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Methyl 3-methoxypropanoate D ER&5-Flk - AR EBELHERRECEBETARZA -
THEIEL Tz, WRYE R S K () ICHREL T, 0, 62.5, 250 225 TN 1000 mg/kg O T, 48
EHMERER 12 LD Crl:CD(SD) Sy MOl 0 5 U7, BT 42 BB S L-RICHRL, M3 -
A 14 BEBLOSE B, MIRHMLEL THE 4 BET4~4 BE&KEL, HAERIIWE 4 H
BEIWHE 5 BISHRRLZ, £z, 0 3L 1000 mg/kg D EiZFEZTHEL (Y774 h) BE (10 IL/8) %
R, 42 BTG L- BB O 5 FlE R U, BEIEMLRER T 5012, B 0 BX T 1000 mg/kg
B 5 B, MEOIEEBEDS 5 Hilik 42 BRI 5 L2, 14 BRIFAEL THRLIZ,

1. KRG 0T RS L OB OR/E R

1000 mg/kg FEORE, FEATEME IS L ORELMEZ & 5-1 O —@HEDFIENS BRI, FRRI7ERBIE
THAEMEICTREEDS B DTz, ¥ 5-BIRE R OREE BRI DS 1000 mg/kg BEOHER LU ZZHME TR
Db, REMED RO RZ R U, Fo, REETIIHE SR OBEELRA Uiz, REOHEMNS
1000 mg/kg REDHETRDOIL, FERBMEVTIEIMEM 2R LT, Fiz, MEB XU FEABLHEICBE MR | R
B R E OB ERBLOR T ERE PR EOEMBEMARD LN, SOICHEREMEITRE
A, 7 bR IO MY APEEIMEIMU Tz, /MR OB T aba B R OER , EMHELE
53 M R T AT R OREAEDS 1000 mg/kg BEDFEASELME TRRD OV, FLEEM K FEBEZ (LDH) &
., I a—RRERI N 7Y IR REOEMEAR A 1000 mg/kg BFEOHEZFBD GBIV, 2560 me/ke
HTRABRENREOLNE, /. LDH &ML 250 mg/kg LA LD GG MEmE R,
1000 mg/kg BEDIERZELMECIRH BLIREED ML | MR L O b IEIMEmE R Uz, £, REED
HER J OB IR YN B AR EEDSIE MU 72, ATHRE EDMEINAS 1000 me/keg B D IR LY
RECMETRO b, BELEIMERMZ R U, Fo, &’EEJU#KEEEM@%HE%ﬁ%@DMﬁEW%ﬂ?bfco

14 AMOEBEHEHIRE T %, 1000 mg/kg HOIEZEM TRICE, RPEMEREBIVR T EMR
EHe 20N, BBEEOHMBRADLNE, ZOfh, BEIN-A2TOR RIZIZIEEENRDL
hic,

2. R AEBEFHIFTRBIOHAERR
1000 mg/kg B TIEEHFBFER B BRI OMHRHIMMSER L, BRI OHEA REOWA H
RN, T2 FETHSBRBLIOWBEARRICIAEMEFIRLET AN 1 FlREDLNT,

3. gt

BEioxid s - REEFHESEEI—RRE, LiEFRE, MRECFIORE, SEEER
ERPOMERELHIZ 62.5 mg/ke/day, ERRAEFIEBI OKIERIRICH T EFE BT RFE
IR B BRI OIHRBIR O R | BERBEOBA B FBHLIIZEND 250 mg/kg/day & 2 LTz,
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HERE M

AZBRIL. Tv M Methyl 3—methoxypropanoate % —EHBIRER S U-BICENAIRER S EM:
BLOEEME., 25 NCARME A BB LA ROREICRIETHELHALMICT B ZHAEL
s

HEBRH A1 & 6P

ARBRIL. HFHRICEDESIROIRBROGEICOWT AT ALEEIART A (FRR 2343 A
31 AT, FRFE 0331 7 FEAFBHEEERRFR, TR 23-03-20 WEH 5 SRHFEREHE
ERRE. BRARE 110331000 SHEEH A BEBR BB L. (LS WE SR
DRBRE Eh T ARBMRIC B T AR (AL 23 423 A 31 Afi), &K 0331 5 8 BEA N BHE
EFEEMLFR., ¥ 23-03-29 /EHE 6 SRFEXVBEEXRE. RRARE 110331010 SRR
BRABREBORRIREM) &8 TLUTERL,

ETOERBEIL SO TEROCVERICETOEE (B4 410 A 1 B ERE 105 5, F
2489 H 5 B —EWE) . [ EREBWMOER KR CRE I NI R ORBIC B 554 (Frk 18
#4828 A REAETE 88 5) BIOEABBEOHRE T 2EHEEICBI28MEREDOE
FEICBS T AEANES ) (FRk 18456 A 1 B, % 0601001 7)ZE~FL, —HUEHEARRELR
U y—ERICE T GRENSAR) ) (PR 2F10A 1 B, P25 4 A 1 REE) IZE
SWTER LIz, ARBRICBIT 58 ERHEIL, RENETBNERZELOEELZIT, ARE
NTND B RBAGEE 5 : 1130206A), 7838, AFBINIBIMERFENDLOREIL/27>7,

MEEHE

1. #EBRWE

HeEBR M) E T D Methyl 3-methoxypropanoate (B4 : 3-ArF o’ 4 BEAF /L, CAS No.:
3852-09-3, 43 7R : CsH 05 0 FE: 118.13, S8 - K MEEHAORE, FRRE, @ BATLH
BDF —&2L, $hE: 145°C (IR | 1-A 22 ) — N /KR SEAREC A TP DT —FhL, RRIE:
BATLOOTFT —HRL BRE: =7/ — AV ROTBMNAZET, KBTIV, oy bE 5
WEE5103, Annex A, LAF . MMP) i3l TR LB AL (FBMEAT 20134 6 A 14
A). ERRFETEIR, X, BT (ERHE 15.9~24.6C) TRE LT,
MMP O#EEREKITTFT,
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wm\/\w‘ﬂx
O

WRME ORI, EREANELUERE T HICEBMEINC CHR ORERS L ORIRIT
ZRIMVEBIREL . BERMR . 2T MR 22 m b A B (REE B Q-13-010) TRERL-,

2. BB L URE HIE

AAF p— VAR UN—EREFF ELF—LD 8.5 B#iD Sprague-Dawley (SD) % (Crl:CD (SD) . SPF)
T OHE 55 UL, HE 83 PEHEEAL, 6 FEITINA L, AW BLEH T3 A, BRELABTRE~DHI
LD bEAE LI, ZOHER  BO—BRELBEL. AWH (BE 1 ) BIUREKT BIZH
BERE L, B35 DL R RBMORIC T A b  THLE R 2T, Gy — I RRE L,
BB LOIEE S EZTA LB — R8T TRBIL-, $o Iz oWCE, BiZ 2 Bbb
7R, EEMPEEL, AWIYOAFRFBIUORERTROKEIITROBY ThoTz,

B AfT B 1201349 H 18 H
AT AE HE 282.1~307.3 g, M 185.7~219.1 g
REKTH :20134£9 B 30 R

REKRTRAE ;7 365.7~431.2 g, M 214.3~289.5 ¢

R BIEORE R ARLIZEMWNC IV THE | T (BHLES 9) TIREETICHEN LD, i
RRICHBAT LIz, ZOM, RER O — AR S L O BRI REII3D bV o7z, BB T
KRB REPBESNE 1L, 8P CIRRINZ 4 BOMEASORFRSRDONLV B IER
F ORI ERBIR OIS A MEENT | ITERAL., BEBLEEAMBIECIVE
ST EToT, B LBMUI—E0SMESLEVL T, 7=V MU TRICEHE S 2 E#L.
AEORRSZBYI—FICRRES MBI UBYE S LT AL CHEE — I IC#T -, B4
OB HEBNY T T, B 15 LI CRRIBIMEL . B 1 BILRMER T CTRASESE . &
SIS OB AL B B EE A LT, |

EIIRFARIRIE 21.0~25.0°C, FFAIREE 40.0~75.0%, AR ERN 15 [/, ARV AIL 12 B
(7 By~19 B) AT, 12 BER (19 B¥~7 B ITICRESH-ABENT, £BREBRS—Y
(220w X 270d X 190h mm) i< 1 PUd™> (AHIEI 2 P0) IR L. B (CE-2, HAZLT) LAGEAK
(REFHAKEREAK) Z B BICEREE THABFLZ (L RBHABLOLWE RFECH LT
FREBTI R R SET), MBI SR FI A OWT, IR 18 BB E 4 AECTOVMNETIAF v
BT — 2 (350w X 400d X 180h mm){Z 1 [EFOULEL, REEL TRV T T o7 (=) —
V. BARLAZA V) EEEMRG U, AESRT OB EDREL 21.5~24.5C, BEL 48.0~
68.5% Tholz, Tz, A LR, B KBLUORBO SR RIE. WTFNbIEBREFIEEICT
HOFFHBENTHLIEERER L, ‘
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3. ®EmHmik
1) Fas

R EEFEL., SR QEF K, BUET e BE, #E%F 5 C2XCHL) ZMAF B,
200 mg/mL REFBIL7, S5HIT, 200 mg/mL IRABAFIZE>THRI]RL, 50 2HTNT 12.5 mg/mL &%k
BYPERYICRREL 7o, MU RAKIImIR, B, FAT (RIME 1~67C) TREL, KEMEDRIEIHF
IR L,

2) REMERR

ABRWE R VTR > TEBENZRR RBRE T Q-13-010) I3V T, AWBRME O BR
#(0.01 FB3LT* 200 mg/mL) IZ VT, W, EOLSMTICRiT5 8 BHOL ERITHRIN TS,
) EEDHE

AR OETRELR G (FIRLE 2013289 F 30 B)IZ5VVT, 12.5, 50 BLTK 200 mg/mL B DT
BURIEOEBEME L, TORER, FHEBITFARIRED 97.9~100.7%THY, FREEDITLH>&
IXEEIED 98.2~101.6% THEHFPICH 7 (Annex B),

LR IA P OREER Y E IR EEIIA FOFIETRIELE, 12.5, 50, 200 mg/mL O EHKE 1 mL Z1E
CREICEY. AREMATCEERRUCRBHAKR (]9 10 pg/mL) ZFARLUE, REHAROFHEII R 5RkD
BB n=3 & LTz, BREHARIR S JUME BRI U TIORTRIE SRS CRERK/ < N 77 4— 12k
DEIEL . EEERED IR LR BRE AW THRARRETO MMP REZEHLE,

HIE S
Gt EATTHRBOL R
ST CAPCELL PAK C18 UG120(N%E 4.6 mm, &S 250 mm, KF#&
5 um, BAEH)

BEA K/TEP=RIA (8:2 v/v)

e 1 mL/min

NT IR E R 40°C

B EIRE iR (RERL)

AR 10 pL

HERE 210 nm
ARV BREIR K/ TER=NIA(8:2 v/V)

VAT LOE A BIEBARTNICAKE 1 F, BERAATR CHIER T HRICEHEEE (St

2)%& 1 BT ORIE Lz, KOOI 5 EIZ MMP OB — 7 {75k
BT I EY — IR Z e R LTz, 7o, BEERIR (St 2)1
BWTE— 7 FRERLY —7EAOES AIER BN 428
BT HOREYS ZHERB LT, TEIOFEEEIIRERRHIZ £3.0%
LI, B — 7N =5.06LAN%E B BE LI,

9
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4. BEBORELLCEEFiE

KRB E BT, 'Methyl 3-methoxypropancate M7y e WA ER S50 - AR AT
ARR (THRB) | RBRES R-13-003) DFEFR VEBLITHRELE, Thbb, 0Bk, T EA).
250, 500 725 TRC 1000 mg/kg ® MMP % 10 B OMEHEE. 3 PO SD v M 14 B, KEREIE
AREL, 2B, ZOFHAR TRHOW-HBRYE B I UCEEIIARRREFM ey M AV,

HED 1000 mg/kg B EREICRBWT, &5 7 BURBOREZIC—BMEORESBEZES N, LL., &
MIERBE IR R AR IO (LTBEINe ol o, BECFHRERBIVEE -
EERE (FTHE. B, EE, 3. BR BRERBERIZBOTH. R EOR B, RIB T 5%
{LIEEBH LD T, LIzASo T, 1000 mg/kg D MMP i3 AR BB AL -5 B T,
PR EOMETYIC T 55— REEFHEL, SOIEREBE~ORELIHB TELEE LN
7o L EORERA, 1000 mg/kg ZARBRICIIT BB A RHORERICREL, T, Ak 4 THET,
250 mg/kg A&, 62.5 mg/kg B BICRETHILELT, W ERKIMMGFEAARF A IZHY
FyrHBEE I CILEARO®REEL,

ARBRTIT, HEEMIIZSECET 14 B[], AZECHIM (BR 14 HE) 28U CGHERAT B ¢ e 5 m%%
42 [B]) | #EENIIZZECAT 14 B[, ZRECHAR. ﬁﬁ&?ﬁf’a’ﬁ%iﬁb’(ﬁﬁ%&@ﬂﬁﬁ 4 HET, FREREED X
EEEETE T ADICREL B (VT I N CHIRS QAT . EOMIC IR 1E, 187
Bl 9 B 02 3~12 KF 08 T 5 L7z, Fiz, RRITHERINZHA S U o 1= M5 RRAT B (IR
25 BFY H)ETHRE L, REFEIT S ml/kg &L, MEREEGICRFFTORE B OKRESL B BIZR 5K
BERREHU, 2B, sHBEICTEACHLES AAKERKICRE L,

ARRRFAAIF OB R BLUSME S LRI,

. _ BEE BE RERE &S

# £5NR (mg/kg) (mg/mL) (mL/kg) T i 3
paf:ichisd %Ei;k 0 0 5 M01001~M01012% F01001~F01012
&/ MMP 62.5 125 5 M02013~M02024  F02013~F02024
hHERE 0 MMP 250 50 5 M03025~M03036  F03025~F03036
s AEH MMP 1000 200 5 M04037~M04048%  F04037~F04048
X RRAE .
[élf_?%ﬁa E(Eﬁgk 0 0 5 - F05049~F05058+
(7740 EE) -
=R
(FEAEL MMP 1000 200 5 - F06059~F06068%
(7740 B¥)

* HEOXT RS LU ARE. MOIERE (V7 I/ M) HOBHE DO REINE 5 FliTEIESRIC
gL,

10
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5. REIL
1) BiEh (FO)
O—RIRBDOBIE
SHICONT, AESETEEE | FELLE, 55 Ea%OEH 2 EH_ESELE, &5
W FERDBFBR LIS A, Wikt BEs kL,
QEERBLUERFEEOBE
HEEIIX BRI OEAEROYLEMEZOREINE 5 file, MEWIIIHEREL (TN &
DOEPEBSOREINE 5 FlREREER (BI1E | H)»5 14 HE, #H 1 S L, ATEIRUES
ET, —REBEBIE L, '
@t HZE R B
MBI T B 5 7. 14, 23, 30, 36 BLTF 42 B (S HEHILEE 0 BA5 4 HORIC 1
=) . 1000 mg/keg WEFHD | HliIHRE 49 B HEHFPIXEE 7 BXU 14 BiIZh, 22TV 7§
T BFEMIMERBIR AT o1, BEIT, Wb 1385 05 4y~ 14 8% 38 HORNAT o7z, £, 7y — T8k
LTCOBEZITW, 7 —UDbROH T BRICAREBEL  FEE L COBELTo7, 1F¥EE LTI,
(AL, B8 RETEH. L E. IRE. RER. 5K R 217, BERITE. A2iT8. ZRRIS. &
DA, B HER. PEE, AT ARG ERA . B R BREL:,
OWrERE
EBANEBLOBRESHHEIL, HEIXKRE 39 BIZ, M E 41 BICRELE, SRR L
UIEREL (V7 74N RISE OB E 5 DOF\ b FIEL, srfetibid i 5 MR HL . FIREZRIRY 5y
D BB R L= KBS Uiz,
B & 42 B OFEMERBIZIZS | &Eed, MBELHITRBIC T 2R ES U A RE LT, M REY
i, HEDOX AL POTRA —HREL 2SI R EHR B L OB RIS ENR DL 1 5l (&)
W& 5 M01002) ZER<BME B DI 5 Bl ZOMOBIIEBOBME S OFE 5 FliUiz, ol
G HIRSEREL . FTRRRIRY 300 B AR L &8 5 B, 3 (7 T4 BT &R OB
WEROE 5 L,
(1) B 53 2R F B RS
TFATNVEG BILRS  REEAL, BISEUL ., BR5AZ RS, IRig (BB ) K. EMRHFO
AEZREL,
Q) BHRIE .
NEIBABEL AT LERNTBAZRAIE L, EHPORIRBICERORIZENEHR 6 |
BIEL, BmER L ORIREERI L 3 BORAEOFEHEEZ RO,
(3) B R EBRE
B S&EE) B % & (SUPER-MEX, ERTHR) 2 AV C, 20 S0 B R ES = (KEBSHHRB LIV
S _EASEIE) ZEHRIL ., BHAMENY 5 S EICER L, RBRIREMIT, REEMNCHEOEERE
BT ITEVEAR = 2) ITERL | o0 B R EBRIEE RSB

11
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O ERIE '

Heds SOMEBIMIOHEATRE (P71 BEE, 85 1 (RS PIAER), 4.7, 14, 21, 28, 35, 42 B, [
1.7, 14 BRIUHIR B ICRIELE, MEMWIIES 1,47, 14 B AR 0.7, 14.20 B, E 0.4 A
iéitﬁ%ﬂ*ﬁ BICHBIE U, 1000 mg/kg B5BED | BIESHIZREG 21, 28 B ARSI~
BN CIIATER 26 BAEY RICHEIELT S,

TR |

HBIOMEMM ORI (VT 74N Bk, #5 1~2, 7~8, 14~15, 29~30, 35~36, 41~42 H,

B 6~7, 12~13 BIZREL. IERE (T AN BHOAE G 21~22 HIZHBIE LT, MW II# 5
1~2, 7~8, 14~15 B £ 0~1, 7~8, 14~15, 20~21 HBLUWE 3~4 HICBELE, 23, k

B O K IEBH LN BEEORE 1 FlOH 5 41~42 B OFIEFEITFHES B2 6RA L,

DREE

BB L OB OIEREL (VT TAN) HEREREL, %5 37 BORETIIAHIYEESD
VN6 I, F7-, [ 13 BICBITARAE TIEEIE2fEHREL:,

E 37 BORETIIY BORERIC, FE 13 HORE TII—ACKBOBEKE TRICEM LR
=L, L FOEBICOWTRE LR, 2L, AR BE . KRR LARERIORITEL.
ERRBIEHA 4 BFE OB S T ER T, ZOMOIE B i34 24 BFRADOER TITo7,

HH HEE 1 FIBsAe
BB Rz
pH-#EM-EJEH - WE-7h Ak B AIE A —arA A7 AE-4020 (7 —21A)
rary ) —F YAV El= .k '
it iR FSBAPEE
RE HE AR YA —
HE BT FUANBRIETTE SU-202 (/L= ERFE)
TR LA R AFERRE £ HBIDHER JCA-BM6010(A AEF)
HVGLAZ L ARE Gl EI RS
HWREALTVBE HE il
Ol k=

SH OHMEIZ-WT, B ATT 2 B 75%%)%?91%:@%& HoOT%. 5GBS S| EHEIERED
(IR BEREHIOBAATERZERL . £EPORER ., ZRVPHERSNDETHRDZ8
BL1, 372, HEOTHRENR B & (EEREOREHNLEENEITO B EOFY) BI U EH
6% 4 HDVWE 5 B EIRROEBHISENUA OB ICE LU BOEELHEICEH L, 72
B, HARIZ 4~5 A OB THERSAEIRL T DB E R LU,

ORI

5 15 B 15 B 14 0 X0, RIEENOMERES 1 5t 1 CRES -, BHJ0EH. BR2RL, [
B OMOBHIEAZERL TERLL, BNIJERDWIIERER OB T ARRES B
TR EMEL, ZOREER 0 ALRAELCRIBEZMEL, BHNFHAE L, RERREBIOTR
DOREEEY, FERMHANDOREHR BETO BEBLIOEORICERL-RFEHOE K, REE
((RREMW R/ ZZEUZ V=B %) X 100, %), iEIRE ( GEIREME/ZZRUIHEBMHE) X100, %)

12



HBRE S R-13-004
BEHL,
@i - 578 - HE R BB

REVPFERINT-261% BRI, kORI, ik 21 BHEY B0 MRSHIEINSGE

CfE BT oft, FRILERICEEL. 15 BETIAHAET LEFIc\ T, 20 REESE 0 B (5
H) &U7z, SREIC DWW TOIEEBEFRZEM IS OWTTV, EEBE CXho@#ic >
Th, SREO—RRBBLCEROREPLREDOTELHIILI, St W 1~4 BOMIC -
ERIELE B BE L, 1L 2B OEIREIM GEiE 0 AAO0% A ETO BE) 2R, FHO
HEESR[ (IR HH EEMER SR B0 X 100, %12 HLI, /E 5 B OFRERCIREIZ OV T ER
BMEE T CIERERESY | FEIC OV CIEREE I L FRR((ERE/EREHRER) X100, %)%
B,

@R M.

