NS NS b NS NS NS NS NS NS NS NS
Statistical method T TT TT TT TT TT TT T TT TT 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.

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 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-2-2 (continued). Organ weights of male rats at the end of the recovery period

EMEE 1000 mgkg
Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididy mides

(mg) (ng/g) (mg) (mg®) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg'g)

M 04044 1269.2 2.830 1287.6 2.871 2556.8 5.701 4814 1.073 464.5 1.036 945.9 2.109

M 04045 1310.6 2.479 1355.6 2.565 2666.2 5.044 4323 0.818 4373 0.827 869.6 1.645
M04046 15293 2.768 1475.8 2.671 3005.1 5.439 566.7 1.026 556.7 1.008 11234 2.033
M04047 576.7 1.212 697.7 1.466 1274.4 2,677 377.2 0.792 3494 0.734 726.6 1.526

M 04048 1740.5 3.354 1650.3 3.180 3390.8 6.535 5494 1.059 538.3 1.037 1087.7 2.096
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 12853 2.529 12934 2.551 2578.7 5.079 4814 0.954 469.2 0.928 950.6 1.882

S.D. 4387 0.801 360.3 0.650 798.5 1.450 79.3 0.137 834 0.139 162.3 0.275
Significance NS NS NS NS NS NS NS NS * NS NS NS
Statistical method TT TT TT TT TT TT TT AW 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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AERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 29-2-2 (continued). Organ weights of male rats at the end of the recovery period

EMEE 1000 mgkg
"Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) {mg/g) (mg) (mg'®) (mg) (mg/p) (mg) (mg'®) (mg) {mg/g) (mg) (mg'e)

M04044 6044 1.348 1635.3 3.646 23.1 0.052 i8.7 0.042 16.8 0.037 355 0.079
M04045 7854 1.486 17782 3.364 234 0.044 17.9 0.034 19.1 0.036 37.0 0.070

M 04046 770.1 1.394 - 1963.3 3.553 23.1 0.042 311 0.056 29.8 0.054 60.9 0.110
MO04047 796.7 1.674 1716.2 3.605 27.8 0.058 20.1 0.042 20.1 0.042 402 0.084

M 04048 694.3 1.338 1803.6 3.476 21.7 0.042 244 0.047 23.7 0.046 48.1 0.093
Number of males 5 5 5 5 5 5 . 5 5 5 5 5 5
Mean 730.2 1.448 1779.3 3.529 238 0.048 224 0.044 219 0.043 443 0.087

S.D. 80.9 0.139 121.6 0.112 2.3 0.007 5.5 0.008 5.1 0.007 10.5 0015
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT AW AW TT TT TT TT TT TT TT TT

NS: Not sigpificantly 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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HRBREE R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-1-1. 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 Splecn
weight (g) (mg) (mg/e) (mg) (mgfg) (mg) (mg/) (mg) (mg/g) (mg) (mg/g) (g} (mg/e) (wg) (mgld) (mg) (mg/p)
FO1001 305.0 1775.2 5.820 275.5 0.903 10334 3.388 9429.2 30.915 969.2 3.178 988.6 3.241 19578 6.419 538.8 1.767
FO1002 3288 19826 6.030 251.6 0.765 11119 3.382 10105.7 30.735 11726 3.566 11186 3.402 22912 6.968 814.3 2.477
FO1003 3274 1817.9 5.553 209.1 0.639 996.2 3.043 104122 31.803 12420 3.794 1176.6 3.594 2418.6 7.387 800.4 2445
FO1004 349.0 2033.7 5.827 178.3 0511 109%.1 3.149 11060.3 31.691 1235.7 3.541 1191.1 3413 2426.8 6954 916.1 2,625
FO1005 296.5 1970.1 6.645 167.7 0.566 1056.2 3.562 9597.3 32.369 948.0 3.197 956.7 3227 1904.7 6.424 839.0 2.830
FO1006 350.9 1914.2 5.455 232.1 0.661 1147.8 3271 10296.1 29.342 11704 3.335 11536 3.288 23240 6.623 819.4 2,335
FO01007 329.9 1891.3 5.733 268.4 0.814 1189.8 3.607 111123 33.684 1077.1 3.265 0115 3.066 2088.6 6.331 839.0 2.543
F01008 299.9 1859.3 6.200 156.4 0.522 1086.1 3.622 10332.9 34.454 963.3 3212 10204 3402 1983.7 6.6t5 759.0 2,531
F01009 3546 2025.0 5711 329.7 0.930 1031.0 2.908 10861.5 30.630 11442 3.227 1083.2 3.055 22274 6.281 684.8 1.931
FO1010 296.6 1901.5 6.411 2404 0.811 11384 3.838 10393.0 35.040 1161.8 3.917 11774 3970 2339.2 7.887 886.9 2.990
FO1011 366.1 1902.8 5.197 152.0 0.415 1203.1 3.286 11254.1 30.741 1190.8 3.253 1148.7 3.138 2339.5 6.390 802.1 2.191
FO1012 3118 1851.0 5.936 188.9 0.606 1085.6 3.482 9637.6 30.910 1187.5 3.809 11355 3.642 2323.0 7450 836.7 2,683
Number of females 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 3264 19104 5877 2208 0.679 1098.2 3.378 10374.4 31.860 11219 3441 1096.8 3.370 2218.7 6.811 794.7 2.446
S.D. 24.6 80.1 0.405 55.0 0.165 63.9 0.265 614.1 1.722 106.2 0.272 82.2 0.266 185.5 0.523 99.5 0.351
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HAEBREF R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

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

Control (vehicle: water for injection)

Ovary (L)

Female No. Ovary (R) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrepal gland (L) Adrenal glands

(g (mg/p) {mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mgfg) (mg) (wg/g) (mg) (mg/e) (mg) {me/p)

FO100! 513 0.168 55.8 0.183 107.1 0.351 617.6 2.025 234 0.077 39.6 0.130 476 0.156 87.2 0.286
FOi002 398 0.121 62.0 0.189 101.8 0.310 597.7 1.818 17.0 0.052 358 0.109 35.2 0.107 71.0 0.216
FOL003 538 0.164 56.6 0.173 1104 0.337 611.6 1.868 15.6 0.048 349 0.107 347 0.106 69.6 0.213
FO1004 489 0.140 769 0.220 125.8 0.360 669.2 1.917 222 0.064 35.6 0.102 422 0.121 778 0.223
FO1005 62.5 0.211 470 0.159 109.5 0.369 746.7 2,518 19.5 0.066 327 0.110 386 0.130 7.3 0.240
FO1006 517 0.147 489 0.139 100.6 0.287 620.3 1.768 216 0.062 484 0.138 424 0.121 90.8 0.259
FO1007 550 0.167 49.3 0.149 104.3 0.316 603.2 1.828 21.8 0.066 394 0.119 385 0.117 779 0.236
FO1008 539 0.180 539 0.180 107.8 0.359 482.2 1.608 17.1 0.057 370 0.123 429 0.143 799 0.266
FO1009 51.7 0.146 525 0.148 104.2 0.294 605.5 1.708 14.6 0.041 40.5 0.114 372 0.105 7.7 0.219
Fo1010 619 0.209 46.7 0.157 108.6 0.366 641.1 2.161 21.8 0.073 31.8 0.107 30.8 0.104 626 0.211
FoL011 648 0.177 61.5 0.168 126.3 0.345 934.9 2.554 19.2 0.052 372 0.102 399 0.109 771 0211
FO1012 46.6 0.149 55.0 0.176 101.6 0.326 725.9 2.328 16.7 0.054 34.6 0.111 383 0.123 729 0.234
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 535 0.165 55.5 0.170 109.0 0.335 654.7 2.008 19.2 0.059 373 0.114 390 0.120 76.3 0.235
S.D. 7.1 0.027 8.4 0.022 8.6 0.028 110.8 0315 2.9 0.011 44 0.011 4.4 0.016 7.7 0.024
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RRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-1-2. Organ weights of female rats at the end of the dosing period

EMEE 62.5 mg/kg
Female No. Body Brain Thy mus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/s} (mg) (mg/p) (mg) (mg/g) (mg) {my/g) (mg) (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg'®)

F02013 303.2 2012.6 6.638 171.2 0.565 8753 2.887 9224.3 30.423 940.1 3.101 9454 3.118 1885.5 6.219 755.1 2,490
F02014 3244 2040.6 6.290 273.5 0.843 1034.1 3.188 10166.8 31.340 11128 3.430 975.2 3,006 2088.0 6.436 751.4 2316
F02015 308.0 1984.1 6.442 122.8 0.399 - 9788 N 9078.2 26.475 1164.7 3.781 11213 T 3.641 2286.0 7.422 550.5 1.787
F02016 360.2 1064.4 5.454 2217 0.615 11183 1105 11906.1 33.054 1281.3 3557 1236.8 3.434 2518.1 6.991 788.8 2,190
F02017 326.4 2029.9 6219 341.0 1.045 11124 3.408 101157 30.992 11713 3.589 1089.5 3.338 2260.8 6.926 825.8 2.530
F02018 300.8 1606.4 6.338 214.3 0.712 978.7 3.254 9926.4 33.000 1164.3 3.871 11535 3.835 23178 7.708 915.7 3.044
F02019 3226 1991.0 6.172 204.7 0.635 1052.1 3.261 10815.7 33.527 1096.6 3.399 1076.1 3.336 21727 6.735 718.6 2,228
F02020 340.7 1970.2 5.783 217.0 0.637 11245 3301 10614.5 31,155 12183 3.576 1198.2 3517 2416.5 7.083 678.3 1.991
F02021 306.0 1902.4 6217 2234 0.730 965.3 3.168 9952.8 32.525 921.9 3013 893.8 2.921 1815.7 5.934 642.9 210!
F02022 3714 19304 5.198 318.7 0.858 1126.2 3.032 110254 29.686 1248.0 3.360 1246.2 3.355 2494.2 6.716 710.6 1.913
F02023 316.1 1914.7 6.057 124.1 0.393 1016.5 3216 10498.9 33214 11137 3.523 1080.5 3418 21942 6.941 812.1 2.569
¥02024 307.6 1985.6 6.455 362.7 1.179 1101.3 3.580 10483.0 34,080 11722 3.811 11479 3.732 2320.1 7.543 700.5 2.277
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 324.0 1969.4 6.108 232.9 0.718 1040.6 3.215 10317.3 31873 1133.8 3.501 1097.0 3.388 22308 6.888 7315 2.286

S.D. 22.8 412 0425 78.0 0.235 79.8 0.176 768.8 1.558 109.3 0.263 112.1 0.277 218.0 0.527 94.4 (.341
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DU AN AN AN DU AN AN AN Dy AN DU AN DU AN AN AN

NS: Not significantly different from the control group.

AN Analysis by variance {one-way lay out).

DU: Analysis by Dunnett's test.

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 contro! group.
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-1-2 (continued). Organ weights of female rats at the end of the dosing period

EMEE 62.5 mgkg

Femals No.

Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L} Adrenal glands

@y (e (mg) (g (e (mg) (wg) (mglg) (wg) {mg/g) (mg) (mglg) (mg) (mgig) (mg) (mgg)

FO2013 50.1 0.165 57.5 0.190 107.6 0.355 619.6 2.044 s 0.038 35.6 0.117 40.6 0.134 76.2 0.251
F(2014 555 017 48.6 0.150 104.1 0.321 610.2 1.881 3.9 0.043 326 0.100 373 0.115 69.9 0215
F02015 480 0.156 56,9 0.185 104.9 0.341 623.2 2.023 14.2 0.046 36.8 0.119 374 0.121 74.2 0.241
FO20i6 419 0.116 66.2 0.184 108.1 0.300 645.5 1.792 204 0.057 412 0.114 42.2 0.117 83.4 0.232
FO2017 497 0.152 375 0.1135 872 0.267 600.3 1.839 252 0.077 352 0.108 38.0 0.116 73.2 0.224
FO2018 56.L 0.187 44.1 0.147 100.2 0.333 624.4 2.076 14.9 0.050 353 0.117 42.3 0.141 7.6 0.258
F02019 78.1 0.242 54.7 0.170 132.8 0.412 739.7 2,293 216 0.067 330 0.102 346 0.107 676 0210
F02020 64.5 0.18¢ 56.5 0.166 121.0 0.355 8233 2.416 250 0.073 38.7 0114 36.4 0.107 75.1 0.220
F02021 54.8 0.179 46.5 0.152 101.3 0.331 646.4 2.112 22.0 0.072 412 0.135 42.0 0.137 83.2 0272
F02022 433 0.117 514 0.138 94.7 0.255 671.3 1.807 18.3 0.049 47.6 0.128 514 0.138 99.0 0.267
F02023 54.3 0.172 62.4 0.197 116.7 0.36% 5322 1.684 14.6 0.046 389 0.123 40.1 0.127 79.0 0.250
F02024 312 0.101 §5.0 0.211 96.2 0.313 753.4 2.449 244 0.079 39.1 0.127 36.7 0.119 75.8 0.246
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 523 0.162 539 0.167 106.2 0.329 657.5 2035 18.8 0.058 37.9 0117 3%.9 0.123 77.9 ¢.241

S.D. 1.7 0.038 8.7 0.028 12,4 0.043 79.1 0.250 4.9 0.015 4.2 0.010 4.4 0.012 8.1 0.020
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN Kw KW AN AN KW KW KW KW KW KW

NS: Not significantly different from the control group.
AN: Apaly sis by variance (one-way layout).

DU: Apalysis by Dunnett's test.

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.
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RERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-1-3. Organ weights of female rats at the end of the dosing period

EMEE 250 mpkg

Female No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/e) (mg) (mglg) (1og) (mgle) (wg) (mg/g) (mg) (mg/g) (mg) (mg/g) {mg} {(mg/p) (mg) (mg/R)
F03025 31LS 1856.9 5.961 182.2 0.585 983.1 3.156 8779.1 28.183 1101.3 3.535 1085.3 3484 2186.6 7.020 788.9 2,533
F03026 3222 1914.6 5942 207.6 0.644 10415 3232 10729.0 33.299 957.7 2972 927.1 2.877 1884.8 5.850 799.4 2.481
F03027 3398 1985.0 5.842 150.5 0.443 11255 3312 111508 32.816 1142.1 3.361 1101.8 3.242 22439 6.604 7032 2.069
F03028 249.2 19342 7.762 151.0 0.606 9332 3.745 8319.8 33.386 986.1 3.957 978.6 3.927 1964.7 7.884 963.0 3.864
F03029 3186 1948.7 6.116 2182 0.685 1076.3 3378 9981.8 31.330 1180.3 3.705 1226.0 3.848 2406.3 7.553 896.1 2.813
F03030 285.6 1814.8 6.354 145.2 0.508 939.2 3.289 9383.3 32.855 840.0 2941 866.9 3.035 1706.9 5.977 680.7 2.383
F03031 294.4 1836.4 6.238 122.3 0417 941.0 3,196 8903.0 30.241 874.2 2.969 8344 2.834 1708.6 5.804 556.2 1.889
F03032 3154 1846.7 5.855 161.2 0.511 1049.5 3.328 95272 30.207 91.7 3.144 957.5 3.036 1949.2 6.180 597.7 1.895
F03034 3204 1900.0 5.930 258.6 0.807 1082.6 3379 10668.7 33.298 1022.6 3.192 1027.3 3.206 2049.9 6.398 904.9 2,824
F03035 308.9 1931.5 6.253 193.0 0.625 899.1 2911 9985.3 32.325 900.5 2915 899.7 2913 1800.2 5.828 916.5 2.967
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 306.6 1896.9 6.225 179.0 0.583 1007.1 3293 9742.8 31,794 999.7 3.269 990.5 3.240 1990.1 6.510 780.7 2.572
S.D. 25.1 55.7 0.569 41.0 0.118 77.6 0.210 928.7 1.754 113.9 0.361 120.8 0.393 2330 0.749 141.7 0.594
Significance NS NS NS NS NS * NS NS NS * NS * NS * NS NS NS
Statistical method AN buU AN AN AN DU AN AN AN DU AN DU AN DU AN AN AN

Significantly different from the control group (*: P<0.03, **: P<0.01).

NS: Not significantly different from the control group.

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

DU: Analysis by Dunnett's test.

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.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-1-3 (continued). Organ weights of female rats at the end of the dosing period

EMEE 250 mgkg

Female No.

Ovary (R) Ovary (L) Qvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(@) (mye) (mg) (g (mg) (glg) (mg) (nglg) (g) (me/g) (mg) (mg/g) (mg) ) (g (g

F03025 479 0.154 489 0.157 9.8 0311 1286.8 4.131 142 0.046 309 0.099 303 0097 61.2 0.196
F03026 61.6 0.191 56.6 0.176 118.2 0.367 607.5 1.885 17.0 0.053 329 0.102 327 0.101 656 0.204
F03027 60.4 0.178 53.1 0.156 113.5 0.334 844.6 2486 18.4 0.054 30.5 0.090 334 0.098 63.9 0.188
F03028 68.6 0.275 42.7 0.171 1113 0.447 4442 1.783 26,7 0.107 46.0 0.185 482 " 0.193 94.2 0.378
F0302% 579 0.182 45 0.140 1024 0.321 861.5 2.704 16.6 0.052 356 0.112 440 0.138 79.6 0.250
F03030 42.0 0.147 58.2 0.204 100.2 0.351 583.5 2.043 15.8 0.055 246 0.086 266 0.093 512 0.179
F03031 56.0 0.190 45.1 0.153 101.1 0.343 _ 660.1 2242 14.1 0.048 313 0.106 3Ls 0.107 62.8 0.213
F03032 50.7 0.16) 470 0.149 97.7 0.310 727.8 2.308 15.0 0.048 30.2 0.096 313 0.099 615 0.195
F03034 64.4 0.201 64.5 0.201 1289 0.402 618.9 1.932 13.2 0.041 529 Q.165 55.2 0.172 108.1 0.337
F03035 67.1 0.217 49.2 0.159 116.3 0.376 7434 2.407 27.1 0.088 26.7 0.086 29.8 0.096 56.5 0.183
Number of females 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10
Mean 577 0.190 51.0 0.167 108.6 0.356 737.8 2392 17.8 0.05% 342 0.113 363 0.119 70.5 0.232

S.D. 8.6 0.037 7.0 0.021 10.6 0.043 229.8 0.677 5.0 0.021 8.3 0.034 9.4 0.036 18.0 0.070
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN KW Kw AN AN KW KW Kw Kw KW KW

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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RRE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-2-1. 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) Kidoeys Spleen

weight (g) (wg) (wgg) (mg) (wg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) {mg) (mg/g)

F05049 3756 1993.5 5.308 406.4 1.082 1045.9 2.785 8636.6 22.994 1009.8 2.688 1o21.1 2719 20309 5.407 5934 1.580
F05050 320.2 1906.5 5.954 3499 1.093 1036.1 3.236 7405.7 23.128 9234 2.884 935.9 2923 i859.3 5.807 500.0 1.562

. FO5051 3143 1928.5 6.136 3239 1.031 1006.8 3.203 7983.6 25.401 972.5 3.094 948.3 3.017 1920.3 6.1 560.8 1.784
F05052 265.7 1785.5 6.720 3454 1.300 923.1 3.474 6893.5 25.945 875.5 3.295 806.6 3.036 1682.1 6.331 4559 1.716
F05053 302.3 2002.2 6.623 303.8 1.005 950.7 3.145 70742 23.401 987.5 3.267 972.2 3216 1959.7 6.483 754.4 2.496
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S 5
Mean 3156 1923.2 6.148 3459 1.102 9925 3.169 7598.7 24.174 953.7 3.046 936.8 2982 1890.6 6.028 5729 1.328