HEOBR5H# TRAHRTIE, 2RI 1 61 @PE S M01002) ZER<EMHE B DI 5 fl, 2O o
BIIEBOBHESOE 5 F, [E# 15 BB CREE 25 TR AT, £, #Eo
B 5 T RS CIE, DI DV TR S HIRIASEREL COAAEE 5 i, KT (7 TA1) BB
5 THEBR CRERBHE SO 5 F, B 15 BB 25 BRCIIEEA2FA CRLETo7,
VWTHUBIRFIRT 18~22 e R &7tk | IEE A KEIRDOLU T O 1), 2) | 3) DIEIC TSR 282 T
L7,

1) MEFEAREAR HUEEAl EDTA-2K

2) MKFHIRER HugEEAl 7= BT NTA

3) MRAEFERIRER BUEEAK ~
O@mEFHIRE

BRI OWTLUTOEBZRE LU, fUBEEAILL T/ =BT N UL RV TEREIR L
M LML L T, 7 rhal b BB I OEREE S o RFF2F VR RIEL, 20
fthDIE B I3HEREFIE L T EDTA-2K Z AWTHRR LU Mg TRIEL,

HH ik 13 RS

R ERFZ (RBC) BRED IR MR BBt iEE
XT-2000iV (¥ 2AyJA)

H ify 3k3 (WBC) PEERL—FERVE EH=

Ta— A AN —ik

A fLER 733 MLk Gl

WA M ER EE 28 (RET%) 7 Lk Cil

&% & (HGB) SLS ~EJur ik Bl

TR ML BREFE (MCV) 2} (HCTx1000/RBC) Eill=

/MR EC(PLT) BRIETURHE Eilis

~< 7Yy ME (HCT) Rt Ak

S5 i BR i .38 & (MCH) =& (HGBx1000/RBC) i

HfR I EK ifn. 8. 5% 38 FE (MCHC) £+ (HGBx100/HCT) i

IEMEALER A3 by R 7 G AF VR (APTT) e BkELRR YA 2 HEMKERRNEERE
CA-1000 (VAAyJR)

T nhay b VEERY (PT) EHS N

13
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ORI SRR T .
R M5 R BT VL F O B ERE LT, FORERIEL T 2 N CRIRU - Lo

2o BEL CRIELTL, 728, BHN 7 MO —&1is AR ARIZ BE§ DA &2 (T3, T4 BLU* TSH)
I LU CHUE R AR (CTOC AT Licas, FRBORBEREL L U EOME TOREEH O 2
Db, ARV BRI B RIS 2 LS 0D . BRI LT L B E L

nofr,
H H BIEE i IR
RERRE (TP) By MNE HEV T EEE
JCA-BM6010( H &FEF)
TV PR EE (rALB) BCG ¥k Eili
7 va-ABE (Gle) ~¥V%+—¥'-G-6-PDH ¥ Eills
Hay 27—V B (TC) aVATe-AAF VA -2 - HMMPS ¥ Rk
MZYE7AN B EE (TG) GPO-HMMPS . 71 e)EEE  FRE
V/REE R EE (PL) ) Axy —+ -DAOS et
IRFEZEFEE (BUN) YVT7—t -GODH &, 97—t & [FE
%
IVTF= B PE (cre) Jaffé & F_E
v I NAINNG AN T F 5 1 IFCC i G
(y -GTP)
TNRYT AT 78—F &M (ALP) GSCC ¥ G
TANGX VERTI) VIV AT 27— &M IFCC ik il
(AST)
TI=V TNV AT 25— TEME (ALT) IFCC ' Eil
LB K REERTEME (LDH) JSCC #ZE# (b xt ik BE TR
JCA-BM6010 (A AEF)
FVYLFEFE (Ca) OCPC ¥ Gl
AL EE (thil) BEFRTE il
IR E (IP) )7 VERE A RLE
RBYBRIR B2 (TBA) BRIV Tk RAE
A/G kb =% (rALB/(TP- rALB)) El
T4 A B EE (Na) A4 BREE Eill
AV AAF BT (K) Eillst il
HWEAAVHEE (C) Eif= ' ML
WHRBIURERR

HEB 3 L OMEBD DI (7741 BB S TSGR S 42 AOB A, HEHO
SHEFNIIHE 4 BB R, REBIRLENS UL (250 mg/kg REFHD 1 Hl.B89E 5
F03030, 1000 mg/kg RERED 2 5 B#E B F04038 3L TN F04044) 133EHR 26 HFEY B2, HEEM
BEOHRER (7740 BOBEBEEMEER 15 Ric. thehilRLE,

IR . MR R A o M BEIIL S AL F— T R A FREE T CERILL
RO DI ANE F— T NI ARREE T CRILBSES R T,

7233, RBNCAUNC, B ORI O R/, MR, O, B, . IR, BT . BB M
bk, Bz (R BIUWE GEERE S D) SIE, TE0ERRAIELE,

$7e BB, B, TR, IR (O~ —F —8)  BFRBLOE TR, S8, FRIRSL K g
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ML BB D Mide KOV XK, BT TR RoAER BRE B, B AR 2R . E.
. BB, THRIVE, BB OB ER, R LK, AR (ERIZE) eI OBEE R, 5P
BO7EE B, KIRERSIOKRRE B, BR5. LBWRIBIOYEL (MR, B, Mk,
W, SR BB, VRS EOWAED) REIRL ., AL, BB LG K 15 cm AR FOEH T,
KB 10% R &L <) K 5 mL A TAEALBEEL COoRiHL CRIEERICRFLE,
FBEBIORBE EEIL7 7 U RICEE (BRI 10%ERER~V AR L, ZOMIE 10%F
MR RN~V ARRICEE U, 28, RAHAIBLI R E R CHORE EEE M 80
DERS LTz,
GFEBRBFHIRE

HRUI=BH OIS BERLOERE (77 BOB 5K TR T BRI | 5l (@HES
M01002) & BR<BMHE B DB 5 FRL N B AEHOBYE BIHE 5 Fl, OB S K THHKRT
XA BN OV TR S BRI ASAEEL QO D HREE 2D NS A B 5 T oUW, RERAE A0 R
ER BT (RFELIRE - M) O~< b Ui =40 (HE) AR L WEMASEMREY
EWILT-, Fio, BIREHHRED LN HE OIS, HRWE OB RS- (TR, B,
JElER I OB IZOVWTHRELT,

EERC OV T, REHIMR TRROREABRFREOHER . HBRYER G IIIHLEBZIONE
{ERBESNeh o7=d3 | JEREFHMEOREHMME TR BBEROHM, RPIERLRE LS
DRRDHNIIIZ, REHEOBIZ SV THORERE - CUREABEREL ER L,

2) HAE V(R |
OHAE R DB

WE 0 BICATFREBLIUET IREEMEERNICEA T B IUNRFHOFELBEL, Hik
=[BRS/ ERRE) X100, %], £RHER[(HELRE/EFREH) X100, %], HER[(ERHY
PEMER/STIRENMED) X 100, %R I OHAERI(HEARB/ERS) X100, $E2BH L, . WE
0~4 BET.EH, —REBLBEL, EFERICHCIRBEMRENICEL, FEREFRI(HE 4
H >4 B3/ 0 H O£ IR E) X 100, 6] 2B LI, WISV Tit, ME 0 3L 0 HIZ@ERD
BEAHIEL, B LR OEHEELE 3L, HE 0 HBXLU 4 BT HMEH[ (1
A BB/ AR ) X 100, ]2 EH L, 7238, 62.5 mg/kg 5D 1 Fl (BIHE B F02016 OHERHE
R) OEEERXT —F 7 77 NRIBIET AR E 2 b =2 & DIl & HERA L,

@&k

FHCRISARRICEARE (DELXE ) OF E2BRUTHRL. 109PHEEE S <V FRICEE
U THRIELT, EFRIIEE 4 HICARICESEE (D2 E50) 0B BLHEL TERT ATV RARR
BT IO BESH CRIRL . NS EOREOFELBELL,

—Z DFFNTIE
R, ZHRFICOVVTI Fisher DEZEEMERIT o7 (AEKYE:5%),

N

6.

ot
+
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MMP &8¢ 5 BEORBHBERERT ROYE, L — RO U R ERAARRFT 7id. Mann-Whitney @
UREICEY, F-BHS L —F DA SHEIX Fisher DEHEERERD B EIZEY . MMP &8 5REL % R
HLOMOEBEREEIT oI (FEKHEE:5%),

ZOMDT — % BRSBTS B litter = LOTHIER 1 BALL, FE5E (F754
R BERH DL EDMDFEN THER U, Z DB, ST OXERH 2 HOFEITIE, £T FREZITV.
AEZEPRBOLNZTIIE Student’s - t REEZTT 7, F REICBWTHEEEXPROONIHAIL.
Aspin-Welch BREZIT o7z, BENTOX SN 3 BELLEDEG L. 567, Bartlett O HIEICLVEBEONEL
O—HRIEIZ OV TRER T 270, HEBB— K THAFEIIL, —TREBEROSHIITEITV, BRI
HEMSTED HNBEEE, Dunnett IEIC KV B BHEET o7, — 5, VFHAOBETHEMR 0 L7205
BEBLOG BN —HETRVEEITIEL, Kruskal-Wallis OIEAIREZATV, BEEICA EHESRD R
HBAITIE, Dunnett RO EIRIC IV S BHEBZ1T o7 (FEKHEE:5%),

FRIDILATEGI > I-ABRDBEEEICEEZREITRVOHHIFERUHARTEEICHDE
nof=l&

2013 € 11 A 12 A, "FE 4 BIZ2WBERBELT L8 (@ E 5 F04043) DA E 2R
R FTICEHETENOMH L, Y RITZUBMOWTE 4 AOEELHIEL Qoo A OFEE
CEFEL BIELEESREOLKEEFHBELERTEXLIE1D, RBRA~DOEEI LWV OB LI,

oM, [FRIBIENTCERPSTRBROGHEEICEEBLZRIE TRV OLLIFELRORARTEE
A2 6Yr Ny N L5 2y ey o | |

1. H&w _
1) —#%4KHE (Table 1-1~Table 4, Appendix 1-1-1~Appendix 4-4)
RBRAMZEL T, LB RS RD T,
5 11 HEIBRIZ 1000 mg/kg #EREIZRB W THREBRO—BIEDOFRIESHE 11 61, ZZEME 10 41, I
B 9 BliCE RSN, —BMEOTIEIIR 5% 1 K5 4 B LARIZIE R LT,
STHEMED 1000 mg/kg BEHED 1 Bl (ZIFSEIETHI) THL, H 0 BICRERPBESNI,
HEDOXIBEED 1 HITE, 85 42 AL 43 BIC LBREIEORELBIESHhI,
Z DA, 250 mg/kg LA T O SR ITMERELS I —BORBOE(LITBES R o7,
EIEHIR D 1000 mg/kg |EFHTIUT, M 1 BITIIEIE 8 HEARRC, o 1 HITIXEE 13
H DRI R B OB 03B E SIS TEETHY, HRYEDOEE TIIRW LB,
2) SEHRIE IR ER (Table 5~Table 6-2, Appendix 5-1-1~Appendix 6-2-2)
BT, BRI ORKESBERINIHBREO 1 flTRE 42 RILESREIN, 2O
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ZEE IV TOBEH ICLREFIIRDON T, JEREb AR L B L CE b T,

METVE, $& 5 30 HIZ 1000 mg/kg 58D 1 BlIIHEEDBEINT, Fo, HBREED 1 HlITBvVT
5 30 BT, FEREMEORTRRED 1 FIICI TG 23, 30, 36, 42 ABIUEHE 7. 14 BICERH
BEShi, TOMOBEE BTV THOBE B ICb R ERD LT, HEREL A REEL L
TEF T,

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

HED MMP & GRFO R EITHR S HIM LB L TR RRICHER L, SHREEL MMP £ 5850
ElICH BEIIRD LT, '

S 5B L TR 35V Tl R 14 BIC 1000 me/kg B ERBETHE (P0.05) 1
MLz, £REREE T L 7ot MMP &3 5 BEDEEID, 28ETAT, ﬁiﬁﬁ?ﬁ?ﬁqﬂ\ WEHMEEL Tt
R LERICHER U, ZOMDOBIE B T BB LFERRICHER L, XtRREEL 1000 mg/kg ¥ 5-FELD
MCH BETRDONRD 0T,

FIE R P O EHERS T, HEHEL BT EREEL 1000 mg/ke & S-BELOBICHE B EIIROLNR D
Yoo
4) R & (Table 11-1~Table 14, Appendix 11-1-1~Appendix 14-4)

K LUEASEME T, 1000 mg/kg B 5B RWVTHER G- 1~2 A OBEEENMRELILBRL THE
(P<0.01 BBV ik PL0.08) I F LTz, e, 2T FERDIAARID U, |
HED 62.5 BLU 250 mg/kg GBI THE- 41~42 H OB RN REEL LLESL THE (P<0.01)
Rz,

SRl 1000 me/ke B SBECIUCHENR 20 F ODFEERR B0SH TR BE L HBE L CIE T RL,
HE 3~4 HOBEENEE (P.00)IET Lz, Z0fh, BT, R PEZEL T, RBELD
FICERBZTRDoN2 T,

[EE IR OHETIE, B 6~7 HO 1000 mg/kg # 5RO BEFEA X REEL FLERL TH & (P<0.05)
(CHINU 7o, METIE, S ERBEL 1000 me/kg B G- BLOMICHBETRBO IR -T2,

5) AR |
ORI %9 D BB S i (Table 15~Table 16, Appendix 15-1~Appendix 16-2-2)

TIATNRIG  BETLRH . BB AL, BABRG . BBEHAS RS IR ST, ERSHORE T
VL ZRECHE R L OFERRELHE T IV OO REN REMIC BV T R FITFBDLNRD 0T,

@B /177 (Table 17~Table 19, Appendix 17-1~Appendix 19-2)

HE, AZBCHERS LR ELEDRIRR, B IEOB/NTIT, }EEEL MMP &R EHEOMICEEZIIR
HoiphoTz,

@ B X EEERIE (Table 20~Table 22, Appendix 20-1~Appendix 22-2)

HE, SRR X OER B REB BB L OSEG EAEIEICIE, SHBREELE MMP &3 5-8£ L DR
ICEBZEIFRD RN T,
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6) RIBZE (Table 23-1~Table 24-4, Appendix 23-1-1~Appendix 24-4-2)
O 5- B T h

HETH 62.5 BXU 250 mg/kg BEHEDE 1 FliZBWTHEIM A3ZBD BT, 1000 mg/kg 1B 5-HiICH
WCR B S FRRE L LB L CA T (PC0.01) IZ8INL . i BRI B OB R 5 L OUR T B e
PRt E O BMEMASFTD b, RIT REFE LB CEetE 2R LT,

HECIE 1000 me/kg B ERECISV TR EAINMERMZ R Ui, N SHE A 0 BB B LT

7 (P<0.05) [T HIINL, 7 BEAR B M B DI B35 £ O o B AR B R B D B 1 58D B
T RIZRIBBEL LU TRRMEE TR, RE I BLOT ARSI,

@ BRI T iy '

BECIIx REEL 1000 mg/kg 5 BELOMICHEZIIFRDORRD T,

MED 1000 mg/kg BEBEIZISVNT, FLE (P€0.05) . TRV AALVRE, DT AT IREBIUEH
AF L BEDHE (P.01) RRIELRU, Fio, WV LA Pl BB L UER AP BLEE
(P<0.05) ‘e & &R LT,

7) ML %R 2 (Table 25-1~Table 26-3, Appendix 25-1-1~Appendix 26-3-2)

O 5 AR TEE

HETIZ, 1000 mg/kg B¢ 5-BED BBk L ZAE B (P<0.05) 28§ MLT=,

Sy i TR, 250 mg/kg 5 BEDBLBR L IR A B (P<0.05) IR F L 72,

1000 mg/kg &G FEDOIEZZELMECIT, M/ MEEAE B (PO.0DIZIA L, BERILENRF B (P<0.05)
[Tz, Fo, T uba U RAE E (PO.0D ICEE. EHELE S N RN T TRAF U ERBNE
B (P<0.05) \fEME L 7=,

@EE HARR T By

HECIE, 1000 mg/kg B S BEOFRMIREDAHE (P<0.01) 1B L., FHIFR MERAERE I L UNEH#R M
BRifn 23R EASAHE (P<0.05) IZ#EM LT, iz, iR BRI H B (P<0.05) ITIE T L,

Mt T3, 1000 mg/ke SO BBRLEIFE (P0.05) ITIET LI,

8) L i A {152 R KR 2 (Table 27-1~Table 28-3, Appendix 27-1-1~Appendix 28-3-2)
O G- BT i

HETIE. 250 mg/kg BA LOBEFICB W TI/ A a—RBE, NI/ N BESI OB KSR
RIEEORENTBHO DIV, 250 mg/ke HEFHTIV TIH EZE (P0.01 HDV T PLO.05) B5BDLIIE,
F72, 1000 mg/kg BEFITISVTHEM BRI EEASHEIMER 2R L REVAE L REEDH E (P<0.05) i
iU,

Syuit T, JLERRR K FEBERTEIESS 250 mg/ke LA OB ERCHEMERZRL, BB BRIE B3
1000 mg/kg &% 5-# THMEMZRLIZ,

1000 mg/kg B5HOIEREME TIX. BHBRERBLOREIAL L BENE E (P0.05) ek z
KU, 7=V TNV A7 27— BEERLOREZRBELHE (P0.05) e ks R LT,
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@IS HI T i

HETIZ, 1000 mg/kg # 5EEC RV THAL T AR EEHSFE (P0.05) BRIEEA R L,

HETIL, 1000 mg/kg HERHICBWTHL YT AREDH E (P0.05) 2EEZT L, 7MY A AF
T B 55 KON SR A A R AV (P0.05) IR IB AR LT, | |
9) #3'E E £ (Table 29-1~Table 30-3, Appendix 29-1-1~Appendix 30-3-2)

O & BRI T it

HETIL, 62.5 mg/kg W EFICBWTERROEEENAE (P0.05) 1IZ380L, 1000 mg/kg 57
IZBWTBROEZEESHEIMANZRL, ZBHROEE BICH 2 (P0.05) BRBD bR, £z, IF
WEEIEEE, M ERLLCRIERERLE,

SrifeE G, 250 mg/kg &ﬁﬁé:ﬁb}\f&%ﬂﬁ@%i%ﬁﬁﬁ (P<0.05) 1738/ L, 1000 mg/kg #¥
SHICBOUTFROZEERBLIUHMEENAE (P.01) IENLTz,

1000 mg/kg REBHEDOFREM TIL, BEOEZEENSHBMERZLZ AL, ABBOEEEICEEZE
(P<0.05) 2583 LTz, T, FFlEOFE R (P<0.05) BIUHEH BEE (PO.01) AAE B IT8MLT-,
QEIE BT B

HETIL 1000 mg/kg B EHICB W TRIBOEE &S LU EENF B (P<0.05) 1L L,
HETIZ 1000 mg/kg T ERICB W TBEIROZEEERBICHANER, IROEEERBI UMM EENE
B (P<0.01) tosmmL 7=,

10) #|#2FT K. (Table 31-1~Table 32-3, Appendix 31-1~Appendix 32-3)
OEED 5 AR T ERpI

1000 mg/kg #ESREITHWT, BiEORELA 1 6, FFigicA RS | 6], ThEhBEIni. £
72, % REECIIATIRO BRI S 1 FIIES I, AR LSS RIBL Tt BREED 1 BTl
BRI AS K REAR (—EBRE BB 2 2L TV,

@D EIE B T R R _

1000 mg/kg ¥ SBEZIBWT, B B HBEOIRER L UKIERS | i, FREBOFELS 15, Zh?
N@ERDoNI,

OHED T 5 HIRHIE T BB

WHE-5 BEIREITIL, 1000 mg/kg HH5FED 1 FHRIARD/NEUEATRD DL, Bt B RREORE AR
(FEIR) 2% 62.5 mg/kg W E-HBLUOSHREHCE | BRI,

A% 4 BICEHARBTE T LR 1000 mg/kg | EEHO 1 FITIE, Bigk X OO KE L, RO
ANEEASERE R, |

K Th-oTz 250 mg/kg WEHED 1 FICIIREEO/NULARBO LI, FERN(EFEMA)ITET
JBIER 1ERD N, 728, K45 CREE) TH-7= 1000 mg/kg F 58D 2 Flicid, AIRMBIRICE
WITRDONRh T,

@FE (T TA) OB 5 HIRK T BB
1000 mg/kg FEBHIINT, TERIKICERS 1 #, IRERIRICREEARD 1 Fl EhEThiEobhis,
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AR (7510 BOEE SR T BRI |

BlgoD /MRS X OSBRI R A5 1000 me/kg BSRETA 1 6. I B REIEIC 3 @ D22 B
SHBEED 1 i, ZhZhRobhis,
ll)ﬁﬁ%ﬁﬁﬁé"’?ﬂ%ﬁﬁ (Table 33-1~Table 34-3, Appendix 33-1~Appendix 34-3)

OO 1% 5 HARM T B BRI

BGPTSR A A KB BEOD 1 135 10X 1000 me/kg 43 5-BE0D 3 Bl /NASFIBASTH
BED% 2 B, BINREEOGLEILA A 1000 me/kg 540 2 BB,

TPl C I3/ SERED K IREED 3 I L OY 1000 mg/kg B 5B 4 flicBLIN k., TIRFHCAIRA
B RsdhoT= 1000 mg/kg #EEED 1 Hil-CIIgERE T I BRI OBRMEL 2B B, XHEBRED 1 T
R S BRI LAMIIE T I 0T,

Bl I B B ROV LOBSME MRS, IR L0V 1000 me/kg B SRR FI - BARSN I,

MO B SR B BRARE 25 BRBED 2 135108 1000 me/kg B 5-BED 3 i, B ~DYL /<
ERIZ 2 0 B 2 Bl L 00 1000 mg/kg #e G- 1 FliC, BIR T DR RHEOBRHELD 1000 mg/kg
B RO 1 FICBESNE,

& THE 1000 me/kg % SREOBRE HE TEIOKER L OREMEESE 1 4, BEEEROR
RIIRIEIEAS 1 B, TN ENEDOI, T, BB IR RS- BREED 1 ] CIIRT B ks
TR SRR L b o RN RS T, |

HEE I, IEMEOERIHBRD 2 flicBRsnk,

KB FARCE, B YL SBRSEA BRER LU0 1000 me/ke B 5BEO% 1 FIIC, XTERELD 1
TIREEEPMICHREE S EES I,

BIZAR TR, RIEIZY S~ ERIZIEAS 1000 me/ke 3 5BED 2 Bl gz ST,

F DA, 1000 mg/kg $ 5-BECIIBBIRFE IS O FRBHEDBRER 1 ], ~—& — RO Y/ SER 2
A 2 GliCBERST, 3o, SBRECII T ERAOIIAN 1§, DRCILOE (B .OE) OB 1
flic, ThEnBEINE,

223, WO RS BRI E B L UM E I IR bhh o7,

Z DO R A S - EITIE . BRI LD Lo T,

ORED EHE R T BRI '

Hagic WERAIFT AOSFED B 1000 mg/kg 58D B Tid, BB DR FE LR IEBFAK, REIE T
DKEIBES N,

O D% 5 HARIM T B H (WE 5 AFIR)

BT RN L JA PR R D SE 5 5 B 33 1 TR 1000 mg/kg ¢ BREDE 3 BUNT /NP SFIEAS %I FRRE
D 1 fFlic@gzshi,

FFIEC R PR B B D AR AS S (LS S BB BE DD 2 B350 1000 mg/keg B 5BED 1 iz, /INAIZE
WEASKHBRRED 2 F15 0K 1000 me/kg B 5RED 3 Flic, BEAMEMASHIBAER L TX 1000 mg/ke 1358
OF 1 BIiCBERSNTE, T, FBERO 1 FlICRROBEE ARSI,
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il CritB AR OB B LU E M B3 BB IO 1000 mg/kg BEHOEHIZBLEIN
7o BRI RERAIET R385 72 250 mg/kg T 58D 1§ TiL, BEABROEEBIOHIAE MG

R BN, MBS LIREE R o T, | |

BB CIE 1000 me/ke 33 5B BB B FRAIE S 1 41, Fa‘i’,‘g«\bv‘/z\"ﬁj‘w;?f‘ﬁrﬁ IRINGE
FERICHLEIED 1 . ThEhERshi,

B CIIRE B EROEILRILIRA 1000 mg/kg BEREIC 1 61, IR ERIR TREDKIEL XHREED 1
Bz BT, Eiz, BIREHIC NIRRT RSB oI R KUY 62.5 me/keg #5BEDOE 1 HITIX
IR E K T RO KBRS I OIRE B EROBRKILRSERINEBN IR EOE(L Tholz,

PR, FEBIVBICIIREER TR LITEEIN o7,

ZOAh, 1000 me/ke B ERETIEFRBNC AR RBIR S 2 B, DICTILL (202) ORHMELS 1
B, BEIN, o, BT TERAICERD | fiBEIh,

2B, WO RS mEERICRERBLUHEEICEIRO LR,

T OMOMEEFRENREH B, RERABFHELERD bR T,

HE 4 BICEE R T LI 1000 me/kg F5FED 1 HlORREH (AR, Rk, 5 28E0:
R BROEM . ST A B EOLE BV RO ENRO LN, S50 ORE
B L0b iR o7, BT, REICFEERME I RBEDOE ’ri/i%ﬁli:toivaauﬁfmmmﬁ
RAEDILIR, BE A~V REEIEESN -,

@HFRZE (V7T B 5 MK T BRG]

BTGRP Ta IR MR D EHE 3 FREED 2 i 1000 mg/kg B EBED 4 Fliz, DAEFIEN
1000 mg/kg ¥ 5FED 2 FlicBEINT,

B CrE PR AR B BE P O AT RS DAL 23 1000 me/kg B 5FED 2 Filic, /INAZFREMSXTBREED 4 fils K
T 1000 mg/kg B 5-8ED 5 iz, #EFEMAS 1000 mg/kg & 58D 1 HlicBEIhT,

i CIAB A AROIA B L URAMEMEA, MBEEIL0N1000 mg/kg R SHOEFIBESNT,

BTV B B NS B SR 235 PR OD 1 135 T8 1000 mg/kg BEHO 4 Hlic, HE~DY N
BRIZEA 3 REED 1 Bl IO 1000 mg/kg I5-BED 3 il BEEERRH OV IIFLIIRICILHILAE DS
1000 mg/kg 5D 3 B2, BREEEREHHV T IZHERBH DO IFEF FHAS 1000 meg/kg &5
Ho 3 flic, TnENBESNT,

B IR E B EIROFEIRILEISBEEB IO 1000 me/kg REBCA 1 4, IRE RS THEOA
FEDSHEREED 2 BlIZGRODIT,

PR FEBIUBICIIRERR L LITBESN Do T,

FDih., FTEEICERNAEEESLUN1000 mg/kg & E5BEOE 1 iz, ~N—F —REEICI R
75 1000 mg/kg & 5-HED 1 HliC, FRRICHRE BB SR 1 FlIZBESNI,

7B, WThoOR RLREMICRERBIUHEIZZEITRO IR »T,

7. 1000 mg/kg FERED 1 HICERUMEAEBIA Lic 2 B TERD -,

ZOMOBBRFRENRBE AR, REEERENE RO ST,
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AR (3554 1) BEDEHE BRI T A1

SRR PIIRAOTT R ST SV KRB 1 O WA (LR b T,

B CIRIEIC) S SBRBEASRIBEES L TR 1000 mg/kg BETHCA | PIBIERShAS, BIEICHE
R BT, e BB RERICETIILIE 2 1000 mg/ke B 5BEIC | BUBLERSNIAS, O CHREE
RIEClotz, ZOM, HIBBIC T, I AP RANE2S 1 01, RS R 28875 1 b1
grani-,

2. AETERET]
1) ¥ B H#A B L O ECRLE (Table 35~Table 36, Appendix 35-1~Appendix 36-4)

1000 mg/kg #EBETIL, 5B  MAMIZ 4 HHVNE 5 AOMBCERICERUA, L%
fEER B B R (P0.05) \ER LTz, 250 mg/kg LAT OHREHTIIFHRFER B IR i
BENIRMoT, REDFER, £ TOBMICBWTRESERSN, REETO A ERBLOZORICE
FELIZ3E MO RIBUC, StREEL MMP &3 53 L ORICE BEITRD b7,

1000 mg/kg ¥ 5-EED 2 4 (B HE S F04038 3L UVF04044) 1T, ZRRITHERBI A EIRL TV iedo
7o ($%3R) . ENLS OB IR RERR ST,
2) HEEL I T O HIREIRT (Table 37, Appendix 37-1~Appendix 37-4)

HEE R RS MMP & 5L OMICEIIRO b RA 0Tz,

SRR 1000 mg/kg B GBI BV THRBEL LB THE (P<0.0D) IZHER L7z, 250 mg/kg LATF
DE EROTRMMIIIE B 2RO T,

3) S5t X OV E IR EE (Table 37, Appendix 37-1~Appendix 37-4)

250 mg/kg 5D 1 il (@¥HE 5 F03030), 1000 mg/kg #5ED 2 Hl (EipE S F04038 BLT
F04044) (34E4R 25 B T RSN 2o T, FIRORE R, 250 mg/kg W EHED 1 FiITIIER
BAEBIOERE (FEEHK 6. FERE HBARDOLN, FEARIC 1| ROETEESRBDONI,
1000 mg/kg HEEED 2 PICIIBERBER L OIHRERIZRD DT, RIELHINL-, ZhbLsto4
TOIEREMIIIEIR 22 HDV X 23 BICHELT,

1000 mg/kg F5-EED 1 ] (BhiHE B F04043) 13, B T RICEEEDATHRAOLNT, HAER

D¥EE (12 TLDHB 6 L) HBFELE LTI ENDL SR EER R EHIW L7, ZOETIIME 1 BT’
5 EOETNRDLIL, BE 4 RICEHERMSTE L, ZOMOBHOSERIER L OB REBIZ
REIROLNRENT, '
4) JIEE FERBIB LUK E (Table 37, Appendix 37)

B, AR ROEREICIT, RREEL MMP £ 5B L ORI BEERRDOIRN ST,

3. &R
1) Z1% (Table 37, Appendix 37-1~Appendix 37-4)
SR B L UMERLIZ L, JHREEE MMP £ G- L OMICA BEIIRD b2 -T,
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1000 mg/kg HEETIE, St FRBEL BB CRE 2R (P<0.05) 36 L OB EAE IR3K (P<0.01) 25 Bk
P,

2) < # (Table 38, Appendix 38-1~Appendix 38-4)

W 0 BLU 4 BICBHBHARDHEICH, XIERL MMP 51 SR ORICEERELTD
gt
3) A IR B Z2 (Table 39~Table 40, Appendix 39-1~Appendix 39-4)

WU IR BEZ2ERABRERICRDON, EERIZE, BEMORRICIVEESTHIZ -
T HEEIND IR (AR | HDVVIFERD B CRAFICIVNEBEBIBE TER)» - RES TN,
RN AR CTHoTRH T RITIIARFRITEEIN T, NREBOBEN AR ThHo T IRICS
WTHPREREICRHIIRO ST,

W 4 BOHARTIROME, RHEROR 3 [ (REWE S F01008) IKEEABESh L, ZOR
BMIIEE 3~4 HOBREEKMEHIV DR HEHMPFOKEREMELMEML LB T2
haot, ZOMOBYIC REFRD LN,

BEER

HERES > N ZEBRAT S L OSBRI . A2 DN IR MR T %@L C3F 42 B, AAAE
R L 72 AQEOME TR M Z @ L CHE 4 B ET 41~44 B, FECBMECI3tL R OB, &
Syl Tt iR 25 A FAY B £T42~54 B [E]. Methyl 3-methoxypropanoate Z 58Ik & 5L, MEHEZ >
MIT AR ERGEERBIVEIENE, 2O WCAERBREFEEBIUHEROREICRIZTTHEICS
WURRLTE,

1. REHR5EHFHF R

1000 mg/kg &5 TIIE 5% O—RBEDOTIEN MERE CBIR I, FEMRERBERIZIWThLEE 1
BB, LinL, SRRSO BOE H TR TR T B LIBRSN T,
B — BB ThHRZ L, T, RBEZHES U T HRRABROEIBOTHEEEN TS DZEhb,
WERYE ORI RRUEELThAEE 2 bhs,

AR CI3i 5 BAAE#IC 1000 mg/kg H5-EEDOMERETS S OWEE B85 0 75 i i B ER R 537
BV, BRI E R SIS EAELEBZ DN, F2, 250 mg/kg LU TFOBRESFHOBEEBICHEEES AL
WIZRIE AP RINER, WTNLENPRETHLIZENLERME R 5L E TR EH
Wriiz, |

Fro, BRER IR U R BEOHM, RPEMEREOCETFHHELLIZFROLN., SOICHTIZRER.
FRARBI OGN L BB IZZEM 5 MMP @ 1000 mg/kg #8513 BEMROPEMASREIZ R
ERIETEE LN, L, BB L OWEROREHEGFORRE TIIRBYMER GICLSLEZ
HNAEITTRD IR0, ZOM, HED 62.5 BLT* 250 mg/kg H GO 1 Bl MBHER S
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, HEBRE 5 :R-13-004
FOBILICA, 1000 mg/kg T EHE TIIFRO NN ST T ENBLBFENREL THIERMER 51X
LERETII N EEZ T,

EBIZ, I MREE DB | Frka e BRI DR, EELE S Mo R T AT B O EHE D IE
REUEZ B CRRD BT = L5 MMP @ 1000 me/kg S HITMIREEERICH R EY RIE T FIHEM
DIRIRENT, LU, RO —BREEBE B L OHIRET RobH LB L OB MEMIIRDHh T, M
gD EBELISIUEM R ICEEE T 2B HREARZEN R R E IR0, 01, 250
}L TN 1000 mg/kg H5-FECHMERDE L OZEARO SN, HILERBIC BB L LB,
BRYWE R T DEELFED N TN ZEnh, B E IR 5O E TRV AL,

LDH e F 54 250 me/kg DA L0185 BEDHES LU el Bb &, LDH KB, it
ORI LI Z<TFEL . MO ERIZ M F Il 2B R ThD, ARBROBER. BEEE
BLOWEABFEOREIBWOLBEEZRE T34 ian\&)%nfmw?‘:o UL, gk LT
B EDRIFELRDIEH BIRERBLIURE YN L R EOEED 1000 mg/kg & 5-HEDOMERE (4l
ZERS) THBIL, SO Na—AREBI NIV ETANBEOREDL 250 mg/kg Ll EORSHED
BECEIESN, BETIIHIPITIBR L ORIRERD 1000 mg/kg &5 BHOMHERELLIZBEML TN
ZEPORERNHIETL, INGCOELIIERMER S ICEELZELEEZ b, LHL, IFlfEsL
UEROFREARZIRE TIHBRYERFORELEAONIELIRO N1z, Fia,
1000 mg/kg HG-HEDIERELME T ALT iEMB L ORBERREMEEL TR U2, BEIEEHHNR
BB THEIE ZUHDED KBTI FEEFICEBREDNZ LV e LR E R 5 ORE TR
EHTL Tz,

T DA, 62.5 mg/kg W EFEDOHITIBVWTORRERESHMNL . 250 mg/kg 5D S MMMEIZ BV TE
RO EEBBA LTS, ;h%&i@?ﬁ#ﬁ”ﬂjfﬁ‘ﬂ WRDER G EET 55 2 LN 5 R
FHIREBRBEINTOVRNWZE AEERFEN TRV IEDLBRALZEL THI R E R 5
FDRETIIRNEHIM LT,

2. HBEOEE M

14 BRIOEEHFEKET %, EREFIER T5LEI0NDRLEE, RTEFRERE LIRS
EAFE PR & OBEINAS 1000 mg/kg 5 HOMETRD LN, BIREESEIML TWHZEHBE 14 H
RO EE IR T b B~ OB B QOB L RS, Ll ERME O BE ST
REBARFWREIRDON T HEHRE T RIS ON R BEOBIMIZFED LI THRNIES
OEIEHETRTETHIEZE LD, Fo, A TIIIN VY ABEOEHE, TRV A F BER
FOEFR ATV REORMESZOIL, HED 1000 mg/kg B GHETIIAN Y LRBEMEMEE R LI,
EARENTHLHIEDD, HRME R G LB TIIROEILI,

1000 mg/kg ¥ SFEDOREIZRB W TRMEREA WA L, FHRILRERE S SO PR MER f1 5% EH3
BEMUTz, LodL, 2012 45~2013 G F2HE L 7= [RIFERRER D i (Aot FREE (S48 TES K . B8 25 IE)

O RN CFHME 25D 843192 X 10"/l B/ IME~ B KAE : 728~952 X 10%/pL) LELE 5L E BfE
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DEFANTh 0Tz, SHIT, MAFRE. ~vhUy MR L ORI LI I BB T
R E R E LIS LNT  REESEREOR RIC W THDEIINE O TR bR L
OB AR G LD E TRV LT L,

Z DM, 1000 mg/kg B BB OB CHAPEERROWD | i CI R DM I SIS, D
B THDLZENLBREN LB THOHRY E R 5 I LA ETIT W R L, 32, R#BolET
IBBEEORE LD . ETIIINREEOHMBIAD b, MKENREL LKA EHREIC
BOTEMAEFRETAEMIIRDOLN T, FIRICBO TR bR o7-2 b 5 HRHIc
FHRD B B DD -TeZe D, BRARELTHVEBRME R 51T LDHETIIR VRN
7o

3. TR AFMFHAT RBICHAERRR

FHFREER A B I OMHREOEE N 1000 mg/kg #E5-H TROONIIENS, MMP 128 E
BB IR I B2 RITTLE IO,

RRBIIIE BT H O >Th5, 1000 mg/kg T ERETIT 2 FlICRERRBDOII, 1 FliL 6 H
ORFETIEFICENRL TV, BIERHO 4 B BICRESHERINT, 30 1 Flidk 52128 ER
4 Bho 5 HOBBICERL ., HSMEORER BroRERBBEIFLZ2R 27225, 14 BfR @
BICRRSRERS I, EBMORERLHLHET DL, 2 Plbb FRSNAKE B O B ICERA
FERENT-ZEME, RREM TRl ERFEDRRELTE b, UL, A BREE L
TENRFEDLIRNIENE, MMP (MERRICHEL RIFIRNEE L LN,

PERBIB L O PEA IR B OB 3 1000 mg/kg B EHETROON, BB LUERBUCEHE R
FLIERRDLNT, FENRKRINELSBEINR -2 h, BEBOBAIEFERNETOEMN
R TIE< ., SHEC T REDEMLA-Z SICER AL THY, BB R G c L opErs
26Nz, T-, FHCIIEE 4 BIC2MBERBFECLZED 1 IO, ZOBMIIITLIRSG Sih
CEHERBOSROON, £% 1 BETIUTLALORMBELL, £RIT 1 BOARTHo, L, [
BOMBMITES /oL, WERELBH Thol, WERSEHIZE C L BEIMICIIRERLE
EHINT=Zehs, BEHO—BIRERE L “REYe (L E X OV MMP XS B I OWHE
REBERIESHRNWEEZ LN, $o, £% 4 HECOAFRICHERME R 5L B0
Nighote,

250 mg/kg ¥ EEED 1 FlITIER 26 B ECHBARERINT, TENIC 1 IEOFETRIESEDLN
Tro LIDL, BREDDRVFICBEINSIER THHI L, BEBHESMERNZEND, _méb%@%bk
BV ot Z I BE T DB E L CHIERMER 5 I LARETIIRWEE Z DI,

4, BEHE
LI EDOFE RN ARRER AL TI2BIT5 Methyl 3-methoxypropanocate DREMICXTTH—iXEMHE
FHESHEEII-RRE, MEFORE. IBRECENORE, SEEEFRILOHHELIC
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_ HERE S R-13-004-
62.5 mg/kg/day, ETETE A B EEMERTTHREER B RBLOHESMOLE, ERK
BIOHELAREOBD BRDLNIIENS 250 mg/ke/day, WA ESEBIIEIRK
BEUHEA RO DBRBDOLNII LN 250 mg/kg/day LB Z DIV, Eie, BIEEL 14 AR

DEHEHEE T B AL RN, BEHIE TR A LN REOBEINEED LN TR
LIPBEIEEEZRNTERETHDEEZ BN,

SEXM

1) Methyl 3-methoxypropanoate Ty e IV VB E 535 - A TER A BAEBLE B (FIHRR)
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Annex A

‘M_@\‘ £ 0

Code No.134-10885
3-ARESTOEF DB AF I

%&%%:R—m—oml

REKRES

201356 H 146
MEHET SRS

#k %R A

Lot No. WEE5103

4R 500m X 4
BEWA RERHE BkE
Fis ) REZHOBE REBHOBER
K4 0.00% 0.19% 51 F
B(CH3CH2CO0HELT) 0.03%6LLF 0.03%LLF
AEB(BENIALGD) 100.0% 98.09% L0
BEH/H 2012/12/18

/1
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ABRE 5 R-13-004

Annex B
[R@ES | R-13-004 |
5 B R B ¥ £
B8 W) & - Methyl 3—methoxypropanoate ' EEEEA H : 2013498 30H
2y N F 0 WEES103 - BIFEAEA B 2013F9H30H
% & EHK
WRRE | WERE |VONERE| SR | el | TP
S5l 3 5T (A) (B) © B/A X100 = B/C X 100
(mg/mL) |  (mg/mL) (mg/mL) (%) (%) %)
1 12.5 12.3 12.2 98.4 97.9 100.8
2 124 99.2 101.6
3 12.0 96.0 98.4
4 50.0 48.2 49.1 96.4 98.3 98.2
5 49.5 99.0 100.8
6 49.7 99.4 101.2
7 200 202 201 101.0 100.7 100.5
8 200 : 100.0 99.5
9 202 _ 101.0 100.5

W8 RS THRRE 090.0~110.0%, F/c, FREEDELOERENLHFIGED0.0~
110.0%2APE T3, '
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FRERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 1-1. General conditions of male rats

Group Number of males Days of agministration
end general conditions 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 12 19 20 21 22 23 2 25
Pre Post Pre Post Prc Post Pre Post Pm Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prs Post Pre Post Prc Post
Controf (vehucle: water for injection) Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 92 12 12 12 12 12 2 12 12 12 32 12 42 12 12 12 k2 12 12 12 02 12 12 12 12 12 12 12 12 12 12 12 12
General appearancs, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 32 12 32 %2 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
MMP 62.5 mg'kg 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 2 12 12 12 12 12 %2 2 12 12 12 12 12 12 212 12 12 12 12 12 12 12 12 12 12 12 12
General No i 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 B2 12 92 12 12 12 12 12 12 82 12 02 12 12 12 12 12 (2 )2 12 12 12 12 12 12
MMP 250 mg/kg Number of males 12 12 a2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 12 62 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnopmality 12 12 32 12 12 J2 12 12 12 12 12 12 12 12 12 12 12 32 12 12 12 12 12 12 12 12 12 12 12 12 &2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 92 12 12 12
MMP 1000 mgkg Number of males 12 12 12 12 12 12 12 12 12 12 12 92 12 12 w2 12 12 12 52 12 12 a2 12 12 12 12 62 12 12 12 a2 12 12 12 12 12 a2 12 12 12 12 12 12 12 12 12 12 12 12 12
Genenul sppearaiice, Na abnonmality 12 12 12 12 12 12 12 12 12 (12 12 12 12 12 12 12 12 12 12 12 12 8 12 7 12 10 12 9 12 & 1 8 12 7 12 6 12 7 12 7 12 B 12 4 12 6 12 6 12 5
Mouth, Salivation 0 o 0 0 © ¢ ¢ 0 0 0 O D O D 0 O O ¢ 0 O 0 4 O 5 0O 2 0 3 0 3 & 4 0 S 0 6 @ 5 0O s 0 4 O B O 6 0 6 ©O 7
Pro: Before administvation, Post: aRter i

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

Group Number of males Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pra Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Conrot (vehicle: water for injection) Number of males 12.12 12 12 12 12 12 12 12 12 12 12 12 12 12 120 82 12 12 12 12 12 12 12 12 2 12 12 12 12 12 a2 12 12 7
General appearance, No abnormality 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z o2 12 12 12 12 12 92 12 1212 12 12 12 1116
Mouth, Loss of teeth 0 0 0 0 0o ©0O D O © 6 ©0 0 0 ¢ ©0 0 0 G O 0 0 & 0 © o 0 0 Q@ e & 0 0 1 1 't
MMP 62.5 mgkg Number of males 12 12 12 12 12 12 122 12 12 32 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 1212 12 12 12 121z 12 1o a2
General appearance, N i 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 1z 12 12 12 12 12 12 12 32 12 12 12 12 12 12 62 12 12
MMP 250 mg'kg Number of males 120012 12 12 12 12 12 32 12 12 12 12 12 1z 12 92 12 12 12 12 12 1R o1z 12 12 12 12 12 12 12 12 12 o2 12 n
Ganeral appoarance, No abnarmality 1202 12 12 12 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 12 12 12 12
MMP 1000 mg/kg Number of males 12012 12 12 12 12 12 12 12 12 12 32 12 12 12 12 2 12 12 02 12 12 12 12 12 1212 1212 12 12 12 12 12
Ganeral appoasance, No abnormality 12 6 2 6 12 4 12 3 12 3 12 7 12 6 12 4 )12 9 12 9 12 5 12 10 12 6 12 4 iz 6 12 8 12 6 7
M outh, Salivation 0 6 0 & ¢ g 0 9 0 9 0 5 0 6 0 8 0 3 0 3 0 7 0 2 96 0 8 0 6 0 4 0 & O
Pro: Before administration, Post: afler i
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RBREE R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Number of males Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: water for injection) Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5.5 S5 5 5 5 5 5 5 5 5 5 5 5
MMP 1000 mgkg Number of males 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5
General appearance, No abnormality S 5 5 5 5 5 5 4 4 4 4 4 4 4 4
Skin, Crust formation 0o 0 o 0 0 o0 O 1 1 1 1 1 1 1 1
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RBRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methy! 3-methoxypropanoate by oral administration in rats

Table 2-1. General conditions of female rats

Group Number of females Days of administration
and general conditions 1 2 3 4 5 6 7 ] 9 10 1 12 13 14 15 16 17 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 Prc Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) Number of females 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 6 6 5§ 5 l
General app No at lity 12 12 12 12 12 12 12 12 12 12 }2 12 12 12 12 12 312 12 12 12 12 12 12 12 12 12 12 2 12 12 6 6 S5 5 1 1
MMP 62.5 mghkg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 ) 8 7 7 4 .4
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 32 12 12 02 12 12 12 12 )2 12 12 12 12 12 12 12 12 12 8 8 7 7 4 4
MMP 250 mg/kg Number of females 2 12 12 12 12 12 12 12 12 12 12 R 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 2 12 12 1 11 3 3 1 1
General app , No at lity 12 12 12 32 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 11 11 3 3 1 1
MMP 1000 mghkg Nutmber of females 0 10 10 16 10 10 10 10 16 10 10 10 10 (0 10 10 16 10 1 10 1¢ 10 0o 10 10 10 1 10 0 10 3§ 8 6 6 1 1
General appearance, No abnormality 0 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 16 10 10 10 10 7 10 8 10 3 10 9 10 8 8 7 6 5 1 1
Mouth, Salivation ] 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 o 0 0 3 0 2 0 2 0 1 [ 2 0 1 0 1 ] 0

Pre: Before admi ion, Post: after

—
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ABRE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group - Number of females Days of administration
and general conditions 1 2 3 4 5 6 7 8 9 10 1 V] 13 13 15 16 17 13 1% 20 2l 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pic Post Pro Past Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posl Pre Post Pre Post Pro Post Prc Post Pre Post Pro Post Pre Post Pre Post Pre Post Pre  Post
Control (vehicle: water far injection) Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 0 10 10 10 10 10 10 10 16 10 10 10 10 106 10 10 10 6 10 10 10 10 10 10 10 10 10 10 10 10 to 10
General No abnormality 10 10 10 10 10 10 10 190 [0 10 10 10 10 4o 16 10 10 10 106 10 10 10 10 10 10 10 10 10 10 16 (0 10 10 10 10 0 10 10 10 10 10 10 10 10 0 16 10 10 10 10
MMP 100¢ mg'kg Number of females 10 10 10 10 10 10 10 16 t0 10 [0 10 10 10 1¢ 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 10 106 310 10 10 10 10 10 10 10 10 0 16 10 lo 10 10 30 10 10
Qenernl appetrance, No gbrormality W0 10 10 W 10 10 10 t6 10 10 W0 10 W0 16 0 10 10 W0 1 10 10 8 106 7 w0 7 0 & 10 ¢ {0 8 W0 ¥ W 7 (6 7 1 7 10 5 10 7 10 3 10 6 40 5
Mouth, Salivation 0 ¢ o0 ¢ o © O 0 O o 06 6 ¢ 66 0 06 0 6 o0 0 H 2 0 3 D 3 D 2 0 L 6 2 o0 2 0 3 9 3 © 3 0 S5 0 3 0 7 0 4 O 5
Pre: Befa init ion, Post: after i

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

Group Number of fomales ,
and general conditions 26 27 28 29 30 31 32 36 37 3% 39 40 41 42 43
Pre Post Prc Post Pré Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre
Control (vehicle: watet for injection) Number of females 10 10 1 10 10 W0 to 10 10 10 10 10 10 10 10 w 10 10 10 10 10 10 16 10 10 W0 10 W 110 W 0 1© 10 10 5
General appcarance, No abnormality [0 10 10 0 10 10 10 10 10 10 [0 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 16 1 10 10 1 10 10 5
MMP 1000 mpkp Number of females 10 10 0 10 10 190 10 1@ 10 10 10 10 10 10 0 0 10 ¢ 10 0 10 10 10 10 10 10 0 ¥ W0 10 {0 0 0 10 5
General appearance, No abnommality I¢e 7 to 7 10 5 10 6 7 10-10 6 10 8§ 0 4 10 9 10 9 W 7T W 8§ 10 6§ 10 6 0 3 10 9 to 4 H
M outh, Salivation 0 3 0 3 o s 0 4 3 0 © 4 0 2 O© 6 O 1 © 1 g 3 O 2 0 4 0 4 ¢ 7 ¢ 1L 0 6 o

Pre: Belc inistration, Post: after i
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ABRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
MMP 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 5 5 5 5 4 4 4
Skin, Crust formation o 0o 0 0 o0 O 0 O 0 0 0 0.1 1 1
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AERE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 3. General conditions in dams during pregnancy

Group Number of dams Day s of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13
. Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Pest Pre Post Pre Post Pre Post Pre Post
Control (vehicle: water for injection) 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 (2 12 12 t2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -
MMP 62.5 mgrkg 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 app earance, No abnermality 2 12 12 12 12 {2 12 12 (2 12 12 {2 j2 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12
MMP 250 mgkg Number of dams 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 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 (2 {2 12 12 12 12 12 12 12 12 12 12 2
MMP 1000 mg/kg Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 110 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 8 0 9 10 ¢ 10 5 10 6 10 9 100 5 10 5 10 6 10 7 110 7 10 S5 10 5 10 6
Mouth, Salivation o 2 0 1 4} 1 4 5 [ 4 0 1 0 5 0 5 [4 4 0 3 [ 3 0 5 [ 5 [ 4

Pre: Before administration, Post: after administration.