S.D. 39.7 87.3 0.569 38.5 0.116 53.7 0.248 713.3 1.350 540 0.259 79.8 0.181 132.1 0.430 i14.6 0.385
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) - HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-2-1 (continued). Organ weights of female rats at the end of the dosing period, satellite group

Control {vehicle: water for injection)
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thytroid gland Adrezal gland (R} Adrenal gland (L) Adrenal glands

(mg) (mglg) (me) (mglo) (mg) (mg/e) (mg) (mg/g) (mp (agle) (mg) (mg/e) (mg) (mg/g) (mg) (mge)

F05049 500 0.133 48.5 0.129 98.5 0.262 476.0 1.267 210 0.056 306 0.081 283 0.075 589 0.157
F05050 40,7 0.127 410 0.128 81.7 0.255 457.7 1.429 10.2 0.032 30.1 0.094 339 0.106 640 0.200
F05051 60.9 0.194 52.5 0.167 1134 0.361 12158 3.868 20.0 0.064 328 0.104 39.2 0.125 720 0.229
F(5052 272 0.102 30.2 0.114 574 0.216 5218 1.964 15.1 0.057 31.8 0.120 29.7 0.112 61.5 0.231
F05053 62.3 0.206 544 0.180 116.7 0.386 602.2 1.992 20.9 0.069 30.7 0.102 33.5 0.11¢ 64.2 0.212
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 H 5 5 5
Mean 482 0.152 453 0.144 93.5 0.296 654.7 2.104 174 0.056 312 0.100 329 0.106 64.1 0.206

S$.D. 14.7 0.045 9.9 0.028 24.5 0.073 318.6 1.037 4.7 0014 11 0.014 4.3 0.019 49 0.030
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group

EMEE 1000 mgkg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

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

FO6059 2796 1990.6 7.119 255.4 0913 866.5 3.099 7923.8 28.340 953.2 3.40% 9126 3.264 1865.8 6.673 481.6 1.722
FO6060 246.7 1890.6 7.664 2284 0.926 839.1 3.401 6924.2 28.067 888.5 3.602 878.6 3.561 1767.1 7.163 472.5 1915
FO6061 307.1 1866.0 6.076 156.3 34.509 990.8 3.226 8152.2 26,546 976.9 3.181 1003.8 3.269 1980.7 6.450 6333 2.062
FO6062 297.2 1866.5 6.280 2787 0.938 988.0 3324 8239.2 27.723 1058.1 3.560 989.6 3.330 2047.7 6.890 587.8 1.978
FO6063 296.5 1908.1 6.435 2325 0.784 1031.5 3479 9444.8 31.854 965.1 3.255 942.0 3.177 1907.1 6.432 715.7 2414
Number of fanales 5 5 5 5 5 5 5 5 5 5 5 5 5 5 3 5 5
Mean 2854 1904.4 6.715 2303 0.814 943.2 3.306 8136.8 28.506 968.4 3.401 945.3 3.320 19137 6.722 578.2 2.018

S.D. 23.8 51.3 0.660 46.0 0.181 84.8 0.149 899.6 1.993 60.7 0.184 522 0.145 107.6 0.310 103.1 0.254
Significance NS NS NS = * NS NS NS il NS * NS * NS * NS NS
Statistical method TT T TT TT TT TT TT TT TT TT T TT TT TT TT TT 1T

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

NS: Not sigoificantly 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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RERE 5 R-13-002

Combined repeat dose and réproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-2-2 (continued). Organ weights of female rats at the end of the dosing period, satellite group

EMEE 1000 mg’kg
Female No. Ovary (R} Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg’g) (mg) (mgg) (mg) (mg/g) (mg) (mg'g) {mg) {mg/g) (mp) (mg/e) (mg) (mg/g) (mg) (mg/e)

F06059 45.2 0.162 425 0.152 87.7 0314 503.9 1.802 212 0.076 30.0 0.107 312 0.112 61.2 0.219
FO6060 36.1 0.146 318 0.129 67.9 0.275 913.1 3.701 15.5 0.063 394 0.160 44.1 0.179 835 0.338
FO6061 342 0.111 423 0.138 76.5 0.249 5348 1.741 13.0 0.042 27.2 0.089 26.1 0.085 53.3 0.174
FO6062 45.6 0.153 47.9 0.161 93.5 0.315 407.0 1.369 16.7 0.056 27.6 0.093 33.1 Q.11 60.7 0.204
F06063 352 0.119 30.6 0.103 65.8 0.222 495.8 1.672 23.0 0.078 36,7 0.124 38.5 0.130 75.2 0.254
Number of females 5 5 5 5 5 5 s 5 5 5 S 5 5 5 5 5
Meéan 393 0.138 350 0.137 783 0.275 570.9 2.057 17.9 0.063 322 0.115 346 0.123 66.8 0.238

S.D. 3.6 0.022 7.5 0.022 12.1 0.041 197.1 0.934 4.1 0.015 5.5 0.029 6.5 0.035 12.3 0.063
Sigpificance NS NS NS NS NS NS NS NS NS NS NS NS N§ NS NS NS
Statistical method TT TT TT TT TT TT TT T TT TT AW TT TT TT TT TT

NS: Not significantly different from the control group.

TT: Apalysis 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 contro! group.
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ABRE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-3-1. 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) (g {mp/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) {mp/g) (mg) (mg'e) (mg) (mgle)

F05054 2803 1963.3 7.004 1774 0.633 864.4 3.084 7636.1 27243 935.0 3.336 900.3 3.212 18353 6.548 5028 1.794
F05055 2802 2057.3 7.342 256.3 0915 897.7 3.204 7781.5 277N 1043.0 3.722 10522 3.755 2095.2 7478 476.9 1.702
F05056 266.4 19352 7.264 1473 0.553 834.5 3.133 6704 8 25.168 911.9 3423 8853 3.323 1797.2 6.746 584.5 2.194
F05057 2915 2070.4 7.103 2443 0.838 903.9 3.0t 7266.0 24.926 892.7 3.062 889.5 3.051 1782.2 6.114 5275 1.810
F05058 307.9 19074 6.195 211.7 0.688 919.2 2.985 7716.7 25,062 983.9 3.196 978.8 3.179 1962.7 6.374 564.3 1.833
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2853 1986.7 6.982 207.4 0.725 883.9 3.101 7421.0 26.034 953.3 3.348 9412 3.304 1894.5 6.652 5312 1.867

S.D. 15.5 733 0.459 45.5 0.149 34.1 0.080 447.4 1.360 60.6 0.250 72.8 0270 1328 0.517 43.9 0.190
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-3-1 (continued). Organ weights of female rats at the end of the recovery period

Control (vehicle: water for injection)
Female No. Qvary (R} Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/p) (mg) (mg'g) (mg) (mgg) (mg) (/e (g (mg/e) (mg) (mg/g) (mg) (mglD) (mg) (mglg)

F05054 56.4 0.201 64.2 0.229 1206 0.430 4554 1.625 18.7 0.067 345 0.123 342 0.122 68.7 0.245
F05055 50.8 0.181 49.9 0.178 100.7 0.359. 614.6 2.193 219 0.078 34.9 0.125 35.1 0.12§ 70.0 0.250
F05056 60.1 0.226 53.5 0.201 i13.6 0.426 451.6 1.695 23.1 0.087 303 0.114 354 0.133 65.7 0.247
F05057 41.1 0.141 474 0.163 88.5 0.304 480.2 1.647 25.6 0.088 311 0.107 35.2 0.121 66.3 0.227
F05058 239 0.078 23.0 6.075 469 0.152 715.0 2322 16.3 0.053 223 0.072 26.5 0.086 48.8 0.158
Number of females H 5 s 5 5 5 N 5 s s 5 5 5 5 5 s
Mean 46.5 0.165 476 0.169 94.1 0.334 5434 1.896 211 0.075 30.6 0.108 333 0.117 639 0.225

SD. 14.5 0.058 15.2 0.058 29.1 0.114 116.9 0.334 3.7 0.015 5.1 0.021 3.8 0.018 8.6 0.039
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HEBRES R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-3-2. Organ weights of female rats at the end of the recovery period
EMEE 1000 mgkg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/e) (mg) (mgig) (mg) (my/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/p)

F05064 3359 1931.5 5.750 276.4 0.823 1090.2 3.246 75127 22,366 1095.6 3.262 1049.7 3.128 21453 6.387 593.7 1.767
FO6065 284.6 1925.3 6.765 339.0 1191 876.8 3.08! 7470.1 26,248 971.0 3412 976.5 3410 1941.5 6.822 667.4 2,345
F06066 304.3 1958.1 6.433 3784 1.244 5024 2,965 72069 23,684 853.1 2.803 9175 3.015 1770.6 5.819 510.1 1.676
F06067 269.4 1963.2 7.287 150.8 0.560 880.3 3.268 6385.0 23,701 960.4 3.565 931.7 3458 1892.1 7.023 463.1 1.719
FO6068 267.3 1899 4 7.106 216.7 0.811 870.9 3.258 6984.9 26.131 505.1 3.386 872.7 3.265 1777.8 6.651 400.0 1.496
Number of females B 5 5 5 5 5 5 5 B 5 5 5 5 5 5 5 5
Mean 2923 18355 6.669 2723 0.926 924.1 3164 71119 24.426 957.0 3.286 948.4 3.255 1965.5 6.540 526.9 1.801

S.D. 28.5 26.0 0.609 91.6 0.287 93.6 0.135 4585 1.699 90.7 0.291 66.5 0.187 1529 0.466 105.7 0.321
Significance NS NS NS NS NS NS N§ NS NS NS NS NS NS NS NS NS N§
Statistical method T TT T TT TT TT TT TT T T TT TT ™ TT T TT T

NS: Not significantly different from the control group.