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

Group Number of dams Days of pregnancy
V 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 12 012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 S5 s 0 0 o 0 o0 0 O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 s 0 0 0 0 o 0 ¢
MMP 62.5 mglkg Number of dams 12 12 12 12 12 12 122 12 12 12 12 {12 12 12 12 12 3 3 O O O O O ©O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 3 3 O O O 0O O O O
MMP 250 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 1 1 1 o1 11
. ) General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 8 1 3 1 i 1 1 3
MMP 1000 mgkg Number of dams 0 to 10 10 10 1© 16 10 10 10 i 10 10 10 10 10 9 9 ¢ o 0 0 0 0 0
General appearance, No abnormality 10 7 10 6 10 9 10 8 10 9 10 % 0 8 10 7 9 8 0 0 6 0 06 0 O
Mouth, Salivation 0 3 0 4 Q 1 0 2 0 1 4] 1 0 2 0 3 0 1 Q 0 0 0 0 0 0

Pre: Before administration, Post: after administration,
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams
and general conditions

Days of lactation

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 8§ 8 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 8 § 12 12 12 12 12 12 12 12 12
MMP 62.5 mg/kg Number of dams 9 9 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 9 9 12 12 12 12 12 12 12 12 12
MMP 250 mgkg Number of dams 4 4 11 11 11 11 11 11 11 11 1
General appearance, No abnormality 4 4 11 11 11 11 11 11 11 11 1
MMP 1000 mg/kg Number of dams 6 6 10 10 10 10 10 10 10 9 9
General appearance, No abnormality 5 5 100 8 10 8 10 8 10 7 9
Mouth, Salivation o 1 0 2 0 2 0 2 0 2 0
Excretion, Reddish urine 1 o 0 0o o0 0o O o0 O 0 O

Pre: Before administration, Post: after administration.
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REBRE S (R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 5. Detailed clinical observations of male rats

Initial number

Findings Group of Pre-treatment Days of treatment Days of recovery °

animals 7 14 p] 30 3 o) 7 14

[Piloerection} Control (vehicle: water for injection) 12 0 b 0 0 0 0 0 1 0 0
MMP 62,5 mg/kg 12 0 0 0 0 0 0 0
MMP 250 mg/kg 12 0 0 0 0 0 0 0

MMP 1000 mg/kg 12 0 0 0 0 0 0 0 0 0

[Urination] Control (vehicle: water for injection) : 12 1 © 1 0 0 1 1 2 1 2
(frequency/30sec) MMP 62.5 mg/kg 12 2 2 1 2 2 2 0
MMP 250 mg/kg 12 0 I 0 I 0 1 0

MMP 1000 mg/kg 12 1 3 1 4 3 5 1 1 0

* The recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups.

® Values represent number of animals with the findings.
<
Values represent total score of each group.
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ABRE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial number

Findings Group of Pre-treatment Days of treatment “The lactation period
animals 7 14 23 30 36 42 49
[Salivation] Control (vehiclebz water for jection) 12 0? 0 0 0 0 0 0
MMP 62.5 mg/kg 12 0 0 0 0 0 0 0
MMP 250 mg/kg 12 0 0 0 0 0 0 ) 0 (n
MMP 1000 mg/kg 12 0 0 0 0 1 0 o @ o 0 (10)
[Straub tail] Control (vehicle; water for injection) ' 12 0? 0 0 0 1 0 0
MMP 62.5 mg/kg 12 0 0 0 0 0 0 , o
MMP 250 mg/kg 12 0 ° 0 0 0 0 o W 0
MMP 1000 mg/kg 12 0 0 0 0 0 0 o @ o0 0 (10)
[Urination] Control {vehicle: water for injection) 12 a b 0 0 0 0 0 4]
(frequency/30sec) MMP 625 mg/kg 12 0 0 0 0 0 0 0
MMP 250 mg/kg B V) ) 0 o 0 0 0 () 0 an
MMP 1000 mg/kg 12 ] 0 0 1 0 0 o @ o0 O 0 (10

® Values represent number of animals with the findings.
® Values represent total score of each group.

Figures in parentheses indicate number of animals.

37



Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

AERE S R-13-004

Initial number
Findings Group of Pre-treatment Days of treatment Days of recovery &
) Lays of recovery
animals 14 23 30 36 4 7 14
[Straub tail] Control {vehicte: water for injection) 10 0 b 0 1 I 1 1 1 1
MMP 1000 mg/kg 10 4] 0 0 0 0 0 [ 0
[Urination] Control (vehicle: water for injection) 10 1€ 0 0 0 0 0 0 0
(frequency/30sec)
MMP 1000 mg/kg 10 1 0 0 0 0 (4] 0 0

* The recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups.
® Values represent number of animals with the findings.

® Values represent total score of each group.
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HERE 5 1 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 7-1. Body weights of male rats

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

Number of males 12 12 12 12

Days of administration
1 401.7 £ 144 _ 4006 = 11.5 3989 + 14.0 3974 £ 110
4 4140 =+ 142 4129 + 11.8 4094 + 144 4055 + 145
7 427.1 = 158 4226 = 13.1 4232 + 174 4218 + 164
14 4485 = 18.1 4464 = 140 4442 + 193 4463 = 18.1
21 462.8 £ 17.1 462.1 + 12.8 4615 = 237 4664 + 19.9
28 481.7 + 18.8 483.6 = 156 4783 = 271 4822 £ 21.6
35 496.1 = 18.1 501.0 = 192 4953 + 299 4985 + 255
42 496.5 = += 195 ) 507.6 + 29.8 507.8 £+ 303

23.3 513.6

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RBRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mg/kg
Number of males 5 5
Days of recovery
1 5052 = 10.0 508.7 = 37.0
7 5246 £ 6.2 5346 £ 393
14 5319 £+ 110 5358 + 479
Each value shows mean (g) + S.D.

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

40



Combined repeat dose and reproductive/developmental toxicity screening test of Methy! 3-methoxypropanoate by oral administration in rats

Table 8-1. Body weights of female rats

AERE B R-13-004

Group Control (vehicle: water for injection) MMP 62.5 mglkg MMP 250 mgkg MMP 1000 mgkg
Number of females 12 12 12 12
Days of administration
2477 = 116 2472 £ 10.7 2429 =+ 112 2503 + 9.7
4 2519 £ 107 2519 £ 122 2523 £ 115 2521 = 123
7 2569 = 129 2549 + 173 2570 £+ 108 2587 = 108
14 2647 £ 174 263.1 £ 19.1 2685 = 109 2714 + 135

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mg/kg

Number of females 10 10

Days of administration
1 2458 = 109 2526 = 83
4 2520 + 124 2563 = 11.8
7 2570 = 114 2643 = 94
14 2662 = 13.1 279.0 £ 122 %
21 2725 '+ 16.8 2839 + 13.1
28 2804 = 216 2916 + 163
35 2864 + 23.0 2963 + 13.0
42 2925 £+ 20.1 3048 £ 18.0

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mgkg
Number of females 5 5
Days of recovery
1 2847 + 309 3046 = 21.1
7 2988 + 312 3071 =+ 23.1
14 2927 + 31.0 3123 = 207
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 9. Body weights of dams during pregnancy

FERE 5 :R-13-004

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

Number of dams 12 12 12 10

Days of pregnancy
0 273.0 £ 143 274.8 £+ 20.0 273.6 = 10.4 281.7 £ 10.6
7 3116 = 15.1 314.1 = 221 3129 + 142 3198 £+ 99
14 3514 + 154 3518 £ 272 3472 £ 185 3535 + 130
20 4423 + 237 4379 + 337 426.7 £ 335 4264 + 17.9

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 10. Body weights of dams during lactation

HERE 5 R-13-004

Group Control (vehicle: water for injection) MMP 62.5 mgkg MMP 250 mgkg MMP 1000 mg/kg
Number of dams 12 12 11 10
Days of lactation
0 3311 = 227 3394 + 273 330.0 £ 17.1 339.2 = 21.6
4 347.1 £ 211 346.6 = 24.3 3429 = 17.2 3523 + 21.0
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methy! 3-methoxypropanoate by oral administration in rats

Table 11-1. Food consumption of male rats

RESE S R-13-004

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

Number of males 12 12 12 12

Days of administration

292 = 3.5 294 £ 1.2 294 = 2.1 23.4 & 23 **

7 300 £ 25 292 = 20 308 = 24 283 = 1.5
14 256 + 23 27.0 £ 19 271 =+ 24 255 + 1.8
29 282 = 24 298 = 20 286 £ 2.1 272 £ 30
35 291 £+ 21 305 =+ 2.1 30,0 £ 2.6 285 + 1.8
41 262 % 292 = 23 ** 294 & 20 ** 279 £ 2.2

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

Significantly different from the control group (*:
Figures in parentheses indicate number of males.

19 (11

P<0.05, **: P<0.01).
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ABRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control {vehicle: water for injection) MMP 1000 mgikg

Number of males 5 5

Days of recovery

' 6 272 £ 34 31 £ 06*
12 312 £+ 27 328 + 15

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methy! 3-methoxypropanoate by oral administration in rats
Table 12-1. Food consumption of female rats

Group Control (vehicle: water for injection) MMP 62.5 mgkg MMP 250 mgkg MMP 1000 mg/kg
Number of females 12 12 12 12
Days of administration
1 201 £ 42 202 £ 1.7 193 =+ 34 182 £ 35
7 195 £ 3.0 204 £ 3.5 221 £ 21 196 £ 23
14 198 = 29 196 £ 3.6 206 + 2.1 203 £ 25
Each value shows mean (g) + S.D. ' ’

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mg/kg
Number of females 10 10
Days of administration
1 204 =+ 25 183 + 16 *
7 196 £+ 29 205 =+ 23
14 200 £ 33 201 £ 22
21 209 + 24 219 £ 3.1
29 207 + 23 227 £ 27
35 206 + 3.7 207 £+ 33
41 19.7 £ 3.0 200 £ 26
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEBRE 5 :R-13-004

Combined fepeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicie: water for injection) MMP 1000 mg/kg
Number of females 5 5
Days of recovery
6 217 + 34 204 + 33
12 187 = 1.7 208 £ 47
Each value shows mean (g) = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 13. Food consumption in dams during pregnancy

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

Number of dams 12 12 12 10

Days of pregnancy ' .
0 218 = 1.8 21+ 40 223+ 25 219 + 28
7 280 £+ 3.6 279 + 35 27.1 = . 3.9 26.1 £+ 26
14 285+ 28 282 + 34 278 £ 4.7 277 £ 27
20 257+ 4.0 268 + 3.0 239+ 27 213 £ 82

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 14. Food consumption in dams during lactation

Group Control (vehicle: water for injection) MMP 62.5 mglkg MMP 250 mgkg MMP 1000 mg/kg
Number of dams 12 12 11 10
Days of lactation

3 423 + 112 423 + 42 405 50 338+ 96 %
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

HERE 2 R-13-004

Group Control (vehicle: water for injection) MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
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 1060 - 100 100
Eyelid reflex 100 100 100 100

Values represent % of animals showing normal responses.
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ABRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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} MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
Female, dam
Number of animals 5 5 5 5
Righting reflex 100 100 100 100
Visual placing - ' 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 ' 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 .100 100
Eyelid reflex 100 100 100- 100

Female, satellitc 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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RERE B R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 17. Assessment of grip strength of male rats

Group Control (vehicle: water for injection) MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
Number of males 5 ' 5 5 ' 5
Administration period
Forelimb 0.388 = 0.083 0.531 + 0.159 0.576 £ 0.208 0498 + 0.143
Hindlimb 0.294 + 0.070 : 0.408 = 0.108 0316 £ 0.044 0.384 + 0.035

Each value shows mean (kg)£S.D.
Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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PERE 51 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Table 18. Assessment of grip strength of female rats

Group Control (vehicle: water for injection) MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
Number of females 5 5 5 5
Administration period
Forelimb 0454 £+ 0.179 0.496 + 0.183 0547 £ 0.171 : 0.632 + 0.202
Hindlimb 0.291 £ 0.046 0.331 = 0.054 0.238 + 0.040 0261 £ 0.038

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

56



REBREE R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Table 19. Assessment of grip strength of female rats, satellite group

Group Control (vehicle: water for injection) MMP 1000 mg/kg

Number of females ) 5

Administration period '
Forelimb 0.542 + 0.123 0.429 + 0.178
Hindlimb 0.328 + 0.075 0.274 + 0.035

Each value shows mean (kg) +5.D.
Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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ABRE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 20. Motor activity of male rats

Group Control (vehicle: water for injection) MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
Number of males 5 5 5 5
Administration period
Ambulation (counts)
Smin 1045 = 189 1286 + 284 1152 =+ 126 1194 + 57
10min 906_:!: 162 1219 + 405 1067 =+ 115 1034 + 181
15min 764 + 110 1049 =+ 359 875 + 201 910 + 196
20min 550 + 147 731 = 638 852 =+ 161 634 =+ 132
Total 3265 + 502 9284 + 1606 37 = 456 3771 515
Rearing (counts)
5min 27 + 12 24 + 6 28 + 8 30 + 5
10min 19 + 6 2t =+ 8 .23 % 6 21 % 9
15min 15 + 9 16 = 6 15 =+ 8 15 + 7
20min : 9 + 9 10 = 10 10 + 5 6 + 5
Total _ 69 32 n =+ 19 76 * 14 73 * 21

Each value shows mean£S.D.
Significantly different from the control group (*: P<0.05, **:P<0.01).
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ABRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats '

Table 21. Motor activity of female rats

Group Control (vehicle: water for injection) MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
Number of females 5 5 5 5
Administration period
Ambulation (counts)
Smin 1027 + 203 1219 = 117 1121 % 216 1015 + 178
10min 820 =+ 235 932 + 140 890 - * 353 817 = 207
15min 840 =+ 196 885 = 147 907 =+ 578 ‘ 69_8 + 180
20min ' 502 + 333 585 & 192 783 = 213 412 £ 295
Total 3279 + 740 3620 + 407 3701 = 1331 2943 + 765
Rearing (counts)
Smin 21 = 8 31 £ 8 2 + 12 25 + 8
10min B3z 8 4 4 9+ 6 B+ 1
15min 13 + 11 15 = 9 11 = 10 11 + 9
20min 5 + 6 4 = 6 6 = 10 2 + 4
Total , 52 19 64 + 14 47 £+ 29 51 + 23

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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_ HERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 22. Motor activity of female rats, satellite group

Group - Control (vehicle: water for injection) MMP 1000 mg/kg

Number of females 5 5

Administration period
Ambulation (counts)

Smin 1239 = 77 1140 + 243
10min 1183 + 124 1091 + 284
15min 1090 % 75 1008 = 220
20min 1026 =+ 232 94 * 142
Total 4539 = 413 4202 + 746

Rearing (counts)

Smin _ © 37 % 13 34 % 7
10min 38 = 17 2 % 16
15min 30 = 13 35 = 15
20min 30 £ 21 27 + 16
Total 134 + 59 128 + 34

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABREF R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

TyableA23-1. Urinalysis in male rats

Group Control (vehicle: water for injection) MMP 62.5 mgke MMP 250 mg/kg MMP 1000 mgkg
Number of males 5 S 5 5
pH '
<50 a 0 0 0
5.5 ] 0 0 0
6.0 0 0 0 {
6.5 0 1 3 4
7.0 3 3 2 [
75 1 0 0 0
8.0 1 1 0 0
85 0 0 0 0
=90 0 0 0. 0
Protein
- (negative) 0 0 ] 0
+(10 < and < 30 mg/dL) 0 1 1 0
+ (30 < and < 100 mgfdL) 5 3 4 5
2+ (100 < and < 300 mg/dL) 0 1 0 0
3+ (300 < and < 600 mg/dL) 0 0 0 0
4+ (600 mg/dL. <) 0 0 0 0
Glucose
- (negative) 5 5 5 5
=+ (30 < and < 70 mg/dL) 0 0 0 0
+({70 < and < 150 mg/dL) 0 [} 0 0
2+ (150 < and < 300 mg/dL) 0 0 0 0
3+ (300 < and < 1,000 mg/dL) 0 0 [ 0
4+ (1,000 mg/dl <) 0 [1} [4 0
Ketone
- (negative) 1 0 2 1
+(5 < and < 10 mg/dL) 4 4 3 4
+(10 < and < 40 mg/dL) 0 1 0 0
2+ (40 < and < 80 mg/dL) 0 0 0 0
3+ (80 < and < 150 mg/fdL} 0 0 0 0
4+ (150 mgidL <) 0 0 0 0
Bilirubin
- (negative) 5 [ 5 5
+(0.5 < and < 2.0 mg/dL) ¥ 0 ¢ 0
2+ (2.0 < and < 6.0 mg/dL) 0 o 0 0
3+ (6.0 < and < 10.0 mgfdL) 0 0 0 0
4+ (10.0 mg/dL <) 0 ) 0 0
Occult blood
- (negative) 5 4 4 5
+(0.03 < and <0.06 mg/dL) [ 0 0 ¢
+(0.06 < and <0.20 mg/dL) 0 0 1 i
2+ (0.20 < and < 1.00 mg/dL) 0 1 0 0
3+ (1.00 mg/dL <) 0 0 0 0
Urobilinogen
=+ (normal) 3 3 5 5
+(20 5 and < 4.0 mg/dL) 2 2 0 0
2+ (4.0 < and < 8.0 mg/dL) 0 0 0 0
3+ (8.0 < and < 12.0 mg/dL) 0 0 0 0
4+ (12.0 mg/dL <) 0 0 0 0
Color
light yellow 5 5 5 5
yellow 0 0 0 [}
y ellowish brown 0 0 [ 0
brown 0 0 0 0
bloody 0 0 0 0
TFurbidity
- (negative) 5 5 5 5
=+ (trace) 0 0 0 0
+ (slight) 0 0 0 0
2+ (moderate) 0 0 0 0
3+ (marked) 0 0 0 0
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HERE B :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) = MMP 62.5 mghkg MMP 250 mgkg MMP 1000 mghkg
Number of males 5 5 5 S
Red Blood celis”
- (not observed) 5 4 5 5
+(1-9/3 visual field} 0 0 0 ]
+ (10-99/3 visual field) 0 | 0 0
2+ (100-299/3 visual field) 0 0 0 0
3+ (=300/3 visual field) 0 0 0 0
White Blood cells
- (not observed) 5 5 5 5
+(1-9/3 visual field) 0 0 0 0
+ (10-99/3 visual field) 0 0 0 0
2+ (100-299/3 visual field) 0 0 0 0
3+ (=300/3 visual field) 0 0 0 0
Casts
- (not observed) 5 5 5 5
=+(1-9/3 visual field) 0 0 0 0
+ (10-99/3 visual field) 4} 0 0 4}
2+ (100-299/3 visual field) 0 0 0 0
3+ (2300/3 visuat field) 0 0 0 0
Cristals
- {not observed) 4] 0 0 2
t(afew) 5 5 5 3
+ (abundant) 0 0 o 0
Epithelial cells
- (not observed) 5 5 5 5
+(afew) [4] 0 0 0

+ (abundant) 1] 0 0 0
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PERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 23-2. Urinalysis in male rats

Group Control (vehicle: water for injection) MMP 62.5 mg/kg MMP 250 mgkg MMP 1000 mgkg
Number of males 5 5 5 i 5
Urine volume (mL/24hr) 140 = 1.7 145 = 34 16.8 =+ 3.6 212 = 3.6 **
Specific gravity 1.062 + 0.016 1.061 =+ 0.008 1062 0.009 1.057 = 0.010
Electrolyte, density )
Na(mEq/L) 1123 % 39.7 1001 = 283 1177 =+ 209 956 +* 20.8
K(mEq/L) 2660 = 812 2471 + 57.9 2690 = 38.0 2323 +£ 50.4
Cl(mEq/L) 1405 = 583 1083 =+ 54.0 1442 = 23.1 1239 =+ 222
Electrolyte, gross volume
Na(mEgq/24hr) 156 = 055 145 = 047 195 + 045 198 = 0.27
K(mEq/24hr) 369 % .11 359 +£ 1.09 444 0.72 480 + 0.46
Cl(mEq/24hr) 195 % 0.82 165 = 0.90 240 % 0.56 258 + 0.30

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0,01).
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RREF S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats |

Table 23-3. Urinalysis in male rats of the recovery period

Group Control (vehicle: water for injection) MMP 1000 mgke
Number of males - 5 5
pH
<50 [ 0
55 ¢ 0
6.0 ] 0
6.5 0 0
70 1 1
7.5 2 2
8.0 1 1
85 1 H
290 4] 0
Protein
- {negative) 0 0
+(10 < and < 30 mg/dL) 0 0
+(30 < and < 100 mg/dL) 5. 5
2+ (100 < and < 300 mg/dL) o 0
3+ (300 < and < 600 mg/dL) 0 0
4+ (600 mg/dL <) 1] 1]
Glucose
- (negative) 5 5
+(30 < and < 70 mg/dL) 0 0
+(70 < and < 150 mg/dL) 0 0
2+(150 £ and < 300 mg/dL) ] 0
3+ (300 < and < 1,000 mg/dL) 4 ¢
4+ (1,000 mg/dL <) 0 0
Ketone
- (negative) 0 0
+(5 < and < 10 mg/dL) 3 2
+(10 < and < 40 mg/dL) 2 3
2+ (40 < and < 80 mg/dL) 0 0
3+(80 < and < 150 mg/dL) 0 0
4+ (150 mg/dL <) 0 0
Bilirubin
- (negative) 5 5
+(05 < and < 2.0 mg/dL) 0 0
2+(2.0 < and < 6.0 mg/dL) 0 0
3+(6.0 < and < 10.0 mg/dL) 0 0
4+ (10.0 mgldL <) 0 0
Occult blood
- (negative) 5 5
+(0.03 = and <0.06 mg/dL) I 0
+(0.06 < and <0.20 mg/dL) o 0
2+ (0.20 < and < 1.00 mg/dL) 0 [
3+ (1.00 mgldL <) 0 0
Urobilinogen
=+ (norrmal) 3 0
+(2.0 < and < 4.0 mg/dL) 2 5
2+ (4.0 < and < 8.0 mg/dL) 0 0
3+ (8.0 < and < 12.0 mg/dL) 0 0
4+ (12.0 mgfdl <) 4} 0
Calor
light yellow 5 s
yellow 0 0
yellowish brown 0 0
brown 0 0
bloody ¢ 4]
Turbidity
- (negative) 5 5
=+(trace) 4] (V]
+ (slight) 0 0
2+ (moderate) a 0
3+ (marked) 1] 0
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AERE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

Table 23-3 (continued). Urinalysis in male rats of the recovery period

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

Number of males 5 S
Red Blood cells
- (not observed) 5 5
=(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
White Blood cells
- (not observed) 5 s
+(1-9/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
Casts
- {not observed) 5 5
=+ (1-9/3 visuat field) 0 (4]
+ (10-99/3 visual field) 0 [}
2+ (100-299/3 visual field) 0 (]
3+ (230043 visual field) 0 0
Cristals
- (not observed) 0 0
+(a few) 5 4
+ (abundant) 0 1
Epithelial celis
- (not observed) 5 5
+(a few) Q
+ (abundant) 0 [
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HBREE:R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 23-4. Urinalysis in male rats of the recovery period

Group Control (vehicle: water for injection) MMP 1000 mgrkg

Number of males 5 5

Urine volume (mL/24hr) 192 + 6.3 144 =+ 5.0

Specific gravity 1.058 =+ 0.015 1.069 =+ 0.015

Electrolyte, density
Na(mEqg/L) 1303 = 455 146.7 =+ 51.1
K{(mEq/L) 2652 =+ 723 3153 + 88.2
Cl(mEqg/L) 1540 =+ 51.9 1775 + 62.6

Electrolyte, gross volume .
Na(mEg/24hr) 230 = 0.19 205 =% 0.68
K(mEg/24hr) 474 = 0.29 442 = 1.36
Cl(mEq/24hr) 271 = 0.19 251 0.93

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mg/kg

Number of females 5 5
pH ’
=50 0 1]
55 0 0
6.0 0 0
65 2 S
70 3 0
75 0 1]
8.0 0 0
85 0 ]
=90 0 .0
Protein
- (negative} 1 0
+(10 < and < 30 mg/dL) 3 ]
+(30 < and < 100 mg/dL) 1 4
2+ (100 < and < 300 mg/dL) 0 0
3+ (300 < and < 600 mg/dL) [¢] 0
4+ (600 mg/dL <) 0 0
Glucose
- (negative} 5 5°
+(30 < and < 70 mg/dL) ¢ 0
+(70 < and < 150 mg/dL) 0 0
2+ (150 < and < 300 mg/dL) 0 0
3+ (300 £ and < 1,000 mgfdL) 0 0
4+ (1,000 mg/dL <) 0 0
Ketone
- (negative) 3 0
+(5 < and < 10mg/dL) 2 1
+(10 < and < 40 mg/dL) 0 4
2+ (40 < and < 80g/dL) ] 0
3+ (80 £ and < 150 mg/dL) ] 0
4+ (150 mg/dL <) 4] 0
Bilirubin
- (negative) 5 5
+(0.5 < and < 2.0 mg/dL) ] 9
2+ (2.0 £ and < 6.0 mg/dL) ] 0
3+ (6.0 < and < 10.0 mg/dL) o 0
4+ (10.0 mg/dL <) ] i
QOccult blood
- (negative) 5 5
+(0.03 < and <0.06 mg/dL) 0 [}
+(0.06 < and < 0.20 mg/dL) 0 0
2+(0.20 < and < 1.00 mg/dL) 0 0
3+ (1.00 mg/dL <) 0 0
Urobilinogen
~+(normal) 4 S
+ (2.0 < and < 4.0 mg/dL) 1 4
2+ (4.0 < and < 8.0 mg/dL) [+] [}
3+ (8.0 £ and < 12.0 mg/dl) 0 0
4+ (120 mg/dL <) 0 0
Calor
light yellow 5 5
yellow 0 0
yellowish brown 0 1}
brown 4] [
bloody 0 0
Turbidity
- (negntive) 5 5
=+ (trace) 0 0
+ (slight) 0 0
2+ (moderate} 0 o]
3+ (marked) [ 0
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HRBRE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

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

Group . ) Control (vehicle: water for injection). MM P 1000 mgkg
Number of females 5 5
Red Blood cells
- (not observed) 5 5
+(1-9/3 visual field) 0 0
+ (10-9973 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 0
White Blood cells
- (not observed) 5 5
+(1-9/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (230073 visual field) 0 0
Casts
- (not observed) 5 5
+(1-9/3 visual field) 0 0
+(10-99/3 visual field) 0 1]
24 (100-299/3 visual field) 0 0
3+ (230073 visual field) 0 1]
Cristals
- (not observed) ‘3 2
+(a few) 2 3
+ (abundant) 0 [}
Epithelial cells
- (not observed) 5 5
+{afew) 0 0
+ (abundant) i 0 0
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#HERFE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 24-2. Urinalysis in female rats, satellite group

Group Control (vehicle: water for injection) MMP 1000 mgikg
Number of females 5 5
Urine volume (mL/24hr) 129 = 6.8 186 = 8.7
Specific gravity 1.064 =+ 0.018 1.054 + 0.013
Electrolyte, density
Na(mEq/L) 110.6 =+ 314 1062 = 31.2
K(mEg/L) 282.6 =+ 77.8 198.7 =+ 62.9
Cl(mEq/L) 150.1 =+ 46.8 1129 =+ 38.5
Electrolyte, gross volume
Na(mEq/24hr) 128 = 0.21 .79 =+ 0.42 *
K(mEq/24hr) 324 0.39 3.52 =% 1.24
Cl(mEq/24hr) 1.69 =+ 0.22 197 = 0.67

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ARE 5 R-13-004
Combined repeat dose and reproductive/developmental ioxicity screening test of Methyl
3-methoxypropan6ate by oral administration in rats

Table 24-3. Urinalysis in female rats of the recovery period

Group Control (vehicle: water for injection) MMP 1000 mg/kg

Number of females 5 5
pH
=50 L} o
55 a o
6.0 0 1
6.5 2 1
70 2 3
7.5 1 0
8.0 0 0
8.5 0 0
=90 0 0
Protein
- (negative)} 1 0
+(10 < and < 30 mg/dL) 2 1
+(30 < and < 100 mg/dL) 2 4
2+ (100 < and < 300 mg/dL) 0 0
3+ (300 < and < 600 mgfdL) 0 0
4+ (600 mg/dL <) 0 0
Glucose
- (negative) 5 5
+(30 < and < 70 mg/dL) 0 0
+(70 < and < 150 mg/dL) 0 0
2+ (150 = and < 300 mg/dL) 0 0
3+ (300 < and < 1,000 mg/dL) 0 0
4+ (1,000 mg/idL <) [ 0
Ketone
- (negative) 4 1
+(5°< and < 10 mg/dL) 1 3
+ (10 £ and < 40 mg/dL) 0 1
2+ (40 £ and < 80 mg/dL) 0 0
3+ (80 < and < 150 mg/dL) 0 0
4+ (150 mg/dL <) 0 Li]
Bilirubin
- (negative) 5 S
+ (0.5 < and < 2.0 mg/dL) 0 ¢
2+ (2.0 < and < 6.0 mg/dL) 0 [
3+ (6.0 < and < 10.0 mg/dL) 0 0
4+ (10.0 mg/dL <) 0 [
Occult blood
- (negative) 5 5
+(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 0
3+ (1.00 mgidL <) 0 [+
Urobilinogen
+ (normal) 4 2
+(20 £ and < 4.0 mg/dL) 1 3
2+ (4.0 £ and < 8.0 mg/dL) 0 0
3+ (8.0 < and < 12.0 mg/dL) 0 0
4+ (12.0 mg/dL <) 0 0
Color
light yellow 5 5
yellow 0 0
yellowish brown 0 0
brown 0 0
bloody 0 0
Turbidity
- (negative) 5 5
+(trace) 0 0
+ (slight) 0 0
2+ (moderate)} 0 0
3+ {marked) 0 0

70



ABRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

Table 24-3 (continued). Urinalysis in female rats of the recovery period

Group Contro) {vehicle: water for injection) MMP 1000 mg/kg
Number of femal 5 5
Red Blood cells
- (not observed) 5 5
+(1-9/3 visual field) 0 0
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 0
3+ (=300/3 visual field) 0 [1]
White Blood cells
- (not observed) 5 5
=4(1-9/3 visual field) 0 [1]
+ (10-99/3 visual field) 0 0
2+ (100-299/3 visual field) 0 o
34 (2 300/3 visual field) 0 o
Casts
- (not abserved) 5 s .
+(1-9/3 visual field) ] 0
+ (10-95/3 visual field) 0 0
2+ (100-295/3 visuat field) 0 0
3+ (230013 visual field) 0 0
Cristals
- (not observed) 2 2
t(afew) 3 3
+ (abundant) 0 0
Epithelial cells
- (not observed) 5 5
=+ (a few) 0 (4]
+ (abundant) Q 0
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HERE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administraﬁon in rats

Table 24-4. Urinalysis in female rats of the recovery period

Group Control (vehicle: water for injection) MMP 1000 mgkg
Number of females 5 ' 5
Urine volume (ml/24hr) 94 = 3.5 100 =+ 2.7
Specific gravity 1.054 + 0.015 1.076 + 0.009 *
Electrolyte, density _
Na(mEq/L} 93.8 =+ 26.5 1455 + 15.4 **
K(mEq/L) 1758 70.3 3393 =+ 39.5 **
Cl(mEg/L) 1025 =+ 41.6 198.2 =+ 20.4 **
Electrolyte, gross volume
Na(mEq/24hr) 089 =+ 0.46 144 =+ 0.31
K(mEq/24hr) 1.74 =+ 1.16 334 + 0.59 *
Cl(mEq/24hr) 1.01 =+ 0.68 1.95 =+ 035 *

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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MEBRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 62.5 mgkg MMP 250 mglkg MMP 1000 mg/kg

Number of males 5 5 5 5
RBC 10000/uL 884 + 33 891 £ 25 91 = 16 914 + 39
HGB g/dL 158 & 04 157 + 06 16.0 + 0.6 157 + 0.6
Hematocrit % 438 £ 1.5 436 = 19 447 £+ 1.9 ' 435 + 1.0
MCV fL 496 = 05 490 £ 2.1 496 £ 1.9 476 + 1.2
MCH pg 179 £ 0.2 176 + 0.6 177 £ 0.7 172 + 03
MCHC gdL 362 £+ 04 360 = 04 358 = 05 362 + 05
Platelet 10000/uL 1106 + 11.3 1156 + 6.7 1180 = 19.1 1009 = 5.5
PT sec. 239 * 82 240 £ 65 232 £ 64 175 = 4.2
APTT sec. 269 £ 42 2719 + 22 257 = 34 229 = 26
WBC 100/uL 939 =+ 230 93.1 =+ 33.9 98.0 * 209 875 + 280
Neutrophil % 221 *+ 93 184 + 93 ’ 162 + 3.2 155 + 55
Eosinophil % 1.2 + 03 19 = 0.7 16 + 06 1.5 + 06
Basophil % 0.0 + 0.1 00 + 0.1 0.0 = 0.0 : 0.0 * 0.1
Monocyte % 42 = 10 51 £ 11 5.1 06 65 = 1.7 *
Lymphocyte % 724 = 98 747 £ 104 770 £ 3.5 © 763 £ 6.2
Reticulocyte % 283 + 044 256 + 0.40 362 = 1.04 246 + 051

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-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mg/kg
Number of males ) 5 5

RBC 10000/uL, 882 + 23 816 + 32  **
HGB g/dL 150 +£ 03 145 = 0.6
Hematocrit % 43.1 £ 09 420 = 1.8
MCV fL 489 + 14 515 £ 1.1 *
MCH _ pg 170 = 0.2 177 =+ 05 *
MCHC g/dL 348 = 09 344 = 05
Platelet 10000/uL 1150 + 149 1152 + 2.3
PT sec. 188 + 4.5 177 £ 1.9
APTT sec. 220 + 1.7 26 + 1.2
WBC 100/uL 1303 + 450 106.7 + 146
Neutrophil % 172 + 4.1 144 =+ 6.2
Eosinophil % i1 = 02 1.2 + 03
Basophil % 01 + 0.1 00 £ 00 *
Monocyte % 38 = 06 ' 33 % 09
Lymphocyte % 718 £ 39 810 = 7.1
Reticulocyte % 343 = 042 327 = 0.34

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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REBRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 62.5 mgkg MMP 250 mgkg MMP 1000 mgkg
Number of females 5. 5 5 5

RBC : 10000/pL 698 + 30 688 + 36 680 + 35 723 + 16
HGB g/dL 137 + 09 133 = 08 133 + 03 139 + 0.2
Hematocrit % 404 =+ 3.1 393 = 27 392 + 11 : 408 + 1.0
MCV fL 578 =+ 28 572 + 38 577 = 2.7 564 + 1.6
MCH pg 196 =+ 0.7 193 + 1.0 196 + 08 192 + 04
MCHC gdL 339 £ 06 338 = 0.7 339 = 03 ' 340 + 0.9
Platelet 10000/uL 1226 + 179 117.0 + 207 1172 + 184 101.2 + 127
PT sec. 135 = 04 128 + 04 135 = 03 142 £ 0.6
APTT sec. 212 £ 13 198 = 0.8 207 + 08 197 + 038
WBC ' 100/pL 122.1 + 239 : 118.6 + 29.1 1173 + 268 ' 117.7 £ 369
Neutrophil % 393 £ 117 427 + 87 387 =+ 87 387 + 93
Eosinophit % 0.8 = 04 08 + 04 06 * 0.1 . 05 = 0.1
Basophil % 0.0 + 0.0 00 =+ 0.1 00 % 00 00 = 0.0
Monocyte % 47 = 09 44 * 12 32 £ 06 * 50 = 0.5
Lymphocyte % 552 + 113 521 £ 9.8 574 + 92 558 = 93
Reticulocyte % 8.03 + 0.88 725 + 175 885 + 121 745 =+ 1.84

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ARBEE 1 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mgkg
Number of females 5 5

RBC 10000/l 769 = 13 792 £ 27
HGB g/dL 141 + 02 145 = 04
Hematocrit % 394 = 0.8 408 + 1.2
MCV fL 512 £ 1.0 515 £ 1.5
MCH pg 184 + 0.2 183 £+ 04
MCHC g/dL 358 + 0.5 356 = 03
Platelet 10000/uL 1184 = 52 974 + 8.6 **
PT sec. 126 + 04 13.8 + 0.3 **
APTT sec. 213 £ 13 199 + 04 *
WBC 100/uL 734 + 242 99.5 + 43.0
Neutrophil % 174 + 57 13.0 + 62
Eosinophil % L7 = 07 14 = 0.2
Basophil % 0.0 = 00 0.0 =+ 0.1
Monocyte % 28 = 0.8 41 + 09 *
Lymphocyte % 78.1 = 5.1 814 + 56
Reticulocyte % 291 £ 029 - 290 + 0.52

Each value shows mean + S.D.
" Significantly different from the control group (*: P<0.05, **: P<0.01).
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AHERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mgkg
Number of females 5 5

RBC 10000/pL 795 +£ 20 . 761 + 59
HGB g/dL 147 + 0.1 139 + 0.9
Hematocrit % 421 + 1.0 403 £ 25
MCV fL. 53.0 + 2.6 530 + 1.2
MCH g 185 + 0.5 182 £ 03
MCHC g/dL 349 + 0.8 344 + 0.5
Platelet 10000/uL 994 + 16.8 101.8 + 11.3
PT sec. 13.0 £ 04 128 + 0.6
APTT sec. 182 + 13 177 + 0.7
WBC 100/uL. 446 + 16.6 436 = 104
Neutrophil % 177 + 4.6. 13.2 + 54
Eosinophil % 26 = 0.8 1.8 = 06
Basophil % 00 + 0.0 00 = 00
Monocyte % 39 = 07 28 = 07 *
Lymphocyte % 758 + 4.6 822 + 52
Reticulocyte % 2.82 % 035 281 + 0.60

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-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table27-1. Biochemical findings of male rats at the end of the dosing period

Group Control (vehicle: water for injection) MMP 62.5 mgkg MMP 250 mg/kg MMP 1000 mgkg
Number of males 5 5 5 5
Total protein g/dL 56 = 03 57 + 03 54 = 03 54 = 0.1
Albumin gdL 35 £ 0.1 36 + 02 3.5 + 02 36 = 0.1
A/G 1.73 £ 0.07 1.71 + 0.05 185 = 0.18 ' 207 % 027
Glucose mg/dL 122 £ 5 124 % 8 138 = 7  *x* 131 = 8
Total cholesterol mg/dL 41 £ 5 47 + 7 43 + 4 41 = 10
Trigly ceride mg/dL 28 + 13 37 £ 23 -6l £ 17 ¢ 40 + 14
Phospholipid mg/dL 70 + 8 78 + 14 80 + 8 76 = 10
AST UL 61 + 4 62 + 7 59 + 4 62 £ 7
ALT UL 29 * 3 34 £ 7 25 £ 2 32 £35
y-GTP UL 0 0 0 0 0 0 0 +0
LDH UL 65 = 15 117 + 93 139 + 54 * 129 = 66
Bile acid umol/L 6.3 + 2.0 84 + 39 10.1 + 9.1 159 = 87
BUN : mg/dL 14 £ 1 13 £ 1 13 £ 2 14 = 3
Creatinine mg/dL 0.5 = 0.1 04 + 0.1 05 + 0.0 04 = 0.0
Total bilirubin mg/dL 0.10 + 0.03 0.11 + 0.02 012 = 0.03 0.14 + 001 *
ALP UL 354 * 61 303 + 19 332 £ 37 312 £ 102
Inorganic phosphorus mg/dL 58 = 04 58 + 0.2 57 = 05 60 + 05
Ca mg/dL 88 = 03 89 £ 03 89 = 02 89 + 02
Na mEqg/L 1458 + 0.9 146.2 = 0.7 1463 = 1.1 1459 + 1.0
K mEq/L 3.96 + 0.20 393 + 0.08 398 + 0.11 408 + 0.17
Cl mEq/L 1052 + 0.7 1054 + 1.1 1053 + 19 1055 = 2.1

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mgkg
Number of males 5 5

Total protein gdL 55 + 03 52 + 0.2
Albumin gdL 35 + 02 35 + 0.1
A/G 1.78 = 0.18 204 £ 020
Glucose mg/dL 145 + 30 137 + 15
Total cholesterol mg/dL 44 x 6 42 =7
Triglyceride mg/dL 27 £ 13 23 =5
Phospholipid mg/dL 72 £ 8 66 + 8
AST U/L 68 = 5 68 + 13
ALT UL 28 + 4 27 =3
v-GTP U/L 0 £ 0 0 £0
LDH UL 274 + 154 234 + 129
Bile acid umol/L 74 £ 12 72 £+ 32
BUN mg/dL 15 =1 14 + 2
Creatinine mg/dL 0.5 = 0.0 05 + 0.1
Total bilirubin mg/dL 0.07 + 0.02 0.07 + 0.01
ALP U/L 452 + 96 449 + 68
Inorganic phosphorus mg/dL 62 + 05 62 + 04
Ca mg/dL 9.0 + 0.2 87 £ 02 *
Na mEq/L 1453 + 0.8 1453 + 04
K mEqg/L 381 £ 023 379 + 0.07
Cl mEq/L 1063 = 1.6 1079 = 1.1

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-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 62.5 mgkg MMP 250 mgkg MMP 1000 mgkg

Number of females 5 5 5 5

Total protein g/dL 57 = 04 58 = 03 57 = 0.1 . 56 = 02
Albumin g/dL 40 = 04 39 + 02 38 = 0.1 39 = 0.1
A/G 224 = 0.27 2.08 = 0.16 206 = 0.15 ) 224 £ 0.14
Glucose mg/dL 123 + 11 123 £ 9 128 + 7 - 132 = 7
Total cholesterol mg/dL : 53 + 8 53 =17 47 + 8 40 £ 7
Trigly ceride mg/dL 46 = 20 43 + 19 36 + 18 44 *+ 29
Phospholipid mg/dL 107 + 18 106 + 8 95 = 18 92 9
AST UL 73 %= 15 81 + 16 79 + 8 74 £ 9
ALT UL 43 = 13 50 = 12 47 % 38 3
y-GTP U/L 0 0 0 =0 0 =0 ‘ 0 0
LDH U/L 88 + 50 83 =+ 56 124 & 71 139 + 118
Bile acid umol/L 106 £ 23 102 + 40 . 82 + 14 131 = 78
BUN mg/dL 14 = 2 15 + 3 14 + 2 12 + 2
Creatinine mg/dL 05 £ 00 05 %= 0.1 05 = 0.1 05 % 0.1
Total bilirubin mg/dL 0.11 + 0.03 0.10 £ 0.02 0.09 + 0.04 0.10 = 0.04
ALP UL 242 + 40 323 + 130 255 =+ 45 194 x 27
Inorganic phosphorus mg/dL 6.1 = 04 57 £ 04 57 = 02 59 = 1.0
Ca mg/dL 89 £ 02 91 + 04 89 = 0.1 8.8 = 0.2
Na mEq/L 1428 + 2.0 1418 + 2.1 1418 25 . 1424 + 16
K mEg/L 361 £ 0.15 3.68 + 0.52 367 = 030 368 = 045
Cl mEg/L 1048 + 2.0 1050 + 1.6 ] 1058 + 24 1053 + 25

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.03, **: P<0.01).
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RBRES R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mg/kg
Number of females 5 5

Total protein g/dL. 57 £ 03 56 + 03
Albumin g/dL 39 £ 03 38 + 03
A/G , 2.05 + 0.07 207 = 020
Glucose mg/dL 102 £ 13 113 + 17
Total cholestero! mg/dL 49 =+ 8 55 £ 6
Trigly ceride mg/dL 15 = 8 17 + 4
Phospholipid mg/dL 93 + 11 107 = 13
AST UL 67 + 11 54 £ 5

ALT UL 34 £ 13 20 £ 1 *
v-GTP U/L 0 £0 0 £ 0
LDH UL 100 + 37 114 + 85

Bile acid umol/L 114 + 39 . 280 + 159 *
BUN mg/dL 20 + 4 14 £ 3 *
Creatinine mg/dL 05 = 00 05 + 0.0
Total bilirubin mg/dL 0.18 = 0.02 025 + 0.06 *
ALP UL 170 * 68 176 = 54
Inorganic phosphorus mg/dL 45 + 05 57 = 1.2

Ca mg/dL 85 + 03 87 £ 0.5

Na - mEq/L 1456 + 0.7 1456 =+ 0.5

K mEq/L 3.57 = 0.11 3.60 = 031
Cl mEq/L 106.1 + 04 1041 + 23

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE T R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mgkg
Number of females 5 5

Total protein ‘g/dL 54 = 03 » 54 + 04
Albumin g/dL 38 + 03 37 +£02
A/G 232 £ 0.16 226 + 030
Glucose mg/dL 106 + 8 121 + 12
Total cholesterol mg/dL 52 % 7 47 + 8
Trigly ceride mg/dL 15 + 4 11 £ 3
Phospholipid mg/dL 94 = 7 90 =+ 11
AST U/L 56 £ 9 62 + 8

ALT UL 19 + 4 25 £ 5
v-GTP UL 0 =0 0 £ 0
LDH UL 75 = 16 107 + 76
Bile acid umol/L 164 + 152 127 + 39
BUN ' mg/dL 17 + 3 19 + 3
Creatinine mg/dL 06 = 0.1 06 + 0.1
Total bilirubin mg/dL 0.10 + 0.02 0.12 + 005
ALP UL 231 + 50 227 + 43
Inorganic phosphorus mg/dL 39 = 0.7 45 + 0.6

Ca mg/dL 82 £ 02 86 =+ 03 *
Na mEg/L 146.1 = 1.2 1440 + 14 *
K mEg/L 338 += 0.19 401 + 0.71
Cl mEq/L 1102 = 1.8 1080 + 1.0 *