TT: Analysis by Studeat's t-test.
AW: Analysis by Aspin-Weich t-test.
UA: Unabie 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 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 30-3-2 (continued). Organ weights of female rats at the end of the recovery period

EMEE 1000 mgkg

Female No. Ovary (R) Qvary (L) Qvaries Utgrus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) {mgfg) (mg) (mg/p) (rog) (mg/p) (mg) (mp/g) (mg) (mg/s) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F06064 62.0 0.185 625 0.186 1245 0371 945.7 2,815 244 0.073 28.6 0.085 326 0.057 61.2 0.182
FO6065 61.1 0.215 57.2 0.201 118.3 0.416 406.7 1.429 153 0.054 311 0.109 322 0.113 633 0.222
F06066 58.5 0.192 54.0 0.177 1125 0.370 401.6 1,320 19.2 0.063 34.3 0.113 350 0.115 69.3 0.228
F06067 509 0.189 46.1 0.171 97.0 0.360 668.0 2480 15.4 0.057 244 0.091 26.9 0.100 513 0.190
F06068 58.7 0.220 57.9 0.217 116.6 0.436 §22.0 1.953 16.0 0.060 35.6 0,133 36.3 0.136 71.9 0.269
Number of females 5 5 5 5 5 5 5 5 N 5 5 5 5 5 5 5
Mean 582 0.200 55.5 0.190 113.8 0.391 588.8 1999 18.1 0.061 308 0.106 326 0.112 634 0.218
S.D. 4.4 0.016 6.1 0.019 10.3 0.033 227.1 0.649 39 0.007 4.5 0.019 3.6 0.015 80 0.035
Significance NS NS NS NS NS§ NS NS NS NS NS NS NS NS NS NS NS
Statistical method AW AW T AW TT AW TT TT TT TT T TT TT TT T TT

NS: Not significantly different from the control group.

TT: Agalysis 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.
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REBRE = R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 31-1. Macroscopic findings of male rats at the end of the dosing period

Dose Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mg/kp EM EE 1000 mgkg
MO01 MOl MOl MO! MOl MO1 Mol MO02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 M03 M03 M03 M03 M03 MO03 M03 M03 M03 M03 M03 MO3 M04 M04 M04 M04 M04 MO4 M04
001 002 003 004 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043

Findings Animal No.

Epididy mis

Edematous, bilateral - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - . P - . - .
Kidoey

Ealargement, bilateral - - - - - - - - - - - - - - - - - - - - - - P - - - - - - - - - - . - - - -
Prostate

Smalt - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - P - - - -
Spleen

Enlargement - - - - - - - - - - - - P - - - - - - - - - - - - - - - - - - - - - - - - -
Testis )

Edematous, bilateral - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - P - - - -

Smatt, bilareral - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - P - - - - . -
Thymus

Smalt - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - P - - - - - P

Notes) -: No abnormal changes P : Non-graded change
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HREAE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 31-2. Macroscopic findings of male rats at the end of the recovery period

Dose

Findings Animal No.

Control (vehicle: water for injection)

MO01 M01 M01 M0l MOl

008 009 010 011

012

EMEE 1000 mgkg

M04 M04 M04 M04 M04
044 045 046 047 048

Epididymis
Edematous,bilateral
Small, unilateral/bilateral

Testis
Edematous, bilateral

Small, unilateral/bilateral

p¥

a)

P P

P

Notes) -:No abnormal! changes P : Non-graded change

a): Unilateral b): Bilateral
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AR ZE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 32-1. Macroscopic findings of female rats at the end of the dosing period

Dose

Control (vehicle: water for injection) EMEE 62.5 mgkg EMEE 250 mpgkg EMEE!000 mgke
Findin Animal No. FO!1 FO1 FOI FOI FO1 FOI FOI FOl FO1 FO! FOl FO1 FQI FOl FOI F02 F02 FO2 F02 FQ2 F02 F02 F0I F02 FO2 F03 F03 FO03 FG3 FO3 F03 FOJ FO3 FO3 FO3 FO3 FO3 F04 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4
& : 001 002 003 004 005 006 007 008 008 009 010 Ol 012 013 014 015 016 017 018 (19 020 021 022 023 024 035 026 027 028 029 030 Q31 032 033 034 035 036 037 038 033 040 041 042 043 044 045 046 047 048
Fate

NP NC TL ND TL NP TL TL NP TL TL NP TL TL

Kidney

Dilatation, petvis, bilateral - - - - - - - . . - - - . - . . - . - - - - . - - - - -

Liver !

Diaphragmatic nodule - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - P - - - - . - - - - - - - -
Whitish spot. scattered S S B L - - . - - - - - e e . - e e e e e e e e e e .
Lymphnode

‘Enlarpement, mediastinal - - - - - - - - - - - - - - - - - - - - - - - - - - - - P - - - - - - - - - - - - - - - - - -
Spleen

Adhesion, with saosa - - - - - - - - - - - - - - - - - - - - - - - - - - - - P . - - - -

Enlargement - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - < - . - - - P - - P
Stomach

Dark colored area, plandular stomach I L T S N B - . - - A e e e e . - - -
Thymus

Simalf - . - S S L S S S - | S A R T S
Utenis

Dilatation, lumen D T T c e e e e e e e e e e . - - - P

Notes} -:No abnonmal changes P : Non-graded chan;

Fate : blanks; Subjected to autopsy on day 5 of lactation; ND. Not delivery: NP, Not pregnant: TL, Total fitter loss: NC, Not copulated
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FHERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Dose Control (vehicle: water for injection) EMEE 1000 mgkg
Findings Animal No. FO5 FO5 FO5 FO5 FO5 F06 F06 F06 F06 FO06
049 050 051 052 053 059 060 061 062 063
Hair
Alepecia, forelimb - - P - - - - - - -

Notes) -: No abnormal changes P : Non-graded change
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AR E 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 32-3. Macroscopic findings of female rats at the end of the recovery period

Dose Control (vehicle: water for injection) EMEE 1000 mgkg
Findings Animal No. FO5 F05 F06 F06 F06 F06 F06 F06 F06 F06
054 055 056 057 058 064 065 066 067 068

lleum

Retention, gas, lumen - - - - - - P - - -
Cecum

Retention, gas, lumen - - - - - . P - 4 -
Colon

Retention, gas, lumen - - - - - - p - - -
Rectum

Retention, gas, lumen - - - - - - P - - -

Notes) -:No abnormal changes P : Non-graded change
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HERE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 33-1. Histopathological findings of male rats at the end of the dosing period [H.E. staining]

CGroup Control (vehicle: water for injection) EMEE EMEE EMEE
Dose(mg/kg) 0 62.5 250 1600
Findi Animal No. MOl MO! MO01 MOl MOl MO1 MOlL MO02 M02 MO02 M02 M0Z M02 M02 MO02 M02 M02 M02 MO02 M03 MO3 MO3 MO03 MO03 M6l MO3 M0O3 MO3 MO3 MO03 MO3 M4 M04 MO4 MO4 MO4 MO4 M0O4
= i 001 002 003 004 005 006 007 013 0i4 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 03C 031 032 033 034 035 036 037 038 039 040 041 042 043
Brain . NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Spinat cord NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Pituitary gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Cyst - - - - - P P - - -
Submandibular gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sublingual gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node, sublllandibl.;]ar NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Thyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Ultimobranchial body - - - - - 3 _ _ P P
Parathyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Thymws NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy, meduila - - - - - - - - - - . . . - . + & o+ x o+ +
Heart NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Trachea NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lung NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Accumulation, foam cell, alveoius - - - - - - + - - +
Hemorrhage, focal - - - - - - s - - -
Metaplasia, osseous, focal - - - - - * - - - -
Microgranuloma - - + - - - + - - -
Mineralization, focal, arterial wall - - % - - - - - - .
Bronchus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE

Notes) -:No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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HEREZE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]
Group Control (vebicle: water for injection) EMEE EMEE EMEE
Dosg{mg/kg} 9 62.5 250 1000
Findin Animal No MO1 MO1 MOI MO1 MOL MOI MO1 M02 M02 M02 M02 M02 M02 M02 M02 M02 M02 MO02 M02 M03 MO3 M01 MO3 MO3 MO03 MOJ MO03 MO3 MO03 M03 MO3 MO4 M04 MO4 MO4 M04 M0O4 MO4
& ) 001 002 003 €04 005 006 007 013 014 015 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 041 042 043
Liver NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Faity change, kepatocyte, periportal E ES F3 + + + + FY FY FY = - = - - & * - *
Ground plass appearance, hepatocyte - - - - - N - . - - - - - - O =+ o+
Hypentrophy, hepatocyte, centrilobular - - - - - - - - - - £ x % - . + + % + +
Microgranuloms ¥ - - £ - - . - - - - - . . * . .
Pancreas NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy, acinar cell, focal,
replacing ductal proliferation Fd - - - - - - + - -
Somach NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Duodenum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Jejunum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
lleun NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Cecum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Colon NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Rectwn NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph pode, mesenteric NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Spleen NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Deposit, pigment, brown & & & & P 24 + ® Y FY *
Hematopoiests, extramedullary +* + + + + + + + + + +
Kidney NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Basophilic tubule, cortex & = & P * O £
Cyst, medutta B - P - p - . - - -
Eosinophilic body - - . - * - . . . + .
Uninary biadder NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE

Notes} -: No abnormal changes 4 Very shight +: Slight 2+: Moderate 3+ Marked
P : Nox-graded change NE: Not examined M: Missing A: Autolysis