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 62.5 mgikg MMP 250 mgkg MMP 1000 mgkg
Number of males 7 12 12 7
Body weight [¢2] 463.9 * 258 4828 * 18.0 4764 + 293 4703 % 24.1
Brain (mg) 19842 = 56.3 20599 « 126.9 19926 + | 833 20131 =+ 46.2
(mg/g) 4287 £ 0236 4270 + 0273 4200 + 0.355 4290 = 0244
Thy mus (mg) 2977 + 495 3232 88.6 . 2963 = 1054 2536 + 74.0
(mg/g) 0644 x 0.112 0667 + 0.168 0616 + 0.197 0.538 + . 0.148
Heart (mg) 13592 + 106.8 14352 = 1183 1383.7 + 99.1 1426.0 % 826
(mg/g) 2931 + 0.187 2972 + 0209 - 2906 + 0154 3.033 + 0129
Liver (mg) 119457 = 9345 12996.5 + 12220 1266}.6 + 1164.3 13237.7 £ 11525
(mg/g) 25770 £ 1779 26897 + 1.960 26550 +  1.359 28119 = 1453
Kidney (R) (mg) 15587 = 837 16347 = 800 16942 = 1494 17180 = 2111
(mg/e) 3370 + 0284 . 3390 = 0204 3566 =+ 0.355 3651 = 0369
Kidney (L) (mg) 15619 = 62.8 1607,8 + 826 1686.1 % 165.8 17104 = 1400 *
(mgf) 3374 + 0199 3335 = 0215 3550 & 0405 3640 = 0280
Kidneys (mg) 31206 + 1296 32426 £ 158.6 33803 + 3113 34284 = 3482
(mgp) 6.745 + 0465 6.725 = 0413 7.118 = 0.754 7291 £ 0631
Spleen (mg) 808.1 + 56.0 868.7 =+ 1345 859.1 = 1593 7556 86.8
(mgfe) 1.750 = 0.196 1.798 + 0252 1.798 = 0289 1.608 = 0.178
Testis (R) (mg) 16138 = 120.7 17311 £ 104.4 17125 = 144.9 16319 =+ 94.1
(mg/g) 3479 = 0.167 3.587 = 0188 3601 = 0.309 3479 = 0296
Testis (L) (mg) 15979 = 1264 17654 =+ 1204 * 17135 = 153.5 16202 % 824
(mgfe) 3445 = 0.194 3.655 + 0.180 3602 * 0313 3.457 0.312
Testes (mg) 32117 = 2450 34%65 £ 2178 34260 + 2948 32521 + 172.0
(mg/g) 6923 + 0355 7242 + 0349 7203 + 0615 6936 = 0.603
Epididy mis (R) . (mg) 6296 % 56.1 6536 = 57.% 6414 = 54.7 588.9 = 55.7
(mg/g) 1362 = 0152 1354 = 0105 1352 £ 0.151 1256 = 0.146
Epididymis (L) (mg) 6131 + 432 6448 + 48.4 6303 59.0 590.7 % 440
(mgle) 1328 + 0.149 1336 = 0092 1329 +  0.164 1.261 £ 0.140
Epididymides (mg) 12427 %= 958 12984 = 1033 12718 + 1120 1179.6 =  92.1
(mg/g) 269 + 0.295 2690 + 0191 2680 + 0313 2517 = 0273
Each value shows mean+ SD.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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AT 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 62.5 mgkg MMP 250 mgkg MMP 1000 mgkg
Number of males 7 12 i2 7
Prostate, ventral (mg) 660.0 + 1838 6170 + 1322 5393 = 829 500.7 % 96.6
(mg/p) 1430 = 0411 1278 = 0.268 1133 = 0171 1.069 = 0.221
Seminal vesicles (mg) 16360 + 1895 17672 + 1793 1620.1 + 3442 1631.8 + 2107
(mg/e) 3540 = 0482 3661 £ 0350 3417 + 0759 3466 = 0365
Thyroid gland  (mg) 224 = 39 217 =% 35 203 + 43 200 33
(mg/g) 0048 = 0.007 0045 =+ 0.007 0043 = 0010 0043 + 0.008
Adrenal gland (R) (mg) 241 * 16 244 * 16 259 34 24 % 24
(raglg) 0052 £ 0.005 0051 £+ 0004 0055 =+ 0.007 0047 = 0.004
Adrenal gland (L)- (mg) 261 % 1.9 261 £ 22 268 % 38 240 = 2%
(mg/e) 0057 + 0005 0054 = 0.004 0056 = 0008 0051 += 0.006
Adrenal glands (mg) 562 & 25 505 % 36 528 = 6.9 464 = 5.1
(mg'g) 0.109 + 0009 0105 * 0.008 0111 -+ 0014 0099 = 0.010

Each value shows mean £ §D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AEBRE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 1000 mgkg
Number of males S 5
Body weight (® 507.8 = 59 5163 = 35.8
Brain (mg) 1987.7 = 70.5 20768 + 62.8
(mgg) 3914 + 0139 4035 + 0248
Thymus (mg) 2528 =+ 59.1 2483 = 442
(mgg) 0497 = 0112 0486 =  0.108
Heart (mg) 14430 £+ 1151 15051 = 1964
(mgfg) 2840 = 0201 2908 + 0221
Liver (mg) 131746 * 4589 126202 + 5225
(mg/g) 25942 +  0.798 24496 + 1220
Kidney (R) (mg) 15976 = 1523 1701.2 + 91.6
(mg/g) 3146 = 0292 3208 +  0.106
Kidney (L) (mg) 16326 = 1476 16928 + 9.0
(mg/p) 3214 = 0270 3283 = 0115
Kidneys (mg) 32302 293.6 33940 = 174.8
(ng/g) 6359 +  0.550 6581 £  0.201
Spleen (mg) 8344 =+ 83.3 7306 + 934 *
(mg/g) 1741 =  0.153 1416 =  0.173 *
Testis (R) (mg) 17092 + 1483 17082 = 1443
(ng'g) 3366 + 0287 3311 £ 0214
Testis (L) (mg) 17043 = 69.1 16930 + 1739
(mg/g) 335 +  0.131 3280 + 0268
Testes (mg) 34135 + 2171 34012 = 3109
(mgg) ~ 6722 £ 0416 6591 +  0.464
Epididy mis (R) (mg) 6524 + 70.1 6402 % 57.1
' (mg/g) 1284 = 0132 1240 +  0.069
Epididy mis (L) (mg) 6482 = 54.7 6192 = 64.7
(mg/g) 1277 £  0.110 1198 =  0.078
Epididy mides (mg) 1300.5 =+ 118.8 12594 = 121.6
(mgg) 2560 + 0228 2439 =  0.145

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RBRE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 1000 mgkg
Number of males 5 5
Prostate, ventral (mg) 5233 + 179.4 6343 =+ 111.6
(mg/g) 1.029 + 0346 1224 £ 0178
Seminal vesicles (mg) 1546.6 =+ 184.8 18743 + 2986
(mg/g) 3.046 + 0366 3639 £ 0585
Thyroid gland (mg) 29 + 59 230 = 63
(mg/g) 0.045 + 0012 0044 =  0.009
Adrenal gland (R) (mg) 281 + 4.0 249 33
(mg/g) 0.055 +  0.008 0.048 +  0.008
Adrenal gland (L) (mg) 307 = 3.7 264 + 2.6
(mg/s) 0.060 +  0.007 0.052 =  0.006
Adrenal glands (mg) 588 = 7.6 513 + 59
{mg/g) 0116 =  0.015 0.100 + 0014

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 62.5 mgikg MMP 250 mpfkg MMP 1000 mgkg
Number of females 12 12 1 9
Body weight 6] 3148 + 210 3151 = 233 3121 = 139 3216 % 118
Brain (mg) 19099 + 86.2 1941.9 +£ 815 18886 = 593 19161 % 715
{mgfp) 6.085 = 0.396 6.194 = 0.526 6062 % 0316 5965 = 0.330
Thymus (mg) 2018 - £ 559 2243 535 1953 = 552 2025 = 48.7
) (mg/g) 0.640 = 0,164 ) 0.707 + 0.141 0.627 * 0.178 0628 = 0.149
Heart (mg) 10303 =+ 719 10427 = 1027 10040 = 46.8 10875 + 55.8
(mglp) 3276 =+ 0.183 3304 £ 0.152 3221. = 0.156 3384 = 0.180
Liver {mg) . 101417 = 9724 10508.3 <+ 800.0 10055.9 =+ 672.0 112197 + 576.5 **
(mg/g) 32206 = 2.188 33386 = 1672 32249 * 2,128 34899 + 1.555 **
Kidney (R) (mg) 10709 = 450 10993 %= 814 10181 = 64.3 10832 =+ 76.8
(mg/g) 3415 0.258 3496 = 0.227 3266 == 0223 3369 + 0216
Kidney (L) (mg) 1067.0 = 73.6 1086.7 + 66.7 988.6 = 822 * 10793 = 84.0
(mglg) 3402 = 0.320 3460 = 0.239 3170 = 0.252 3358 % 0.249
Kidneys (mg) 21378 114.5 21860 = 141.7 20067 143.1 21626 * 1552
(mgfg) 6817 % 0.565 6956 = 0.445 6436 = 0.462 6727 = 0.447
Spleen (mg) 7060 + 94.5 7251 % 1123 7229 = 99.3 7599 = 105.1
(mgfp) 2243 % 0.267 2303 = 0317 2318 % 0.309 2366 % 0346
Ovary (R) (mg) 561 9.4 536 = 112 489 = 33 482 36
(mglp) 0178 = 0.025 0170 + 0.029 0.157 = 0.025 0.150 =+ 0.027
Ovary (L) (mg) 527 = 8.9 522 * 83 489 = 74 515 % 84
(mglp) Q168 = 0.031 0166 + 0.028 0.157 + 0.026 0.160 = 0.026
Ovaries (mg) 1089 = 139 1058 % 16.2 978 = 13.6 99.7 % 10.3
(mgfg) 0346 =  0.043 0336 + 0044 0313 = 0043 0310 = 0032
Uterus (mg} 5926 = 62.6 6070 + 87.7 6157 = 67.3 5836 =+ 62.9
(mglp) 1.888 = 0.225 1935 = 0.317 1976 = 0.223 1816 = 0.200
Thyroid gland (mg) 170 = 32 . 173 34 166 43 168 5.0
(mgfg) 0.054 = 0.008 0055 = 0.008 0053 = 0.013 0.052 + 0.015
Adrenal gland (R) (mg) 384 % 6.5 413 = 35 365 =+ 57 376 3.6
{mg/g) 0122 = 0.020 0132 0.014 0117 # 0.020 0117 £ 0.011
Adrenal gland (L) {mg) 411 = 6.8 437 & 490 383 & 73 395 = 438
{mg/g) 0.131 = 0.021 0.139 + 0.017 0.123 * 0.026 0123 = 0.014
Adrenal glands (mg) 795 = 13.0 850 % 71 748 = 125 771 % 83
{mg/g) 0.253 =+ 0.040 0271 * 0.030 0241 # 0.044 0.240 = 0.024

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

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

Group Control {vehicle: water for injection) MMP 1000 mgrkg
Number of females 5 5
Body weight ® 2832 5.6 . 2858 % 8.4
Brain _ (mg) 19778 + 1250 18827 % 73.0
(mg/g) 698 + 0451 6594 + 0376
Thymus (mg) 3330 + 66.4 3442 + 1353
: (mg/g) 1173 £ 0213 1204 &+ 0461
Heart (mg) 8915 + 50.6 9545 & 573
(mg/g) 3.147 £ 0.136 3341 £ 0212
Liver (mg) 70480 = 3644 82937 + 7463 *
(mglg) 24884 + 1072 29004 -+ 2283 **
Kidney (R) (mg) 9173 x 1045 10247 = 171 *
(mg/g) 3236 £ 0326 3588 +-  0.145
Kidney (L) (mg) 9170 = 1314 9920 =+ 69.7
(mg/g) 3234 = 0420 3477 £+ 0320
"Kidneys (mg) 18344 = 2347 20167 + 85.6
(mgle) - 6470 = 0741 7066 + 0462
Spleen (mg) 5941 + 84.0 6612 + 1229
(mg/g) 2096 + 0276 2324 =  0.488
Ovary (R) (mg) 536 + 134 433 = 47
(mglg) 0190 = 0051 0.152 = 0017
Ovary (L) (mg) 508 + 12.7 457 + 7.0
: (mglg) 0180 =  0.047 0.160 = 0027
Ovaries (mg) 1043 + 242 89.0 = 72
(mgfg) 0369 +  0.091 0312 = 0030
Uterus (mg) - 5706 + 2081 6879 = 2016
' (mg/g) 2014 =  0.740 2404 =  0.696
Thyroid gland (mg) 159 =+ 6.1 166 + 24
(mg'g) 0.056 +  0.022 0.058 +  0.009
Adrenal gland (R) (mg) 312 + 38 346 + 1.4
(mg/e) 0.110 = 0014 0.121 = 0007
Adrenal gland (L) (mg) 328 = 24 344 + 0.8
(ng/e) 0.116 + 0010 0120 =  0.004
Adrenal glands (mg) 640 = 6.1 690 = 1.9
(mglg) 0226 + 0024 0242 = 0010
Each value shows mean = S.D.

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

88



ABRE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rafs

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

Group ' Control (vehicle: water for injection) MMP 1000 mgkg
Number of females 5 5
Body weight ® @ 2827 = 29.7 2941 + 20.5
Brain (mg) 19087 % 54.0 19452 53.7
(mglg) 6800 =  0.576 6632 + 0326
Thymus (mg) 2999 + 1043 2398 + 619
(mg/g) 1.055 £ 0316 0816 +  0.200
Heart (mg) 8864 + 1075 9733 + 70.2
(mg/g) 3141 £ 0273 3311 = 0120
Liver (mg) 66431 + 5159 72967 + 5439
(mg/g) 23598 = 1671 24811 + 0470
Kidney (R) (ng) 8723 =+ 426 10545 = 91.4 **
(mg/g) 3105 £ 0253 3591 + 0280 *
Kiduey (L) (mg) 868.6 =+ 77.4 10154 = 98.6 *
(mg/g) 3.086 = 0259 3456 + - 0264
Kidneys (mg) 17408 + 1197 20699 + 1863 *
(mg'g) 6190 + 0498 7.047 + 0528 *
Spleen (mg) 5166 + 475 5588 +  156.1
(mg/g) 1832 £ 0120 1.883 + 0454
Ovary (R) (mg) 380 + 4.7 444 + 42
(mg'g) 0.135 + 0016 0.151 +  0.013
Ovary (L) (mg) 377 % 38 484 + 4.8 **
(mg/g) 0.134 = 0013 0.165 = 0012 **
Ovaries (mg) 756 58 929 & 8.1 **
(mg/g) 0269 = 0018 0316 +  0.021 **
Uterus (mg) 5364 + 1606 5835 + 2501
(mglg) 1.877 + 0384 1974 + 0778
Thyroid gland (mg) 141 = 1.8 160 = 53
(mg/g) 0.050 =  0.005 0.055 + 0019
Adrenal gland (R) (mg) 304 = 24 318 + 31
(mg/e) 0.108 + 0011 0.108 + 0010
Adrenal gland (L) (mg) 315 £ 26 322 % 3.4
(mglg) 0.112 £ 0010 0109 = 0007
Adrenal glands (mg) 619 = 5.0 640 = 59
(mg/g) 0220 + 0022 0218 + 0015

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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PERE = :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

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

Findings Grade - P - P - P - P
Kidney

Enlargement, bilateral 7 0 12 0 12 0 6 1
Liver

Diaphragmatic nodule 6 o1 12 0 12 0 7 0

Whitish spot 7 0 12 0 12 0 6 1
Stomach

Edematous, mucosa, dark colored area, 6 1 12 0 12 0 7 0

forestomach

Tooth ‘

Defect, upper central incisor, left 6 1 12 0 12 0 7 0

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mg/kg
Findings Grade - P - P
Skin .
Crust, dorsalneck - 5 0 4 1
Stomach
Edematous, mucosa, forestomach 5 0 4 1
Thickening, mucosa, forestomach 5 0 4 1

- :No abnormal changes P :Non-graded change
Numerals represent the number of animals.
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RERE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

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

Findings Grade - P - P - P - P
Stomach

Dark colored spot/area, mucosa : 11 1 11 1 11 0 9 -0

glandular stomach

Thy mus

Small 12 0 12 Y 11 0 8 1

- : No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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B F :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mgkg
Findings Grade - P - P
Pituitary gland
Cyst 5 0 4 1
Stomach
Dark colored spot, mucosa 5 0 4 1

glandular stomach
- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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BHBE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group . Control (vehicle: water for injection) MMP 1000 mg/kg

Findings Grade - P - P
Skin

Crust, dorsal neck 5 0 4 1
Spleen

Small 5 0 4 1
Stomach

Elevated area, whitish, mucosa, 4 1 5 0

glandular stomach
- :No abnormal changes P :Non-graded change
Numerals represent the number of animals.
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ARERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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 !vehic]e: water for injection) MMP 1000 mg/kg
Findings ] Grade -+ 4+ 2+ 3 P NE - + 2+ 3 P NE
Brain 5 5
~ Spinal cord ’ 5 5
Pituitary gland » .
Cyst 4 1 3 _ 0
Submandibular gland 5 5
" Sublingual gland s 5
Lywph node, submandibular 5 5
Thyroid gland 5 5
Parathyroid gland 5 5
Thymus 5 5
Heart
Fibrosis, myocardial, left ventricle 4 1+ o 0 O 5 0 0 o0 ©
Trachea 5 5
Lung
Cellular mfiltration, foam cell, alveolus 4 1 0 0 o 2 3 0 0 0O
Microgranuloma 3 2 0 0 0 3 2 0 0 O
Mineralization, arterial wall 5 0 0 O O 3 2 0 ¢ O
Bronchus 5 5
Liver
Fibrosis, focal, subcapsule 5 ¢ 0 0 0 4 1 0 0 O
Microgranuloma 2 3 0 0 0 1 4 0 o0
Nodule, hepatodiaphragmatic 4 1 5 0
Pancreas
Atrophy, acinar cell, focal 5 0 6 0 o0 4 1 0 0 ¢
Stomach
Cellular infiltration, )
inflammatory, submucosa, glandular stomach 5 0 o0 0 © 4 1 0 0 ©
Dilatation, cystic, fundic gland, glanduiar stomach 5 0 0 0 0O 4 1 0o 0 ¢
Edema, submucosa, glandular stomach 5 0 ¢ 0 o0 4 1 0 0 O
Duodenum : 5 5
Jejunum 5 5
Teum 5 5

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

Nuemerals represent the number of animals.

Not significantly different from control.
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RBRE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 1000 mg/kg
Findings Grade - * + 24 3+ P NE - - £ + 2+ 3+ P NE
Cecum 5 . 5
Colon ) 5 5
Rectum 5 5
Lymph node, mesenteric . 5 : 5
Spleen .
Deposit, pigment, brown 0O 2 3 0 0 0 1 4 0 0
He poiesis, ext dullary 0 0 4 1 0 0 0 4 1 0
Kidney
- Basophilic tubule, cortex 3 2 0 0 O 2 2 1 0 O
Cellular nfiltration, lymphocyte, interstitial 3 2 0 0 O 4 1 0 0
Fibrosis, focal, subcapsule 5 0 o 0 oO 4 1 0 0 o
Urinary bladder ’ 5 ' 5
Adrenal gland 5 5
Testis
Atrophy, seminiferous tubule 3 2 0 0 o0 5 0 0o 0 o0
Epididymis
Cell debnis, lumen 4 1 0 0 o0 5 0 0 0 O
Cellular infiltration, lymphocyte, interstitial 4 | 0 0 o 4 1 0o 0 0
Prostate
Cellular infiltration, lymphocyte, interstitial 5 0 0 0 0 3 2 0 0 0
Seminal vesicle 5 5
Coagulating gland 5 5
Eyeball 5 5
Harderian gland
Cellular infiltration, lymphocyte, interstitial 5 0 0 O 0 3 2 0 0 O
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5
Marrow, fermur 5 5

- :No abnormmal 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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ARE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

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

Group . Control (vehicle: water for injection) MMP 1000 mg/kg
Findings Grade - + + 2+ 3+ P NE - + .2+ 3+ P NE
Brain : 5 5
Spinal cord 5 . 5
Pituitary gland
Cyst 4- 1 -5 ]
Submandibular gland 5 5
Sublingual gland . 5 ' 5
Lymph node, submandibular s 3
Thyroid gland
Ultimobranchial body 5 0 3 2
Parathyroid gland 5 A 5
Thymus S ‘ 5
Heart
Fibrosis, myacardial, left ventricle 5 0o ¢ o 0 4 1 0 0 0
Trachea 5 5
Lung
Cellular infiltration, foamcell, alveolus 2 3 0 0 o0 2 3 0 o0 o0
Microgranuloma 4 1 ¢ ¢ O 5 0 0 0 0O
Bronchus 5 5
Liver
Fatty change, hepatocyte, periportal 3 1 1 o o 4 1 o o0 0
Hematopoiesis, extramedullary 4 1 0 0 0 4 1 0 0 O
Microgranuloma 3 2 0 0 O 2 3 0 0 O
Necrosis, focal 4 1 0o 0 0 s ¢ 0 0 0
Pancreas
Atrophy, acinar cell, focal 4 1 0o 0 0 5 0 0 0 o0
Stomach .
Dilatation, cystic, fundic gland, glandular stomach 5 0 0 0 0 4 1 0 0 ©
Edema, submucosa, glandular siomach 4 1 0 0 [} i 5 0 0 0 4
Duodenum 5 5
Jejunum ) 5 5

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

Numerals rep t the ber of animal

Not significantly different from control.
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AR & 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl .
-3-methoxypropanoate 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) MMP 1000 mgkg
Findings Grade - £ %+ 2+ 3+ P NE - 4+ + 2+ 3+ P NE
Tleum . 5 5
Cécum 5 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen .
Deposit, pigment, brown o 2 3 0o 0O o 2 3 o0 0
Hematopoiesis, extramedullary 0 0 2 3 o o 0 1 4 0
Kidney
Basophilic tubule, cortex 5 0 0 0 0O 4 1 0 0 0
Cellular infiltration, lymphocyte, interstitial 5 0 0 0o 0 4 1 0 0 0
Mineralization, cortico-medullary junction 5 0 0 0 o 4 1 0 0 O
Unnary bladder 5 s
Adrenal gland 5 5
Ovary 5 5
Uterus 5 5
Vagina 5 5
Eyeball 5 S
Harderian gland B 5
Sciatic nerve 5 5
Skeletal muscle S 5
Femur 5 5
Marrow, femur 5 5

- : 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-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 1000 mg/kg
Findings Grade - + + 2+ 3+ P NE - *# + 2+ 3+ P NE
Brain 5 5 ’
Spinal cord . 5 5
Pituitary gland

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

Ultimobranchial body 4 i 5 0
Parathyroid gland 5 4 1
Thyrnus 5 5
Heart 5 5
Trachea 5 5
Lung

Cellular infiltration, foam cell, alveolus 3 2 0 0 O 1 4 0 0 O

Microglanuioma 5 3 2 0 0 O
Bronchus . 5 5
Liver

Fatty change, hepatocyte, periportal 5 0 0 0 O 3 2 0 0 o0

Hematopoiesis, exramedullary 5 0 o0 0 O 4 1 0 © O

Microgranuloma 1 4 0 0 0 0 5 0 0 O
Pancreas : 5 3
Stomach

Dilatation, cystic, fundic gland, glandular stomach 4 1t 0 0 O 4 1 6 0 O

Edema, submucosa, glandular stomach 3 2 0 0 0 5 0 ¢ 0 0
Duodenum i 5 5
Jejunum 5 5
lleum 5 5

- :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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ABR%E = :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats |
Table 34-2 (continued). Histopathological findings of female rats at the end of ihe dosing period,
satellite group [H.E. stainiﬁg] ' o

Group Control (vehicle: water for injection) MMP 1000 mgkg
Findings . Grade - + + 2+ 3+ P NE - % + 2+ 3+ P NE
Cecum . 5 5
Colon 5 . B
Rectum . 5 5
Lymph node, mesenteric 5 ) 5
Spleen
Deposit, pigment, brown ) 0 0 5 0 0 0 1 4 o0 O
Hematopoiesis, extramedullary o 0 3 2 0 o 0 3 2 ¢
Kidney
Basophilic tubule, cortex 4 1 0 0 0 1 4 0 ¢ 0
Cellular infiltration, lymphocyte, interstitial 4 1 0 0 0 2 3 0 0 0
Cyst/ hyalin, cast, papilla/ cortico-medullary junction 5 [ 2 3
Mineralization, papilla/ cortico-medually junction 5 6 0 0 O 2 2 1 0 ¢
Urinary bladder 5 5
Adrenal gland 5 5
Ovary 5 5
Uterus 5 5
Vagiﬁa . 5 5
Eyeball 5 5
Harderian gland
Cellular infiltration, lymphocyte, interstitial s 0 0 0 o0 4 1 0 0 O
Sciatic nerve 5 5
Skeletal muscie 5 5
Femur 5 5
Marrow, feur 5 5

- : No abnormal changes #*: Very slight +: Slight 2+ Moderate 3+: Marked
P : Non-graded change NE: Not examined
Nuimerals represent the number of animals.