327



REBRE S R-13-002
Combined repeat dose and reproductive/develepmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 33-1 (continued). Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Growp Controf (vehicle: water for injection) EMEE EMEE EMEE
Dose(ragkg) 0 62.5 250 1000
Findin Animal No MO! MOi M1 Mol Me! MOl MOl M02 M02 M02 MO2 MO02 M02 M02 M02 M0O2 M02 M02 MO02 MO03 M03 M03 MO03 MO03 MO03 MO3 MO3 M03 M03 MO03 M3 M04 M04 M04 MO4 MO4 M0O4 MO4
B i 00l 002 003 004 005 006 007 013 014 OLs Olé 017 0i8 015 020 021 022 023 024 025 026 027 028 025 030 031 032 033 034 035 036 037 038 039 040 041 042 043
Adrenal gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Testis NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Atrophy, seminiferous tubule,
focal, bilateral - - - - - - - E3 - - - + - - - . . . - -
Exfoliation, spenmatid & sperm,
seminiferous tubule, bilateral . . . . - - . . . - . . . . . * - + + =
Exfoliation, spermatocyte,
seminiferous tubule, bilateral - - - - - - - - - - . - - - N - - + N .
Multinucleated pant cell,
seminiferous tubule, bilateral - . . . - . - - - - - & - - - £ x = + %
Vacuolation, germ cell layer,
seminiferous tubule, bilateral - - - - - - - . . N N N . . . - + + + >
Epididymis NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Cell debris, lumen. bilateral - - - - - - - + - - - + - . - + o+ o+ 4+ %
Decrease, sperm, lumen, bilateral - - - - - - - - - - v % - - . + + + + +
Prostate NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Cellular infiltration. lymphacyte, interstitial = % - - + - + + + - + - + + £ * + + + - -
Decrease, liquid content, lumen, bilateral - - - - - - - - - - - - - - - + Ed + + Ed
Seminal vesicle NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Coapulating gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Eycbeit NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Harderian gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sciatic nerve NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Skeletal muscle NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Feinur NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Marrow, femur NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE

Notes) -:Noabnormal changes £: Very slight +: Slight 2+ Moderate 3+ Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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R E 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 33-2. Histopathological findings of male rats at the end of the recovery period [H.E. staining]

Group Control (vehicle: water for injection) EMEE
Dose(mgkg) 0 1000
Findings Animal No. MO0l MOl M01 M0O1 MOI1 M04 M04 M04 M04 MO4
008 009 010 011 O0l2 .044 045 046 047 048
Thymus
Atrophy, medulla - - - - - + - + - -
Liver
Fatty change, hepatocyte, periportal + + + + + + - - + -
M icrogranuloma - - - - - - - - + -
Necrosis, focal - - - - + - - - - -
Testis
Atrophy, seminiferous tubule + - - - + + + - 2+ -

focal, unilateral/bilateral
Exfoliation, spermatid & sperm,

seminiferous tubule, bilateral - - - - - + + + 2+ £
Exfoliation, spermatocyte, seminiferous tubule
bilateral - - - - - + o+ o+ 2+ .
Multinucleated giant cell, seminiferous tubule
bilateral . - - - + + o+ . + .
Vacuolation, germ cell lay er, seminiferous tubule
bilateral - - - - - £+ o+ 2+ o+
Epididymis
Cell debris, lumen, unilateral/bilateral - - - - + + + + + +
Decrease, sperm, lumen, unilateral/bilateral - - - - + + + + 2+ &+
Defect, unilateral - . - - o - - . . .
Prostate
Cellular infiltration, lymphocyte, interstitial - + - + = - - - - -

Notes) -:No abnormal changes =: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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HERE 5 R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 34-1. Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Growp Control {vehicle: water {or injection) EMEE EMEE EMEE
Dose(me/ke} 0 625 250 1000
Asinal No FOF FOY FOI FOI FOol ROl FO1 FOl FOL FOL FOl EOL FO2 FO2 F02 FOI FO2 FO2 FO02 FO2 FO2 FO2 FO2 FO2 F03 FO3 FO3 FO3 FO3 FO3 FO3 K3 EQ3 FO3 FO3 FO3 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4 FQ4
Findings . 001 002 003 Q04 005 006 007 Q08 009 010 011 012 013 014 015 016 017 018 015 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 03% 040 041 042 043 044 045 046 047 048
Faie NP NC TL ND TL NP TL TL NP TL TL NP TL TL
Brain NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Spinal cord NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Pituitary gland NE NE NE NE NE NE XNE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Cyst - - - P - - - - . . P . -
Submandibular gland NE NE NE NE NE NE XNE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sublinguai gland NKE NE NE NE NE NE XNE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node, submacditadar NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Thyroid gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Ectopie thymic tissue . - - - - - . - P . . - -
Ultimolyasehial body - . N - - . - - - . . - - P -
Parathyroid gland NE NE NE NE M NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Thymus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Heant NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Trachea NE NE NE NE NE NE - NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lung NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Accumndation, foam cell, alveolus . - . - - - + 2 = . . - — -
Cellulsr infiftration, inflammatory, focal . . . . . . N . - - . +
Edems, subseross . - - - - - - . . +
Mineralization, focal, arterial walt - - - - - - - - - &

Brouchus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE* NE NE NE NE NE NE NE NE NE NE NE NE NE

Notcs) - : No abnormal changes z: Very stight « : Slight 2+: Moderate 3+ Marked
P : Non-grakd change NE: Not examined M: Missing A: Autolysis
Fate : blanks, Subjected to arapsy on day S of lactation; ND, Not delivery, NP, Not pregnant; TL, Total Litter loss; NC, Not copulated
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HBE S R-13-002
Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

CGrowp Control {vehicle: water for injection) EMEE . EMEE EMEE
Dose(mprke) 0 625 250 1000
Acimal No FO1 FO1 FOI FOI FO! FO1 FOI FO1 FOI FO1 FO1 FOI Fo2 F02 FO2 FO2 E02 702 FO2 FO2 FO2 ¥02 Fo2 FO2 FO3 FO3 F03 F03 FO3 F03 FO3 FO3 FO3 FO3 FO3 FO3 FO4 F04 FO4 FO4 FO4 TO4 T4 FO4 FO4 FO4 FO4 FO4
Findings ! G001 002 003 004 005 006 007 008 009 010 Ot Q12 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 NC TL ND TL NP TL TL NP TL TL NP TL TL
Liver NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Fatty change, hepatocyte, periportal - - £ ESE D - - - & B * N FY PR &
Fibrodis, focal, capsule - - - - - . - - - . . + - - - -
Cround glass appearance, hepatocyte - . . - . . - . . N . * . i % %
Hypertrophy, hepatocyte, centrilobular - - - - - . . . . - . + = 4 -
Microgranuloma - + B * . . + - % . - - - - +
Necrosis, focal B . - - - - + I - - - P PR -
Naoduke, bepatodiapbragmatic - - - . - - - . . . P - - - . .
Pancreas NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Stomach NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Dilatation, fundic gland,
focal, glandular stomach - - - - - . - . - - - & . - - - - -
Edema, lamina propria, glhadular stomach - - - - - - N . & - - - - - - PR -
Erosion. mucosa, glandular stomach - - - - - + PY . + . - . . - . . . -
Duodenum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Jejunum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
lleumn NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Cecum NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Coton NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Recium NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node. mesenteric NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Spteen NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE WE NE NE NE NE NE NE
Cellular infiltration, inflammatory, serosa - - - - - - B - . . . . . -
Deposit, pigment, brown + + + + 2. + 2+ + 2+ + o+ 2= pad + 2+ +
Hematopoiesis, extramedullary + + o+ 2+ 4 2+ 2+ + 4 2+ 2+ + + 24 2+ +

Notes) - No abnormal changes +: Very slight +: Slight 2+ Moderate 3+ Marked
P : Non-graded change NE: Not examined M: Missing A: Atolysis
Fate : blanks, Subjected 2o amopsy on day 5 of lactation; ND, Not delivery; NP. Noi pregnant; TL. Total litter loss: NT. Not copulated
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AERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 34-1 (continued). Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Group Control (vehicle: water for injection) EMEE EMEE EMEE
Dose(mg/ke) 0 625 250 1000
Aimal No. FO1 FO1 FOI FO1 FO1 FO1 FOI FOI FO1 FOI FOI FOI FO2 FOZ FOZ FO2 F02 FO2 FO2 F02 FO2 FO2 F02 FO2 FO3 FO3 FO3 FO03 FOJ FO3 FO3 FO3 F03 FG3 Fd3 FG3 F04 F04 P04 FO4 EQ4 FQ4 FO4 FO4 F04 FU4 104 K04
Findings . 001 002 003 004 005 006 007 008 009 010 011 012 013 014 0I5 016 017 018 019 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 (39 040 041 042 043 044 045 046 047 048
Fate NP NC TL ND TL NP TL TL NP TL TL NP TL TL
Kidney NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Basophilic tubule, cortex 3 - - - % + - - - * - E3 + - - %
Cast, hyalis, cortex - - - - - - - - - - - + - - N -
Dilatation, petvis. bilateral - - - - - 2+ - - - - - - - - -
Mineralization, Cortico-meduliary junction - - - - - - - -z - - - - - - -
Urinary bladder NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Adrenn! gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Ovary NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Ovulatory follicle - . - - - - . . - - - P PP 4
Uterus NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Cellular infiltration, neutrophil,
‘mixosa & hanen - - - - - - - - - - . - 2 -
Vagina NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Eyeball NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Harderian gland NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Sciatic nerve NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Skeletal muscle NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Femyr NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Marrow, femur NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE NE
Lymph node
Mediastinum

Edema, wath inflonmatory cell

Notcs) - - No abnormal changes +: Very slight +: Slight 2+ Modzrate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Fate : blanks, Subjected to autapsy on day 3 of lactation: ND, Not delivery; NP, Not pregnant; TL. Fotal litter loss; NC, Not copulated
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HRERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group Control {vehicle: water for injection) EMEE
Dose{mg/kg) 0 1000
FO5 F05 FO5 FOS FOS F06 F06 FO06 F06 F06
049 050 051 052 053 059 060 061 062 063

Findings Animal No.

Brain

Spinal cord

Pituitary gland

Cyst - - - - - - - - P -

Submandibular gland

Sublingual gland

Lymph node, submandibular

Thyroid gland

Ultimobranchial body - - - - - - - - P -

Parathyroid gland

Thymus

Atrophy, medulla - - - - - - * + - .

Heart
Degeneration/fibrosis, myocardial, focal - - - Y . . . . . N

Trachea

Lung
Accumulation, foam cell, alveolus - - - B - + + . - -
Metaplasia, osseous, focal - - + - - - - - - .

Bronchus
Notes} - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+ Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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HERE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group Control (vehicle: water for injection) EMEE
Dose(mg/kg) 0 1000
T : FO5 FO05 F05 F05 FOS F06 F06 F06 F06 FO06
Findin Animal No.
& © 049 050 051 052 053 059 060 061 062 063
Liver
Fatty change, hepatocyte, periportal - + - + - + EX + + +
Ground gfass appearance, hepatocyte - - - - - - - + - +
Hypertrophy, hepatocyte, centrilobular - - - - - + + + + +
Pancreas
Stomach
Duodenum
Jejunum
Tleum
Cecum
Colon
Rectum
Lymph node, mesenteric
Spleen .
Deposit, pigment, brown + 2+ 2+ 2+ 2+ 2+ o+ + 2+
Hematopoiesis, extramedullary + + + + + + + + + +

Notes) -:No abnormal changes #+: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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HAEAE 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 34-2 (continued). Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Group
Dose(mg/kg)

Findings Animal No.

Coatrol (vehicle: water for injection)

0

FO5 FO5 FO05 FO5 FOS5

049 050 051

052 033

EMEE
1000

F06 F06 FO6
059 060 061

F06 FO06
062 063

Kidney
Basophilic tubule, cortex
Cyst, medulla
Fibrosis, focal, subserosa
Mineralization, Cortico-medullary junction

Urinary bladder

Adrenal gland

Ovary

Cyst, follicular

Uterus

Vagina

Eyeball

Harderian gland

Cellular infiltration, lymphocyte, interstitial

Sciatic nerve

Skeletal muscle

Femur

Marrow, femur

H O K

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

P : Non-graded change NE: Not examined M: Missing A: Autolysis



HERE 5 R-13-002

Combined repeat dose and reprbductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
. Appendix 34-3. Histopathological findings of female rats at the end of the recovery period [H.E. staining]

Group Control (vehicle: water for injection) . EMEE
Dose{mgkg) 0 1000
Findings Animal No. F05 FO05 FO05 FO5 FO0S FO06 F06 F06 F06 F06
054 055 056 057 058 064 065 066 067 068
Thymus
Liver
Fatty change, hepatocyte, periportal + = £ x £ + o+ £ @+ %

Necrosis, focal

Notes) -:No abnormal changes #+: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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AT = R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 35-1. Results of observations about estrous cycle

Control (vehicle: water for injection)

Pre-mating period Mating period

Animal Pre-treatment period . Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed

(days) (days)
FO1001 DDDDEDDPEDDP ED 4-day 4.0 DPEDDPEDDPEDDFP 4-day 4.0 SP I
FG1002 DDDEDDDEDDPETDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 D DDPL 1
F01003 DEDDDPEDDDPETDD 5-day 5.0 DEDDPEDDDEDDPE 4-day 4.0 D DP SP 1
F01004 DDDPEDDDPEDDDP 5-day 5.0 EDDDEDDDDEDDDE 4/5-day 4.3 D DDPL ) 1
FO1005 EDDDEDDPEDDPED 4-day 4.0 DPEDDPEDDDEDDD 4-day 4.0 SP 1
F01006 EDDPEEDDDPEDDD S-day 5.0 PEDDDPEDDDDEDD 5-day 5.0 D Sp 1
F01007 DDDEDDDPEDDPEE 5-day 5.0 DDPEDDPEDDPEDD 4-day 4.0 D SP 1
F01008 EDDPEDDPEDDEPED 4-day 4.0 DDEDDDEDDPEDDFP 4-day 4.0 sp 1
F01009 EDDPEDDDEDDDED 4-day 4.0 DDEDDPEDDPEDDTP 4—day4 4.0 sp ) 1
F0i01i6 DDPDDEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 D DD PL 1
FO1011 EDDPEEDDPEDDTPE 4/5-day 4.3 DDPEDDPEDDDEDD 4-day 4.0 D Sp {
F010i2 DDDEDDDEDDPEDD 4-day 4.0 PEDDPEDDPEDDEPE 4-day 4.0 DDP SP 1
Mean 4.4 4.1 1.0
$.D. 0.5 0.3 0.0

) (12) (12) (12)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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AREBRES R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 35-2. Results of observations about estrous cycle

EMEE (62.5 mgkg)

Pre-mating period M ating period
Animal Pre-treatment period Treatment period Times of vaginal

no. Stage Type Mean length Stage Type Mean length Stage estrus observed

(days) (days)
F02013 DDEDDDEDDDEDDD 4-day 4.0 EDDPEDDDEDDDED 4-day 4.0 D D SP 1
F02014 DEDDDEDDPEDDDE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P SP 1
FQ2015 DDPEDDPEDDPEDD 4-day 4.0 PEDDDEDDPEDDDE 4-day 4.0 DDP Sp t
F02016 DPEDDDPEDDDPED 5-day 5.0 DDEDDDEDDDEDDD 4-day 4.0 SP 1
F02017 DDEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDDED 4-day 4.0 D P Sp 1
F02018 DDDPEDDDPEDDPE 4/5-day 4.5 EDDDPEDDDPEDDD S-day 5.0 P SpP 1
F02019 DDDDEDDDPEDDDP 5-day 5.0 EDDDPEDDDPEDDD 5-day 5.0 P SP 1
F02020 DPEDDDEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
F02021 EDDDEDDPEDDPED 4-day 4.0 DDEDDDEDDDEDDD 4-day 4.0 SP 1
F02022 EDDDEDDDEDDDED 4-day 4.0 DDEDDDEDDDEDDD 4-day 4.0 Sp 1
F02023 EDDPEEDDPEDDPE 4/5-day 43 DDPEDDPEDDDEDD 4-day 4.0 P SP 1
F02024 EDDDEDDDEDDDED 4-day 4.0 DPEDDDEDDDEDDD 4-day 4.0 PL 1
Mean 42 42 1.0
S.D. 0.4 0.4 0.0

(N) (12) (12) (12)
D, diestrus; P, proestrus, E, estrus; PL, vaginal plug, SP, sperm positive
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ABRE = R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 35-3. Results of observations about estrous cycle

EMEE (250 mg’kg)
Pre-mating period M ating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type M ean length Stage estrus observed
(days) (days)
F03025 DEDDDDEDDDPEDD 5-day 5.0 DPEDDDPEDDDEDD 4/5-day 4.5 D Sp 1
F03026 DPEEDDPEEDDPEE 5-day 5.0 DDDDEDDDDEDDDE 4/5-day 45 Sp 1
F03027 EDDPEEDDPEDDPE 4/5-day 4.3 DDPEDDDDEDDPED 4/5-day 4.5 DDPESP 1
F03028 DDDEDDDEDDDEDD 4-day 4.0 DEDDDEDPDDDEDDD 4/5-day 4.5 D SP 1
F03029 DDPEDDDEDDPEDD 4-day 4.0 PEDDPEDDPEDDDE 4-day 4.0 D DP SP I
F03030 PEDDDEDDDEDDDE 4-day 4.0 DDDEDDDEEDDDED 4/5-day 4.5 DDP SP l
F03031 PEDDPEDDPEDDPE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 P PL 1
F03032 EDDDEDDDEDDPED 4-day 4.0 DPEDDDEDDPEDDP 4-day 4.0 SP 1
F03033 DDDEEDDDEEDDDE  4/3day 4.5 EDDDPEDDDEEDDD 5-day 5.0 N 1
F03034 DDDDEDDPEDDPEE 4/5-day 4.5 DDDDEDDDDEDDPE 4/5-day 4.5 SP 1
F0303s DEDDDEDDPEDDPE 4-day 4.0 DDPEDDDEDDDEDD 4-day 4.0 P 8P L
F03036 DEDDPEDDPEDDPE 4-day 40 DDDEEDDDPEDDDE 4/5-day 4.5 DDDDDDDDDDDDDD
Mean 4.3 44 1.0
S.D. 04 03 0.0
[ (12) (12) (11)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug SP, sperm positive
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HERE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 35-4. Results of observations about estrous cycle

EMEE (1000 mgkg)

Pre-mating period M ating period
Animal Pre-treatment period Treatment period Times of vaginal

no. Stage Type Mean length Stage Type Mean length Stage estrus observed

(days) (days)
F04037 DDEDDPEDDPEDD?P  4day 40 EDDDDEDDDDPEDD 55 DD s 1
F04038 DPEDDDEDDDEDDP  4day 40 EDDDPEDDDDEDDD 4, 5.0 D PL 1
F04039 DDPEDDDEDDDPED  4fday 45 DDDDDDDDDDDDED g DDE S 1
F04040 PDEDDDPEDDDPED  Sday .50 DDDEDDDPEDDDDE 44, 50 PL 1
F04041 PEDDPEDDPEDDPE  d4day 40 DDPEDDPEEDDPEE 44 5.0 DDP E SP 1
F04042 DDPEDDPEDDPEDD  4dy 40 PEDDDFEDDPEDDD 54, 45 E SP 1
F04043 DPEDDPEDDPEDDP  4day 40 EDDDPEDDDDPDEDD 55 PSP 1
F04044 DPEDDDPEDDDPED  5day 5.0 DDDEDDDDPEDDDD ., 6.0 sp 1
F04045 EDDPEDDDEDDDDD  4day 40 DDDDDDDDDEDDDE o sP 1
F04046 EDDPEDDPEDDPED  4day 40 OPEDDDPEDDDPED g4 50 DD PL 1
F04047 PEDDPEDDPEDDPE  &day 40 DDDPEDDDDPEDDP 6.0 E SP 1
F04048 DDDEDDPEEDDDPE  Sday 5.0 DDDDEDDDDEEDDD 6.0 D PL 1
Mean 43 54 = 1.0
SD. 0.5 0.5 0.0

(N} (12 (10 (12)
Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug SP, sperm positive
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REREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 36-1. Results of observations about reproductive performance
Control (vehicle: water for injection)

Male Female Paring days
no. no. Copulation Conception until copulation
MO01001 F01001 + + 1
MO01002 F01002 + + 4
MO01003 F01003 + + 4
MO01004 F01004 + + 4
MO01005 F01005 + + 1
M01006 F01006 + + 2
MO1007 F01007 + + 2
MO01008 F01008 + + 1
MO01009 F01009 + + 1
MO01010 F01010 + + 4
MO01011 F01011 + + 2
MO01012 F01012 + + 4