Not significantly different from control.
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RBREE R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mgkg

Findings Grade - +* 4+ 2+ 3+ P NE - +* + 2+ 3+ P NE
Stomach 1 4 0 5
Kidney

Basophilic tubule, cortex 4 1 0 0 0 5 0 ¢ 0 O

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

Cyst, cortico-medullary junction 4 1 5 0

Mineralization, cortco-medullary junction s 0 0 0 O 4 1 0 0 O

- : 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 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 35. Results of observations about estrous cycle

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

Number of animals examined 12 12 12 12

Pre-treatment period
Number of animals showing ty pe of cycle

4-day cycle 11 10 10 9
4/5-day cycle 0 0 1 0
S-day cycle 1 2 1 3
Mean length of estrous cycle in days; Mean+S.D. (N) 41 £ 03 Q2 42 = 04 (12) 41 = 02 (12) 43 £ 05 (12)

Treatment period

Number of animals showing each ty pe of cycle

4-day cycle ) [ 9 1 5
4/5-day cycle 1 2 0 1
S-day cycle 0 1 1 6
Mean length of estrous cycle in days; Mean+S.D. (N) ’ 40 £ 01 (12) 42 £ 03 (12) 41 =+ 03 (12) 45 £ (.5 ** (12)

Frequency of animals that show

abnormal estrous cycles after the treatment 0 /12 0 /12 0 /12 0 /12

Mean times of vaginal estrus during mating period; M eantS.D. (N) 10 £ 00 (12) 10 £+ 00 (12) 1.0 £ 00 (12) io = 00 (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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RERE T R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 36. Results of observations about reproductive performance

Group Control (vehicle: water for injection) ~ MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
Number of mated pairs [A] 12 12 12 12
Number of copulated pairs [B] 12 12 12 12
Copulation index [(_B/A)>< 100,%] 100.0 100.0 100.0 100.0
Number of fertile males [C] . 12 12 12 10
Fertility index [(C/B)x100,%] 100.0 100.0 100.0 ’ 833

Pairing days until copulation
s Mean+S.D.(N) 20 = 1.1 (12) 26 £ 13 (12) 23 = 08 (12) 34 £ 34 (12)

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

Table 37. Observation of offspring (F;)

Group . Control (vehicle: water for injection) MMP 62.5 mgfkg MMP 250 mg/kg MMP 1000 mghkg
Number of dams i2 12 1t 10
Gestation length (days}

Mean £ S.D. per dam 2212 03 220% 00 220+ 00 225 % 05 **
Number of corpora lutea :

Total 198 196 183 155

Mean + S.D. per dam 165 =+ 1.8 163 19 153 £ 31 12) 155 14
Number of imp lantation scars

Total 198 193 177 149

Mean = SD. per dam 165+ 18 161 £ 17 148 = 45 (12) 149+ 11
Implantation index (%) * 1000 £ 00 986+ 26 926 £ 240 {12) 9.4 £ 52
Delivery index (dams %) * 100.0 100.0 917 1000
Number of offspring at birth

Total 190 178 166 135

Mean £ S.D. per dam 158+ 1.7 148 = 23 151 £ 1.4 135+ 16 *
Number of live offspting at birth

Male 93 86 80 57

Female 93 88 82 69

Total 186 174 162 126

Mean £ S.D. per dam 155+ 1.7 145 24 147+ 1.6 126 = 29 **
Sex ratio ©

Mean + §.D. per dam 050 = 0.13 049 £ 0.16 049 £ 0.12 045 £ 0.13
Number of dead offspring

Total 4 4 4 9

Mean = §.D. per dam 03 05 03+ 08 04 07 09+ 19
Delivery index (offspring) ¢

Mean% + S.D. perdam 961 =+ 5.7 922+ 96 943 £ 53 906+ 90
Birth index

Mean% : S.D. per dam 942+ 68 902 + 10.9 919+ 59 843 £ 173
Live birth index”

Mean% + 8.D. per dam 979 £ 3.1 978+ 5.2 976 + 44 927 £ 154

Number of offspring on day 4

Male 84 86 79 50

Female 89 88 79 61

Sex ratio

Mean £ S.D. per dam 048 + 0.14 049 + 0.16 050 £ 0.13 045 + 012 ©)
Viability index®

Mean% + S.D. perdam 925 & 225 1000 + 00 979 39 82.8 £ 324
Number of external abnormalities * 0 0 0 0

Mean% + S.D. per dam 00+ 00 ] 0.0 00 00+ 00 00z 00

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

a): (Number of implantation scars/Number of corpora lutea)x100.

b): (Number of dams with live offspring/number of pregnant dams)x100.

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

€): (Number of live offsp ring at birth/aumber of imp lantation scars)x100.

f): (Numbser of live offspring at birth/number of offspringat birth)=100.

2): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
h): Number of external abnormalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP62.5mgkg MMP250mgkg MMP 1000 mgkg
Number of dams 12 12 11 10
Male
Days after birth

0 6.6 = 04 6.7 = 0.6 69 + 03 62 + 04

4 99 £ 1.5 105 = 1.1 104 + 0.7 95 £ 0.7 (9
Female
Days after birth

0 63 £ 03 63 £ 04 65 £ 03 59 + 04

4 93 + 1.5 100 = 1.1 100 £+ 08 8.7 £ 0.6 (9

Each value shows mean + S.D. per dam. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<(.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 186 186 184 183 182
General appearance, No abnormality 186 184 183 182 175
General appearance, Death 2 1 1 7

MMP 62.5 mgkg Number of offspring 174 174 174 174 174
General appearance, No abnormality 174 174 174 174 174

MMP 250 mgrkg Number of offspring 162 162 161 159 158
General appearance, No abnormality 162 161 159 158 158
General appearance, Death 1 2 1

MMP 1000 mgkg Number of offspring 126 126 113 112 112
General appearance, No abnormality 126 113 112 112 111
General appearance, Death 13 1 1
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Table 40. Morphological observations of offspring (F;)

ABRE 5 R-13-004

Group E Control (vehicle: water for injection) MMP 62.5 mg/kg MMP 250 mg/kg MMP 1000 mg/kg
Dead offspring
Number of dead offspring ? 17 4 8 24
Number of missing offspring . 9 0 3 14
Number of dead offspring examined 8(2) 4 () 5O 10 (2)
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 1} 0 0 ‘ 0
Live offspring
Number of live offspring examined (postnatal day 0) 190 .178 166 135
Number of live offsping with external changes 0 0 0- 0
Number of live offspring examined (postnatal day 4) 173 174 158 111
Number of live offspring with external changes
Emaciation 3 0 0 0
Number of live offspring with visceral changes 0 0 1] . 0

Significantly different from the control group (*: p<0.05, **: p<0.01).
a) including missing offspring
b) Parenthesis indicates the number of offspring not examined bacause of their autolysis.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Control (vehicle: water for inj

Mate No. Days ol admini;
1 2 3 4 5 6 7 8 9 10 11 12 13 4 15 16 17 18 19 20 21 22 23 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 Post Prc Post Pre Post Pre Post
MoI00) - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - . - - - -
MOL002 s s e s 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
MO1603 s e e e e e oL e s e e e e 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
MO1004 LT O
MO100S C e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e s
MO1006 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 e
MOL007 S s e e e e e e e o 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
MOE008 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
MOL009 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
MOIDI0 e
MO1011 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M01012 R T R R R T S S S S T T S S S

Numberofmales 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 312 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12§42 12 12 12 12 12 12 12 12 12
- 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 k2 12 12 32 12 12 12 12 12 12 12tz 12 42 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administrati

-2 General appearance, No abnormality.

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

Control (vehicle: water for injection)

MaleNo. Days of
26 27 28 29 30 3 32 33 34 35 36 37 38 32 40 41 42 43
Pre Post Pre Post Pre Posl Pre Post Pre Post” Pre Post Pre Poxt Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
MO01001 - . . - .
MO1002 T T e
M01003 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
MOL004 .
MOI00S S e e e e o 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
MOI006 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
MO1007 e e e e e o e e o e e e e e e e e e e e e e e e e e e e
MO1008 C 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
MO01009 C e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e e
M01010 e e e e L e e e e e e e e e e e e e e e e e e e e e e e e
MOl1011 E T ST
MO01012 B T T T

Numberof males 12 12 12 12 12 12 §2 12 12 12 2 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 2 12 12
- 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 122 12 12 12 12 12 121t é
b 0 0 0 0 0 0 4 [ 0 [ 0 0 [ ¢ 0 0 0 G 0 [\ g 0 [ 0 0 cC 0 o 1 \ 1

Pre: Before administration, Post: after administeati

-: General appearance, No abnormality.

b: Mouth, Loss of teeth.

-~
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REREF :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 62.5 mgkg
Male No. . Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02013 N e
MO02014 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M0201S Ce e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO2016 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02017 C e e e e e o e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO2018 e
M02019 C e e e e e e e e o e 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
M02020 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02021 T -
M02023 S 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 e e e e e e,

M02024 . . . . - - - - .. - .. - -

Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4z 12 12 12 12 62 12 12 12 12 12 12 12 12 12 82 12 12 12 12 12 12 12 1z 12 12 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 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2

Pre: Before administration, Post: afler administrati

-: General appearance, No abnormality.

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

MMP 62.5 mgfkg

Male No, Days of admini: .

26 27 28 29 30 3l 32 33 34 35 36 37 38 39 40 41 42 a3

Pre Post Pre Post Pre Post Pre Post Pre Post Pre 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 - R T e . N P
M02014 e e e e e oo e Lo e o e e e e e e e e e e e e e e e
M02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . - - .
M02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . .
M02017 - - - - - - - - - . ~ - - - - - - - - - - - - - - - - - - - - - - . -
M02018 - - T < e e e e e e . - - . e e e e e e P
M02019 - - L T T - e e e e e e e e e P
M02020 - - “ - - - - - - - - . - - - - - - - - - - . - . - . . . - - - . . .
M 02021 . - - - - - - - - - - - - - - - - - - - - - . - - - - - - . - “ - - -
M02022 - - - .. e - S e e e e e e .. e e e e e e e e e o
M02023 - - - - - . - - - - - - - - - - . - - - - - - - - - - - - - - - . - .
M 02024 - - . L - T R R R

Numberofmales 122 {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 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 2 12 1z 12 12 k2 12 12 12 12 12 12 12 12 12 12 12 12 12 32

Pre; Before administration, Post: after administration. :

-: General appearance, No abnormality .

109



RBRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 250 mghg

Male No. Days of administration
} 2 3 4 5 3 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M03025 - - - - - - o« - - e - e . .S~V W W W Y
Ma3026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
M03027 - . - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - -
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - . . . .
M0302¢9 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . N . - - - . - - . - - - - -
M03030 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03031 - - - - - - - - - - . - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03032 - - - - - - - - - - - - - - - - - - - - - - - B - - - - - - - - - . . - - - - - - - - - . - . . - -
MD03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - . . - - - - - - - - - - - - - - - - -
M03034 U,
‘MO03035 - - - - - - - - - - - . - - . - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

M03036 [ S T T T S S T T T - . .-
Numberofmeles 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 k12 12 12 12 12 12 2 12 12 12 12 312 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 2 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12
Pre: Before administration, Post: afier administration.
-t General appearance, No abnormality.

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

MMP 250 mg/ke

Male No. Days of admini
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
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
M03025 - - - .- N .
MO03026 - - - - - - . - - . . . - - - - - - - . - - - - - - . . - - . - - . .
M03027 P T T - - - - e - e e e e . e e e . e e e e e
M03028 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - . - . -
M03029 - 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 .. T,
M03030 - L R S - - - - - - L - e~
M03031 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - . - . -
M03032 - - - - - - T - - ... .. ..
M03033 - - . - - - - - - - - - - - - - - - - - - . - - - - - - . . . . . . .
M03034 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
M03035 - - . - - - - . - e - e e e e e < - - .
M 03036 - - - - - - - - - - - - - - - - - - - - - . - - - - . . - . . - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 (2 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Prz: Before administration, Post: after administration,
-: General appearance, No abnormality.
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RBRE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg .
Male No. Days of admiaistration
1 2 3 4 S 6 7 8 9 10 11 12 13 14 15 16 17 i8 3 20 2] 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
M04037 - - - - - - - - - - - - - - - - - - - - - a - a - a - a - a - a - a - H - a -

a - a - a - a . a - a
M04038 T T T T S Y
M04039 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO04040 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO4041 - - - - - - - - - - - - - - - - - - - - - a - a - - - - - - - a - a - - - - - a - - -
M04042 T T
MD4043 N Tt e
a

,,
:
:
:

=

=
'
'

=

M04044 C e e e e o e o e e e e e Lo e e e e e e e
MO404S - - - . . oo . oo e e o e e e e e e e e o e
MO04046 - - R A L T T T S - a
M04047 oL e o e e o e e e e e e e e e
M04048 T -

Nemberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 1 12 12 122 12 12
- 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 2 12 12 12 12 8 12
2 0 g 0 0 0 4] 0 [ ] 0 0 [ 0 0 0 0 [ ) 0 0 0 4 0

Pre: Before administration, Post: after administrati

-: General appearance, No sbnormality.

a: Mouth, Salivation.
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Appendix 1-1-4 (continued). General conditions of male rats

MMP 1000 mghkg
Male No. Days of admini
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 4l 42 43
Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre
M04037 - a - a - a - a - a - a - a - a - a - a - a - - - 2 - a - a - a - a -
M04038 - a - a - a - a - a - a - a - a - - - a - a - - - a - a - a - a - - -
111
MOSOIO - - - e e e e e e e o e e e e e e e e e e e e e e,
M04041 - a - 3 - a -
MO04042 . . . - - - -
M04043 - a a
M04044 - a - e -
M04045 .
M04046 . . . . .
M04047 S
MO04048 - a_ - a_ -
Numberof males 12 12 12 12
- 2 € 12 6
a 0 6 0 6
Pre: Before administration, Post: after administration
-: General appearance, No abnormality .
a: Mouth, Salivation.
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RERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 1-2-1. General conditions of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery

M01008 - - - - - - - - - - - R R - -
M01009 - - - - - - - - - - - - - - -
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 5 5 5 5 5.5 5 5 5

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mg/kg

Male No. Days of recovery

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

M 04044 - - - - - - - - - - - - - - -
M04045 - - - - - - - a a a- a a a a a

M 04046 - - - - - - - - - - - - - - -

M 04047 - - - - - - - - - - - - - - -

M 04048 - - - - - - - - - - - - - - -
Numberofmaless 5 5 5 5 5 S5 5 s 5 5 5 5 5§ 5 5
- 55 s§ 5 5 5 5 4 4 4 4 4 4 4 4

a 0 0 o0 o 0 0 0 1 1 1 1 1 1 1 1

-: General appearance, No abnormality.
a: Skin, Crust formation.
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RER%E 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 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
F01001 - - - .- - - - - . - - - - S e e e e - - - - - - - - - - - - . e
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - B
F01004 B T T T S S S S
F01005 - - T ST T T S T T T - .-
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 BT e S
F01009 T T ST S
FO1010 - - - - - - - - “ “ - - - - - - - - - - - - - - - - - - - .
F01011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01012 T S S S S - e

Number of females 12 12 12 12 12 12 12 12 12 2 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 5 5 1 1

- 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 2 12 12 12 {2 12 12 t2 12 12 12 12 12 12 6 6 5 5 1 1
Pre: Before administration, Post: after admini
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 62.5 mgke

ERE S R-13-004

Female No.

Days of administration

1 2

3

4

S

6

7

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

Pos!

t Pre

Post

Pre

Post

Pre Post

Pre Post

Pre Post

Pre

Post

Pre

Post

Pre  Post

Pre  Post

F02013 - - .-
F02014 - e e ..
FO2015 - - - -
FO2016 - - e -
F02017 - e e e
F02018 - - -
FO2019 - - - -
F02020 - - e e
F02021 - - - -
F02022 - - e e
F02023 -
F02024 - - e

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

12

12
12

12
12

12
12

12
12

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 250 mgkg

AEREH:R-13-004

Female No.

Days of admini

ration

1

2

3

4

5

6

7

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

Pos

t Pre

Post

Pre

Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre

Post

Pre

Post

Pre  Post

F03025 - - -
F03026 - - -
F03027 - - -
F03028 - -

F03029 - - -
F03030 - -

F03031 - - -
F03032 - - -
F03033 - - -
F03034 - - -
F03035 - - -
F03036 - - -

Number of females 12 12 i2
- 12 12 12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

11

Pre: Before administration, Post: after admini:

-2 General appearance, No abnormality .
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg

Female No.

Days of admi

4

5

6

7

8

9 10 9] 12 13 14 15 16 17 18

Pre

Pre

Post

Pre

Post  Pre

F04037

F04038 > - > . >

F04039 - -
F04040 - -
F04041 - -
F04042 - -
F04043 -
FO4044 > . >
F04045 -
F04046 -
F04047 -
F04048 - -

> - >

Post  Pre  Post

>

Post  Pre  Post

= > - > 4 > - > . > 8> - > 8 > - > - > o >

Post Pre  Post Pre  Post Pre  Post Pre Post Pre Post Pre Post Pre Post Pre -Post Pre Post

- > - » - > - > .
- - - a - - - a - a - - - a - a . .

Number of females 10 10
- 10 10
a [ 0

0

10

0

10
10
0

10

0

0 0 0

10
10
0

s

=4

S

>

~

S

o

=S

o

= ¢

©

=3

©

™
o

o
—- |

Pre: Before administration, Post: after admini;

- General sppearance, No abnormality.

a: Mouth, Salivation,

Appendix 2-1-4 (continued). General conditions of female rats

MMP 1000 mghe

Female No.

Days of admini

19

20

21

22

23

24 25

26

27

28

Pre_ Post

Pre

Post

Pre

Post

Pre  Post

Pre

Post

Pre  Post  Pre

Post

Pre  Post

Pre  Post

Pre  Post

F04044 > g > a > a > a > a > a > a > -

> g > -

> a > a > a > -

> a > -

> a4 > -

> a > -

Pre: Before admini: ion, Post: after
-t Mouth, Salivation.
a: General appearance, No abnormality .
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Control (vehicle: water for injection)

Female No. Days of administration
L 2 3 4 3 6 7 8 9 0 1 12 13 11 15 16 17 13 9 20 21 22 23 24 25
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Past 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
FOS049 N - - - - - N N - - - - B N R B B - - - - B . . - B B . B B - - - - - - - . - - N B N - N - B B - -
FO5050 - e e e - e e e e F T U c e e e e e e e e
F05051 - - - - - . - - . . . - - - - - - - - - - - - - - . - . - . [N - - - . . PO - - R . . . R . . . .
FD5052 B . - - - - . - - - - - - . - - - . - - - - - - - - . B . - - - - - - ... - . . . . . . . . . .
F05053 A e e e . - e e e e e e e e e e e e e e e s e e e e e e e e e e e e e e e e e e e e e
FDS0S4 - - - - - . . - - . - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - . -
FO5055 - - - . - - - - - - - - - - - - - - - - - - - - - - - - - . [ . . . - - .. . .. N - . . R . R R
F05056 e E T T - - e e e e e e e L e e e e e e - e .
FOS057 T T T S e e e L e o e e e e e e ... .. L.
FO5058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .. B B - - .. . . . . - - . . . . . -

Numberoffemales 10 10 10 10 16 10 110 10 0 i 10 10 0 1 1© 10 0 0 10 W 0 10 10 ¢ ¢ 10 10 W I W v W W W0 W W W W 10 10 0 1o 10 10 10 10 W0 10 10 10
- ¢ 10 10 10 10 10 10 10 10 10 10 10 10 1o 10 10 10 10 10 10 10 0 10 10 ¢ 10 10 10 10 1010 (] 10 10 10 3] 10 (1) 10 10 10 10 10 Lo 10 i0 10 10 10 10

Pre: Betors administration, Post: after i

=t General ap pearance, No abnormality.

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

Control (vehicle: water for injection)

Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 3? 38 39 40 41 42 43
Pre Post Pro Post Pre Post Pre Post Pre Post Pro Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Poat Pre Post P Post Pre
FO5049 < . - - - - - - - - - - . - - - - - - - - - - - - . - - - - - - - - -
F05050 - - - - - - - - - . - - . - - - - - - - - . - - . - - . - - . . . . .
F05051 - - - . - . - .- - - - - - - - - - - - - - - - - - . - - - - . . - . .
F05052 . - - - . - - - - - - . . - - . - - - - - - - - . . . - - - . . - - -
FOS0S3 .. - - - . . .. - . . B B - - e - - - .. . . . . . . .. . R .
FO5054 - - - . - . - . . . . - - . . - - - - - . .. . . R . . . . . . .
F05055 . . . . . . - . . . . . . . . . . . . . . . - . . . . . . R . . -
F05056 - - - - - - - . . - - - - - - - - - - - - - . . . . B . . . . . N -
FO5057 - . . - - . - - - . - - - - - - - - - - - - - - - - - - . . . . . .
F05058 . - - - - - - - - - - . - - - - - - - - - - - - - - - - . . . . - -

Number of females 10 10 10 10 10 10 10 10 10 10 v 1 0 1w 10 10 0 1w 1w 10 iy 10 10 1o 10 10 10 10 10 10 10 10 10 10 5
- 1010 10 10 10 10 10 10 10 10 16 10 10 10 10 0w 10 10 10 10 10 0 0 10 0 10 1016 10 1 0 10 10 0 5

Pre: Before administration, Post: after z

«: Generel appearance, No abnormality .
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RBRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Femalc No. Days of
1 2 3 4 S 6 7 8 2 10 11 12 13 12 15 16 17 18 19 20 2t 22 23 24 25
Pre Post Pre Post Ere Past Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Past Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Postl Pro Post Pr¢ Post Prc Post Pro Post Prc Post Pre Post Pro Post
FO6059 - - - - - - - . - - - - - - - - - - - - - - B - - B - B . B B - - - - - .. B - . . - - - - - - -
F06060 - - - - - - . . - - - - - - - - - - - - - a - . . - - .- .- - - - - - - - - [y . ] - [} . ] - [ - [ - .
FO606] - - . - - - - - - . . . . - . . . . . . - - - s B a - - - - . - - - - - - . - - - - . - . a - a - -
F06062 . . . - . . - N .. - . - . . - - - - - - - 2 - - - - - . . . . . PR .. . . a . . . . . - . .
F06063 . . - . . - . . - - - - - - . . - - - - - - - - - - . - - - - . - - - - - .. - . 0 - - . 2 - . . -
FO606 . . . . . .. . - - . . - . - - - . . - - - - - - - - - - - - . - - - - - .. - . . . . . . . . .
F06065 - . - - - - - - - - . . . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - a - - -
FO6066 . - - - . - - - - - - - - - - - - - - - a - a - 8 - [ - - - a - a - a - [ - a - a - a - a - a - a
FO6067 T e N T T T
FO6068 - - . . - - - - - - - - - - - - - - - - - - - - - a - ] - L] - a - a - a - a - a - a - a - a - a - a
Number of females 10 10 10 [0 1w 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 v 10 0 10 10 10 10 10 10 10 10 10 1o 10 10 10 10 10 10 0 10 10 0
- {1} 10 w0 0 (L] 19 10 0 0 10 10 10 1o 1o 10 10 10 10 10 10 10 3 10 ? 10 7 10 8 10 9 10 8 [ B 10 7 10 7 10 7 [ s 10 7 10 3 10 s 10 5
a 0 0 0 0 0 0 0 0 [ Q 0 0 0 0 0 9 o 0 0 o ] 2 0 k) q 3 ¢ 2 0 1 0 2 0 2 0 3 0 3 0 3 [ $ 0 3 Q 7 0 4 [ 5
Pre: Bek imistration. Post: after i

~: General sppearance, No sbnormality.
a: Mouth, Salivation.