Total +12,-:0 +12,-:0

Mean 2.5

S.D. 1.4

(N) (12)

+, confirmed

-, not confrmed
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HEREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 36-2. Results of observations about reproductive performance

EMEE (62.5 mg/kg)
Male Female Paring days
no. no. Copulation Conception until copulation
M02013 F02013 + + 3
MO02014 F02014 + + 2
MO02015 F02015 + + 4
MO02016 F02016 + + 1
MO02017 F02017 + + 3
M02018 F02018 + + 2
M02019 F02019 + + 2
M02020 F02020 + + 3
M02021 F02021 + + 1
M02022 F02022 + + 1
M02023 F02023 + + 2
M02024 F02024 + + 1

Total +12,-:0 +:12,-:0

Mean 2.1

S.D. 1.0

(N) (12)

+, confirmed

-, not confirmed
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HREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 36-3. Results of observations about reproductive performance

EMEE (250 mg/kg)
Male Female Paring days
no. no. Copulation Conception until copulation
M03025 F03025 + + 2
MO03026 F03026 + + 1
MO03027 F03027 + + 5
MO03028 F03028 + + 2
MO03029 F03029 + + 4
M03030 F03030 + + 4
M03031 F03031 + + 2
M03032 F03032 + + 1
MO03033 F03033 + - 1
MO03034 F03034 + + 1
MO03035 F03035 + + 2
MO03036 F03036 -

Total +:11,-:1 +10,-: 1

Mean 2.3

S.D. 1.4

(N) (11)

+, confirmed

-, not confirmed
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HEREF R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 36-4. Results of observations about reproductive performance

EMEE (1000 mg/kg)
Male Female Paring days
no. no. Copulation Conception until copulation
M04037 F04037 + + 3
MO04038 F04038 + + 2
MO04039 F04039 + + 4
MO04040 F04040 + - 1
MO04041 F04041 + + 5
M04042 F04042 + + o)
M04043 F04043 + - 2
M04044 F04044 + + 1
M04045 F04045 + + 1
MO04046 F04046 + - 3
M04047 F04047 + + 2
M04048 F04048 + + 2

Total +12,-:0 +:9,-:3

Mean 2.3

S.D. 1.2

M) (12)

+, confirmed

-, not confirmed
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ABREBEE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 37-1. Observation of offspring (F;)

Control (vehicle: water for injection)

Dam No. Gestation Numberof Numberof Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead index index index 4 days Sex Viability abnormalities **
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) sCars (%) (%) Male Female Total (%) {%) (%) Male Female (%) (Number) (%)
F01001 22 16 16 100.0 + 14 5 9 14 036 0 87.5 875  100.0 5 9 036 100.0 0 0.0
F01002 22 17 17 100.0 + 16 12 4 16 075 0 94.1 94.1 1000 12 4 075 100.0 0 0.0
F01003 22 15 15 100.0 + 14 7 7 14 050 0 93.3 933 160.0 1 7 050 100.0 0 0.0
FOL004 22 20 18 90.0 + 14 6 7 13 0.46 1 71.8 722 92.9 6 7 046 100.0 0 0.0
FG1005 22 17 17 100.0 + 15 8 7 15 0.53 0 88.2 88.2  100.0 8 7083 100.0 0 0.0
F01006 22 17 17 100.0 + 17 11 [ 17 065 0 100.0 106.6  100.0 11 5 069 94.1 0 00
F01007 22 15 13 100.0 + 14 5 9 14 036 0 93.3 93.3  100.0 5 9 036 100.0 0 0.0
F01008 22 17 17 100.0 + 15 7 6 13 054 2 88.2 76.5 86.7 7 6  0.54 100.0 0 0.0
FO1009 22 17 16 94.1 + 14 4 10 14 029 0 87.5 875  100.0 4 10 029 100.0 0 0.0
FOi010 22 16 15 93.8 + 15 8 6 14 057 1 100.0 93.3 93.3 8 6 057 100.0 0 2.0
FO1011 22 21 20 95.2 + 16 8 8 16 050 0 80.0 80.0  100.0 8 8 050 100.0 0 0.0
F01012 21 16 16 100.0 + 16 9 7 16 056 0 100.0 100.0 1000 9 6 060 938 0 0.0
Number of dams 12 i2 12 12 2% 12 12 12 12 12 12 12 12 12 12 12

Total 204 19% 180 90 86 176 4 90 84 0
Mean 219 17.0 16.6 97.8 15.0 7.5 7.2 147 0.51 0.3 90.8 88.8 97.7 75 7.0 0.51 99.0 0.0
S.D. 03 18 1.4 35 1.0 24 1.6 1.3 0.13 0.7 74 8.8 4.4 24 18 0.13 24 0.0

% 100.0

+: Dams with live offspring, -: dams without live offspring.
a): Number of dams with live offspring
b): Number of external abnormalities in live offspring at birth.
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ABRE = R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 37-2. Observation of offspring (F;)

EMEE 62.5 mgkg

Dam No. Gestation Numberof Numberof  [mplan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
lengh corpora implan- tation mdex Number of Sex Dead index index  index 4 days Sex Viability abnormalities ®
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

{days) scars (%) (%) Male Female Total (%) (%} (%) Male Female (%) (Number} (%)
F02013 23 18 18 100.0 + 16 8 8 16 0.0 0 88.9 88.9 1000 8 8 050 100.0 0 0.0
F02014 22 17 17 100.0 + 16 7 7 14 050 2 94.1 82.4 87.5 7 7 050 100.0 0 0.0
F02015 22 18 18 100.0 + 16 9 7 16 056 0 88.9 88.9  100.0 9 7 056 100.0 0 0.0
F02016 23 17 17 100.0 + 16 12 4 16 075 0 94.1 94.1  100.0 12 3 080 93.8 0 0.0
F02017 22 15 15 100.0 + 14 8 6 14 057 0 933 933 1000 8 6 0.57 100.0 0 0.0
F02018 22 19 19 100.0 + 16 8 16 0.50 0 84.2 842 1000 8 8 050 100.0 1} 0.0
F02019 22 19 19 100.0 + 17 8 9 17 047 0 89.5 89.5  100.0 9 047 100.0 4 0.0
F02020 22 17 17 100.0 + 16 10 6 16 0.63 ¢ 94.1 94.1 1000 10 - 6 063 100.0 0 0.0
FQ2021 22 16 16 100.0 + 16 6 10 16 0.38 0 100.0 100.0 100.0 6 10 0.38 100.0 0 0.0
F02022 22 15 15 100.0 + 14 6 8 14 043 0 93.3 93.3  100.0 6 8 043 100.0 0 0.0
F02023 23 19 19 100.0 + 18 1 7 18 061 0 94.7 94.7 1000 10 7 059 94.4 0 0.0
F02024 22 16 16 100.0 + 13 7 6 13 0.54 0 81.3 81.3 100.0 7 6 0.54 100.0 0 0.0
Number of dams 12 12 12 12 124 12 12 12 12 12 12 12 12 12 12 12

Total 206 206 188 100 86 186 2 99 85 0
Mean 23 172 17.2 100.0 15.7 83 7.2 5.5 0.54 0.2 91.4 90.4 99.0 8.3 7.1 0.54 99.0 0.0
S.D. Q.5 1.5 1.5 0.0 14 19 1.6 L4 0.10 0.6 5.1 5.6 36 1.8 1.8 0.1 23 0.0

% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN DT DT DT DT DU DU DT AN DT DT DT DT AN AN AN KW AN

+: Dams with live offspring, -: dams without live offspring,

a): Number of dams with live offspring

b): Number of external abnormalities i live offspring at birth.

NS: Not significantly different from the control group.

DU: Apalysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.

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.
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BRI 5 R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 37-3. Observation of offspring (F;)

EMEE 250 mgkg

Dam No. Gestation Number of Numberof Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead index index  index 4 days Sex Viability abnormalities *
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F03025 23 15 15 100.0 + i1 5 6 [t 045 0 733 733 1000 4 4 050 72.7 0 00
F03026 23 18 18 100.0 + 18 11 7 18 061 0 106.0 1000  100.0 11 6 065 944 0 0.0
F03027 22 17 16 94.1 + 16 9 6 15 060 1 100.0 93.8 93.8 9 6  0.60 100.0 0 0.0
F03028 22 11 6 54.5 + 5 1 4 5 020 0 833 833  160.0 1 4 020 106.0 0 0.0
FG3029 22 20 19 95.0 + 16 5 10 15 033 1 84.2 78.9 938 5 10 033 100.0 0 0.0
F03030 2 15 15 100.0 + 14 7 7 14 050 0 93.3 93.3 1000 7 7 050 100.0 4] 0.0
F03031 22 16 16 100.0 + 14 4 9 13 031 1 87.5 81.3 929 4 9 031 100.0 4] 0.0
F03032 22 16 14 875 + 11 5 6 It 045 0 78.6 786 1000 5 6 045 100.0 [ 00
F03033 Not pregnant
F03034 22 18 18 100.0 + 17 10 7 17 0.59 0 944 944  100.0 10 7 059 100.0 0 0.0
F03035 22 16 15 938 + 12 7 5 12 058 0 80.0 80.0  100.0 7 5 058 100.0 0 0.0
F03036 Not copulated
Number of dams 0 10 i0 10 oY 10 10 10 10 10 10 10 10 10 o 10
Total 162 152 134 64 67 131 3 63 64 [
Mean 222 16.2 15.2 92.5 134 6.4 6.7 13.1 046 03 87.5 85.7 98.1 6.3 64 047 96.7 0.5
S.D. 0.4 24 36 C 140 3.8 30 1.8 37 014 0.5 9.2 8.9 3.1 3.1 20 015 8.6 0.0
% 100.0
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN DT DT DT DT DU DU DT AN DT DT DT DT AN AN AN KW AN

+: Dams with live offspring, -: dams without live offspring

a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

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

DT: Analysis by Dunnett ty pe mean rank test.

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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RBE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats
Appendix 37-4. Observation of offspring (F,)

EMEE 1000 mgkg
Dam No. Gestation Numberof Numberof Implan- Delivery Number of offspring at birth Delivery © Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead index index  index 4 days Sex Viability abnormalities ®
lutea tation index (dams) offspring Live ratio  offspring (offspring) ] ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F04037 24 16 16 100.0 - 3 ] 0 0 3 18.8 0.0 0.0 Total litter loss on day 0
F04038 - 11 8 727 - Total litter loss in utero
F04039 23 17 15 88.2 + 13 7 4 11 0.64 2 86.7 73.3 84.6 0 0 0.0 0 0.0
F04040 Not pregnant .
F04041 - 17 17 100.0 - Total litter loss in utero
F04042 24 16 15 93.8 - 4 0 0 0 4 26.7 0.0 0.0 Total litter loss on day 0
F04043 Not pregnant
F04044 23 16 8 50.0 + 5 2 2 4 050 1 62.5 50.0 80.0 0 0 0.0 4] 00
F04045 - 13 11 84.6 - Total litter loss in utero
F04046 Not pregnant
F04047 24 17 16 94.1 - 5 0 0 0 5 313 0.0 0.0 Total litter [oss on day O
F04048 23 14 12 85.7 - 1 0 0 0 1 8.3 0.0 0.0 Total litter loss on day 0
Number of dams 6 9 9 9 2% 6 6 2 6 6 6 6 2 2 2
Total 137 118 31 9 6 15 16 0 0 0
Mean 235 15.2 3.1 85.5 52 1.5 1.0 25 057 2.7 39.1 20.6 274 0.0 0.0 0.0 0.0
S.D. 0.5 2.1 35 15.8 4.1 2.8 17 45 1.6 29.6 327 425
Y% 222
Slgm.ﬁcanoe X % NS NS * % *% % x% % — *% 5% % =% —— — — — —
Statistical method DU AN DT DT FT DT DU DU DT NA DT DT DT DT NA NA NA NA NA

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

+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring,

b): Number of external abnormalities in live offspring at birth.

Significantly different from control (vehicle: water for injection) (**: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

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

DT: Analysis by Dunnett ty pe mean rank test,

FT: Analysis by Fisher's exact 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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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 38-1. Body weights of offspring (F,) before weaning

Control (vehicle: water for injection)

Dam No. Days after birth
M ale body weight Female body weight
0 4 0 4
F01001 69 (5 .1 (5 6.5 (9 107 (9)
F01002 6.4 (12) 10.7 (12) 54 &) 9.7 @)
F01003 64 (D 10.8 (7 61 (7N 105 (M)
FO1004 66 (6) 1.0 (6) 63 (N 103 (D
F01005 73 (8 10.8 (8) 66 (7 105 (M
F01006 62 (11) 10.0 (11 6.0 (6) 102 (5)
F01007 7.1 (5 120 (5) 67 (9 1.5 (9)
F01008 66 (7) 14 (N 63 (6) 120 (6)
F01009 7.1 @ 1.6 &) 6.6 (10) 11.8 (10)
F01010 73 (8 122 (8) 6.8 (6) 10.8  (6)
F01011 64 (8) 99 (8 63 (8) 10,0 (8)
FO1012 58 (9 9.5 (9 56 (D 93 (6)
Number of dams 12 12 12 12
Mean 6.7 10.9 6.3 10.6
S.D. 0.5 0.8 0.4 0.8

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring,
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HERE B R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 38-2. Body weights of offspring (F,) before weaning

EMEE 62.5 mgkg

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F02013 66 (8 9.5 (8 64 (8) 9.1 (8)
F02014 64 (7 103 (D) 58 (D 9.5 (D)
F02015 65 (9 81 (9 59 (D 72 (D
F02016 7.5 (12) 129 (12) 67 @ 125 (3)
F02017 69 (& 11.3 (8 6.7 (6) 10.8  (6)
F02018 66 (8 104 (8 59  (8) 9.6 (8
F02019 62 (8 10.1 (8 6.0 9 10.1 (9
F02020 70 (10) 104 (10) 6.4 (6 9.2 (6)
F02021 68 (6) 94  (6) 6.5 (10) 8.6 (10)
F02022 67 (6) 1.8 (6) 64 (8) 13 (8)
F02023 62 (11) 8.4 (10) 6.0 (7 85 (N
F02024 69 (M 11.6 (7N 6.6 (6) 1.7 (6)
Number of dams 12 12 12 12
Mean 6.7 10.4 6.3 9.8
S.D. 0.4 1.4 0.3 1.5
Significance NS NS NS NS
Statistical method AN AN AN AN

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.

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.
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HBREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 38-3. Body weights of offspring (F;) before weaning

EMEE 250 mgkg

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F03025 7.0 (5 9.1 4 68 (6) 79 &%)
F03026 6.9 (1) 107 (11) 67 () 99 (6)
F03027 7.1 (9 10.1 (9 6.6 (6) 94  (6)
F03028 75 (D) 139 (1) 72 (@) 134 &)
F03029 7.1 (5 10.8 (5 6.5 (10) 9.6 (10)
F03030 67 (N 100 (D 62 (N 94 (N
F03031 65 (4 9.0 @) 65 (9 92 9
F03032 7.0 (5 127 (5 6.7 (6) 127 (6)
F03033 Not pregnant
F03034 6.6 (10) 9.5 (10) 63 (M) 98 (7
F03035 73 (N 1.7 6.5 (5 105 (5)
Number of dams 10 10 10 10
Mean 7.0 10.8 6.6 10.2
S.D. 0.3 1.6 0.3 1.7
Significance NS NS NS NS
Statistical method AN AN AN AN

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.

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.

381



HEREE R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 38-4. Body weights of offspring (F;) before weaning

EM EE 1000 mgkg

Dam No. Days after birth
‘ Male body weight Female body weight
0 4 0 4
F04037 Total litter loss on day 0
F04038 Total litter loss in utero
F04039 57 () 5.2 (4) Total litter loss on day 1
F04040 Not pregnant
F04041 Total litter loss in utero
F04042 Total litter loss on day 0
F04043 Not pregnant
F04044 7.0 (2 6.2  (2) Total litter loss on day !
F04045 Total litter loss in utero
F04046 Not pregnant
F04047 Total litter loss on day 0
F04048 Total litter loss on day ¢
Number of dams 2 2
Mean 6.4 5.7
S.D.
Significance --- - --- -—-
Statistical method NA NA NA NA

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring,

NS: Not significantly different from the control group.

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.

352



HREBRES R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 39-1. General conditions in offspring (F;) before weaning

Control (vehicle: water for injection)

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F01001 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01002 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F01003 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01004 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F01005 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01006 Number of offspring 17 17 17 16 16
General appearance, No abnormality 17 17 16 16 16
General appearance, Death 0 0 1 0 0
F01007 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01008 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F01009 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01010 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 i4 14
F01011 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F01012 Number of offspring 16 16 16 15 15
General appearance, No abnormality 16 16 15 15 15
General appearance, Death 0 0 1 0 0
Number of offspring 176 176 176 174 174
General appearance, No abnormality 176 176 174 174 174
General appearance, Death 2

Abnormal findings of offspring, Lack of nursing
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ABREF R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 39-2. General conditions in offspring (F;) before weaning

EMEE 62.5 mgkg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F02013 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02014 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02015 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02016 Number of offspring 16 16 15 15 15
General appearance, No abnormality 16 15 15 15 15
General appearance, Death 0 1 0 0 O
F02017 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02018 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02019 Number of offspring 7 17 17 17 17
General appearance, No abnormality 17 7 17 17 17
F02020 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02021 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02022 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02023 Number of offspring 18 18 18 17 17
General appearance, No abnormality 18 18 17 17 17
General appearance, Death O 0 1t 0 0
F02024 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
Number of offspring 186 186 185 184 184
General appearance, No abnormality 186 185 184 184 184

General appearance, Death

Abnormal findings of offspring, Lack of nursing
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HERE S R-13-002

Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 39-3. General conditions in offspring (F,) before weaning

EMEE 250 mgkg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F03025 Number of offspring It 11 9 8 8
General appearance, No abnormality 11 9 8 8 8
General appearance, Death 0 2 1 0 0
F03026 Number of offspring 18 18 18 18 18
General appearance, No abnormality 18 18 18 18 17
General appearance, Death 0 0 0 0 1
F03027 Number of offspring 15 15 15 15 15
General appearance, No abnormality 1s 15 15 15 15
F03028 Number of offspring 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5
F03029 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03030 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03031 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F03032 Number of offspring 1Im 1 11 11 1
General appearance, No abnormality 111111 1
F03033 Not pregnant
F03034 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 7 17 17
F03035 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
Number of offspring 131 131 129 128 128
General appearance, No abnormality 131 129 128 128 127
General appearance, Death 2 1 1

Abnormal findings of offspring, Lack of nursing
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Combined repeat dose and reproductive/developmental toxicity screening test of 1-Ethoxy-2-(2-methoxyethoxy)ethane by oral administration in rats

Appendix 39-4. General conditions in offspring (F,) before weaning

EMEE 1000 mgkg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F04037 Total litter loss on day 0
F04038 Total litter loss in utero
F04039 Number of offspring 1 1 o0 0 0
General appearance, Death o 11 0 0 0
Abnormal findings of offspring, Lack of nursing imMm o0 0 o0 90
F04040 Not pregnant
F04041 Total litter loss in utero
F04042 Total litter loss on day O
F04043 Not pregnant
F04044 Number of offspring 4 4 0 0 0
General appearance, No abnormality 4 0 0 0 O
General appearance, Death 0 4 0 0 0
F04045 Total litter loss in utero
F04046 Not pregnant
F04047 Total litter loss on day O
F04048 Total litter loss on day 0
Number of offspring 15 15
General appearance, No abnormality 4
General appearance, Death 15

Abnormal findings of offspring, Lack of nursing
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