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

MMP 1000 mgkg

Female No. - Days of.
26 27 28 .29 30 3l 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F06059 - - - - B - - - - - - - - - < - - - - < - - - - N - - - < - - - N N
F06060 - . - a - 2 - a a . . - . a - B - - - - - [y - - - e - [y - a . . - a -
FO6061 . - - - - . B - . . . - - - - - - - - - - - - - - - - - - s - - - - -
FO6062 - 2 - . - a .- 2 - - - a . . - & . - . . - - - - - - - [} - 13 - . . a .
FO6063 . - - . - - - - - . - - - . - . - - - - . - - - . . - - . - - . . R .
FO6064 - . - - - - - - - - - - - - - - - - - - - - - - - - - - - s - - - a
F06065 - - - - - - - - - - - - - . - PO - - - - - - - - - - - - 2 - - - -
FO6066 - - . - - a - [y a - . [ . - - a - - - - a - a - [ - a - ] . . . a
F0&067 . a - a - 8 - - . - - . - - - 2 - - - - . B . - a - - - - - - - a
F05068 - a - 8 - 8 - 2 1 - - 2 - a - 8 - a - 2 - [ - 8 - a - [ - 2 - 8 - a
Numberoffemales 10 10 10 10 ¢ 0 10 10 1© 10 10 10 18 W0 1 10 10 10 10 © 110 10 10 110 W0 W 10 t 10 10 110 10 16 10 5
- 10 7 0 7 10 5 w 6 ? 10 10 6 1 8 0 4 0 9 10 9 10 7 10 8 10 6 10 6 0 3 0w 9 1 4 5
a [ 3 ] 3 0 S 0 4 3 0 a 4 0 2 L] 6 o 1 0 1 0 3 0 2 0 4 0 4 0 7 0 1 [ 6 0
Pre; Before administration, Post: afler admunistratil
-: Genersl ap pearance. No abnormality .

a: Mouth, Salivation.
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_ RBRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg

Female No. Days of recovery
1 2 3 4 5 6 7 8 9 16 11 12 13 14 15
F06064 - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - - - - - -
F06067 - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - a a a
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 4 4 4
a 0 0 0 0 0o 6 0o o0 ¢ 0 0 0 1 1 1

-: General appearance, No abnormality.
a: Skin, Crust formation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 & 7 8 9

10

11

12

13

F01001 -

FO1002 - -
F01003 - -
F01004 - -
F01005 - -
FO1006 - -
F01007 - -
FO1008 - -
F01009 - -
Foiclo - -
FOICI - -
F01012 - -

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

Number of dams 12 i2
12 12

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

2

12

Pre: Before administration, Post: after admini

ation

-: General appearance, No abnormality .

Appendix 3-1 {continued).

Control (vehicle: water for injection)

General conditions in dams during pregnancy

Dam No.

Days of p

14

15

16 17 18 19 20 21 22

Pre  Post

Pre  Post

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

FO1001
FO1002 - .
Fol003
FOl1004
FO1065
FO1006 - -
Fo1007 - -
F01008 - -
F01009
FO1010
Fo10t1
FO1012

Number of dams 2 12
- 1212

12
12

12
12

12 12 12 12 12 12 12 12 12 12 R 12 5 5
12 12 12 12 12 12 12 1R 12 12 12 12 5 5

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

MMP 62.5 mghg

Dam No.

Days of pregnancy

0

1

2

3

4

5

6

7

8

9

10

1l

12

13

FO2013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021]
F02022
F02023
F02024

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

Number of dams

12 12
12 12

2

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12

12
12

12
12

12

Pre: Before

ion, Post: after admi
-: Genera) appearance, No sbnormality .

ration.

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

MMP 62.5 mgkg,

DamNo.

Daysof p

14

15

16

17

18

19

20

21

22

F02013
Fo2014
Fo2013
F02016
F02017
Fo018
Fo2019
F02020
F02021
F62022
F02023
Fo02024

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

Number of dams

12 12
[¥3 i2

2
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

12
12

3
3

3
3

Pre: Before

Post: after ady

-: General appearance, No abnormality .
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy

MMP 250 mgkg

Dam No.

Days of pregnancy

0

1

2

3

4

5

6

7

9

10

11

12

i3

Pre Post

Pre  Post

Pre

Pre. Post

Pre

Post

Pre  Post

Pre

Post

Pre  Post

Pre  Post

Pre

Post

Pre

Post

Pre

Post

F03025 .
F03026 - -
F03027 - -
F03028 - -
F03029

FQ3030 -
F03031 -
F03032 -
F03033 - -
F03034 - -
F03033 -
F03036

Pre_ Post

Post

Pre  Post

Number of dams 12 12
- 12 12

12
12

12
12

12
12

12
12

12
12

12
i2

12
12

12
12

12
12

12

2

12

12
12

12
12

Pre: Before

ion, Post: after admini:

ation,

-; General appearance, No abnormality.

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

MMP 250 mghg

Dam No.

Days of pregnancy

14

15

16

17

13

19

20

21

22

23

24

25

Pre_ Post

Pre

Post

Pre  Post

26
Pre

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

F03025 - -
F03026 - -
F03027 - -
F03028 - -
F03029 - -
F03030 - -
F0303{ -
F03032 - -
F03033 - -
F03034 -
F03035 .
F03036

Pre_ Post

Number of dams 12 12
12 12

12

12
12

12

12
12

12
127

12

2
12

12
12

12
i2

12
12

Pre: Before admini

ion, Post: after admi

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 3-4. General conditions in dams during pregnancy

MMP 1000 mg/kg
Dam No. Days of pregnancy
[J 1 2 3 4 S 6 7 8 9 10 11 12 13
Pre Post Pee Post Pre Post Pre Post Pre Post Pre Post Pre Post P Post Pre Post Pre Post Pre Posl Pre Post Pre Post Pre  Post
F04037 - - - - . - - - - a - 2 - a . a . a - a . [ - a - a - 2
F04038 B L T T T U S S S - > . - > . - . B N T T T I S - > a - > a
F04039 - - - . . - - a - a - - - a - - - - - - - 3 - a - - -
FO4040 S e e e e o e e e e e e e e e e e e e e e e e
FO4041 e
FO4042 e L L - - - s ...
F04043 - - - - - a - a - a - - - a - s - a - a - 3 - a - a - a
FO4044 > . >4 >- >8> .>a> > > >3 « > . - > . - 4> - > . >8> - >8> - > - I - -
FO4045 S S Y S .
FOA046 S e e e e e e e e e e e e e e e e e e e e
FO4047 T T T T S - - - - - - - . a2 - a
F04048 - a - - - - - a - 8 - - - a - a M a - 2 - - - a - a - a
Number of dams 10 10 10 0 0 10 10 10 10 10 10 10 1©0 1] 10 10 10 1o 10 10 10 10 10 10 10 (L] 10 10
- 10 8§ 10 9 1] 9 10 5 10 3 10 9 10 s 10 5 o 6 10 7 10 ? 10 5 10 5 10 6
a [ 2 0 1 [ 1 0 5 ¢ 4 0 1 0 b 0 3 0 4 0 3 Y 3 ] S 0 5 ] 4
>: Excluded from analysis (not pregnant)
Pre: Before Post: after admini:
-: General appearance, No abnormality.
a: Mouth, Salivation,
Appendix 3-4 (continued). General conditions in dams during pregnancy
MMP 1000 mg/kg
Dam No. Days of
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 - a - a - a . a - - - a - a - 1 - a
F04038 P R L e i O A T I N I R IR - R R
F04039 - a - - - - a - - - - - - - 1 - -
F04040 - - - - - - - - - - - - - - - - - -
FO4D41 P T
F04042 - - - a2 . - S e - e o e e e
F04043 E e T N T
FU4044 > o> - > 4> 4> . >@g>- >8> >0 B R R T B T T S S S
F04045 Sa e e
F04046 - - - . - - - - - - - - - - - -
F04047 T -
FO4048 . - - a - - - - - - - - - - - a - -
Number of dams [ 0 10 10 [} 10 10 10 10 10 1o 10 [14] 0 10 9 9 0 0 0 0 0 0 [}
- iy 7 0 6 10 9 10 B 10 9 10 9 10 8 0 7 9 8 0 0 0 [ 0 0 0
0 3 0 4 Q 1 0 2 0 [} 0 1 0 2 0 3 0 1 0 0 0 0 0 0 q

8
. > Excluded from analysis (not pregnant)

Pre: Before

Post: after

-: General app earance, No abrormality .

a: Moulh, Salivation.

125

HERE =S R-13-004



RBREE :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 4-1. General conditions in dams during lactation

Control (vehicle: water for injection)
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 # # - - - - - - - - -
F01002 - - - - - - - - - - -
F01003 # # - - - - - - - - -
F01004 - - - - - - - - - - -
F01005
F01006
F01007
F01008
F01009
F01010 - - - - - - - - - - -
F01011 - - - - - - - - - - -
FO01012 - - - - . - - - - - - -
Number of dams 8 8 12 12 12 12 12 12 12 12 12
- 8§ 8 12 12 12 12 12 12 12 12 12
#, 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.
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HERE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats v

Appendix 4-2. General conditions in dams during lactation

MMP 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 - - - - - - - - - - -
F02014 - - - - - - - - - - -
F02015 # # - - - - - - - - -
F02016 - - - - - - - - - R -
F02017 - - - - - - - - - - -
F02018 - - - - - - - - - - -
F02019 - - - - - - - - - - -
F02020 # # - - - - - - - - -
F02021 - - - - - - - - - - -
F02022
F02023
F02024
Number of dams

O oI+
ol
—

[ 8]
—
N
—
N
—
N
o
N
p—
[\¥]
—
N
Sk
N
n—
N

9 12 12 12 12 12 12 12 12 12

#, 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.
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HIRE B R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats.

Appendix 4-3. General conditions in dams during lactation

MMP 250 mg/kg
Dam No. Days of lactation

0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03025 # # - - - - - - - - -
F03026 # - - - - - - - - -
F£03027 - - - - - - - - - - -
F03028 # # - - - - - - - - -
F03029 # # - - - - - - - - -
F03031 - - - - - - - - - - -
F03032 # # - - - - - - - - -
F03033 - - - - - - - - - R -
F03034 # # - - - - - - - - -
F03035 # # - - - - - - - - -
F03036 - - - - - - - - - - -
Number of dams 4 4 11 11 i1 11 1 11 11 11 11
- 4 4 11 11 11 11 11 11 11 11 11

#, Animal was administered to dosing formulation before delivery, and no abnormality was observed on day 0 of léctation.
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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RRES R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 4-4. General conditions in dams during lactation

MMP 1000 mgkg

Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04037 - a - a - a - a - a -
F04039 ’ # # - - - - - - - - -
F04040 - - - - - - - - - - -
F04041 - - a - - - - - - -
F04042 # # - - - - - - - - -
F04043 b - - - - - - - - Total litter loss
F04045 - - - - - - - - - - -
F04046 - - - - - - - - - - -
F04047 # # - - - - - a - a -
F04048 # # - - - a - - - - -
Number of dams 6 6 10 10 10 10 10 10 10 9 9
- 5 5 10 8 10 8 10 8 10 7 9
a 0 1 0 2 0 2 0 2 0 2 0
b 1 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 0 of lactation.
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

a: Mouth, Salivation.

b: Excretion, Reddish urine.
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RBRES R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Control (vehicle: water for injection)

Open-field observations K

Male No. Piloerection Urination

Pre 2 T7 b T4 T23 T30 T36 T42 R7 © R14 Pre T7 T4 T23 T30 T36 T42 R7 Rl4
MO01001 2 2 2 2 2 2 2 0 0 0 0 1 1 1
M01002 2 2 2 2 2 2 3 0 1 0 0 0 0 0
MO01003 2 2 2 2 2 2 2 0 0 0 0 0 0 0
MO01004 2 2 2 2 2 2 2 1 0 0 0 0 0 1
MO01005 2 2 2 2 2 2 2 0 0 0 0 0 0 0
MO1006 2 2 2 2 2 2 2 0 0 0 0 0 0 0
M01007 2 2 2 2 2 2 2 0 0 0 0 0 0 0
MO01008 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 1
MO01009 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
M01010 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
M01011 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
MO01012 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 1 1
Total score 30 30 30 30 30 30 31 30 30 1 1 0 0 1 1 2 1 2
™) (12 (12 (12 (12 (1) 1) 1 () & (12 (1 (1@ (1 012 (1O 12 & O

2 pre-treatment; b day 7 of treatment; ¢ day 7 of recovery

Piloerection [ 2, not observed, 3, slight]

Urination [ frequency/30sec ]

Bxcept the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and
¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarme behavior, grooming, straub tail, vocalization, touch response,
withdrawal reflex, pinna reflex, defecation).
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PUERE 5 1 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 62.5 mg/kg

Open-field observations &
Male No. Piloerection Urination

P’ T7° T4

Y

T30 T36 T4 Pre

-
~

T4 T23 T30 T36 T42

M02013
M02014
M02015
M02016
MO02017
MO02018
M02019
M02020
M02021
M02022
M02023
M02024

BRONNN NN NN NN NN
NN NN NN NN NN
N2 NN NN NN DN NN
RN DN NN NN DN NN
NN N DN NN DD N NN N
BN NN NN DNDNDNNN
RN N NN NN RN DD NN
el =2 — TR - - = I = T = S = B S 4
-0 O 0O O O o o o ©o © ©o
_ O e O D00 O O O O ©
_— 0 O O. o o o O O O = O
_-_ O -~ O O O O O O O O O
O O © O O © ©O O ©o © O. [=2

Total score 30 30 30 30 30 30 30 2 2 1 2 2 2 0
™) 1y 12y 12y (12 (12 12y 1 12 (12 (1 (12) 012y 2y 12

b
& pre-treatment; day 7 of treatment
Piloerection [ 2, not observed, 3, slight}
Urination [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and
¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizamre behavior, grooming, straub tail, vocalization, touch response,
withdrawal reflex, pinna reflex, defecation).
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AERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 250 mg/kg

Open-field observations ©
Male No. Piloerection Urination

Pe® T7° T4 TB T T6 T4 Pre

|

T4 T23 T30 T36 T42

M03025
M03026
M03027
M03028
M03029
M03030
M03031
M03032
M03033
M03034
MO03035
M03036

NN R RN NN NN N NN
BN R NN NN N NN NN
BN NN RN NN NN NN
NRNRN RN RN N RN NN NN
NN N NN N NN NN DD
BNONN NN N NN N N‘ NN
NN NN NN RN N RN NN
S O O O O O O Qo 0 o o o
DO DD O D -0 000 o
[~ I -~~~ B - — I -~ T - S = B ]
DO OO0 O O 0O o0 o O O O
L =R = R = T T R < Y — Y R A ]
[~I IR - I - I - I - - I - I~ - O - -}

Total score 3¢ 30 30 30 30 30 30 ) 1 0 .I 0 1 ¢
) (2 a4y 1 (12 1z @@ G 2y (12) 12y (12 (42) (1) @12

b
2 pre-treatment; day 7 of treatment
Piloerection [ 2, not observed; 3, slight]
Urination [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and
¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarmre behavior, grooming, straub tail, vocalizatior, touch response,
withdrawal reflex, pinna reflex, defecation).
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- ABRES R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mg/kg

Open-field observations ©
Male No. Piloerection Urination

Pe’ T7 b Ti4 T23 T30 T36 T42 R7 ° RM4 Pre T7 T4 T23 T30 T36 T42 R7 Rl4
M04037 2 2 2 2 2 2 2 0 0 0 0 0 1 1
M04038 2 2 2 2 2 2 2 1 0 0 1 1 1 0
MO04039 2 2 2 2 2 2 2 ] i 0 0 0 1 0
M04040 2 2 .2 2 2 2 2 0 0 0 0 0 [ 0
M04041 2 2 2 2 2 2 2 0 0 0 -0 [i] 0 0
M04042 2 2 2 2 2 2 2 0 0 Q 1 1 1 0
M04043 2 2 2 2 2 2 2 0 ] 0 0 0 V] 0
M04044 2 2 2 2 2 2 2 2 2 1] 0 0 4} 0 0 0 0 0
M04045 2 2 2 2 2 2 2 2 2 0 1 0 1 0 0 0 0 0
MO04046 2 2 2 2 2 2 2 2 2 0 1 0 0 0 0 0 0 0
M04047 2 2 2 2 2 2 2 2 2 0 0 1 1 1 1 0 1 0
M04048 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
Total score 30 %0 30 30 30 30 30 30 30 1 3 1 4 3 5 f 1 0
™~ 12 12 @ @ @ @ @ © o @ (1 @ @ W@ @ @ © 6

: pre-treatment; b day 7 of treatment; ¢ day 7 of recovery

Piloerection [ 2, not observed, 3, slight]

Urination [ frequency/30sec |

BExcept the above findings, there were rio changes in all animals; a) Cage-side observation (posture in home-cage, locometer activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and
c) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, straub tail, vocalization, touch response,
withdrawal reflex, pinna reflex, defecation).
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HERE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats '

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

Control (vehicle: water for injection)

Observations made while handling » Open-field observations °

Female No. Salivation Straub tail Urination

Pe® T7 b T4 T23 T30 T36 L® Pe T7 T4 T23 T30 T36 L Pre T7 T4 T23 T30 T36 L
F01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 ¢ 0
F01602 2 2 2 2 2 2 2 2 2 2 2 2 2 2 4] 0 0 0 [ 0 0
F01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 4] 0 0 0 0 0 0
FO1004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 4] 0 0 0 [ 0 0
F01005 2 2 2 2 2 2 2 2 2 2 2 3 2 2 0 0 0 0 (] 0 0
F01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0
F01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0
F01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0
F01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 Q 0 0 0 0 ] 0
F01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 [ 0 1] 0 0
F01011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 1] 0. 0
F01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 ] 0 0
Total 30 30 30 30 30 30 30 0 30 30 30 31 30 30 0 0 0 0 0 0 0
™ (2 2 1z (@2 Q2) 1 (12) (12) 2 a2 0 2 1) (12) (12 (1) 1 @ a3 a2 (12)

@ pre-treatment; b day 7 of treatment; ¢ lactation period
Salivation [ 2, not observed; 3, slight}

Straub tail [ 2, not observed; 3, tail ¢levation]
Urination [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing

from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthaimos, pupillary size), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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RERES :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 62.5 mg/kg

Observations made while handling " Open-field observations K
Female No. Salivation Straub tail Udnation

a b c

Pre T7 T4 T23 T30 T36

-

Pre T7 T4 T23 T30 T36

c

Pre

3

Ti4 T23 T30

-
&
-

F02013
F02014
F02015
F02016
F02017
F02018
F02019
F02020
F02021
F02022
F02023
F02024

RN R NN RN RN NN
N RN NN N NN NN N
NN RN RNN NN N
NN N R NN DN RNNYN NN
NN N RNRNNDN NN DS
NN N DN N NN RN DN
NN R DR N DN NN NN
NN N DR N R NN NN
NN NN N NN DR DN
NN NN R NN DN NN N
NN N DN RN NN NN
NN NN RN N NN NN
NN RN NN R NN N NN
RPN N NN RN NN
o OO0 O 0O 9 o o o o o ©
O O 0O O O 0 O 0O o o O ©
Q0 o O O 0 @ o o o o o
0 o0 O 0 O O O O o O O
OO O 0 O O o o o o o
O 0O 0O o O O 0O 0 O O O O
Qo O o O Qo O 2 0 o o o

Total 30 30 30 30 30 30 3:0 30 30 30 %0 30 30 30 0 0 1] 0 0 0 )
N} 12 Q2 012 12 a2 12 (12) (12 (12 12 1) (1 12) (12 (12) (12 (13 1 a1 @ (12)

N pre-treatment; b day 7 of treatment; ¢ lactation period
Salivation [ 2, not observed; 3, slight]

Straub tail [ 2, not observed; 3, tail elevation]
Urination [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing

from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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HRE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats '

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

MMP 250 mg/kg

Observations made while handling » Open-ficld observations °

Female No. Salivation Straub tail Urination

Pre® T7° T4 T23 T T T4 L® Pe T7 TI4 T23

—
S
-
&

T36 T42 L Pre

-
~X

T4 T23 T30 T42 L

F03025
F03026
F03027
F03028
F03029
F03030
F03031
F03032
F03033
F03034
F03035
F03036

NORNORN NN
N N NN
S O o @ o

BN RN NN NN RN NN
BN RN RN N NN NNN
N N RN NN RN NN RN NN
NN N NN N NN NN NN
NN R NN RN NN N NN
N N R NN N D NN NN
[ %

RN NN

NN R RNNN NN NN NN
RN RN R NN NN DN NN
RN N NNN NN NN NN
N NN R NN N NN NN
BN NN RN NN NN NN NN
BNON NN RN NN N NN
NN NN NN

QOO 0 e o 0o o o0 o0 o o
LR R~ I - A 2 - L — T — B -~ R -~ R 4
[T R B B~ I = = 2 = — B =~ T~ |
2D O O O O O O O O O O O
LT R T = 2 =2 — I — B =~ B — B = R~
-~T T - BN 2 - -~ R~ Ry -~ e S e T N )
O O O O O O

Total 3¢ 30 30 30 30 30 30 30 30 30 30 30 30 30 30 30 0 0 1] 0 0 ] 0 0
™ 2 (@ 12y @2 1 a1 O iy 12y (12) (12) @12 12y (12) (@) an (12) (12) {2 a2 2y a1z @ (¢3))]

s pre-treatment; b day 7 of treatment; € lactation period
Salivation [ 2, not observed; 3, slight]

Straub tail [ 2, not observed; 3, tail elevation]
Urination | frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing

from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereatypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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RBRES R-13-004
Combined repeat dose and reproductive/developmental toxicity screéening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mg/kg
Observations made while handling ® Open-field observations
Female No. Salivation Straub tail Urination

pre” T7b T4 T23 T T6 T4 T4 LS Pre T7 T4 T23 T30 T36 T42 T49 L Pre

)

T4 T23 T30 T36 T4 T4 L

-
~

F04037
F04038
F0403%
F04040
F04041
F04042
F04043
F04044
F04045
F04046
F04047
F04048

NN RN RN NN NN NN
WORON RN R R NNN N NN
NN N NNN N R NN N
NONOR NN NN NRNNN N
NN N NN RN NN NN W
N RN DNNDNDNRN NN N
NN NN
NN N R R NN RN RN N
NN N NN RN N RN N
NN R RN NN RN RN
NN N R R NN NN RN
NN NN NN NN NNN
NORORRDNN N NN NN R
NONON NN
©c 0O 0o 0o o o ~ 0 0 © o
©c 0o 0o 0o o o o0 0 O © O
o ©o 0 0 oo o 0 o o o o
- © © o ©o © © 0o 0o o o o
S o o o o o o o0 o © o ©
©C o 0 o o 0 0 o0 o o0 ° o
o o o o o

BN
NN
o O O o

Total 30 30 %0 30 31 30 30 30 30 30 30 30 X0 30 30 30 30 30 1 0 0 1 0 0 0 0 0
(N (12 1 12y 12 02 a2y O a9 12 a2 (1 @ 12 12 @ I Q0 12y (12 1 (1) q2) (12 (2 [y

* pre-treatment; g day 7 of treatment; © Jactation period
Salivation [ 2, not observed; 3, slight]

Straub tail [ 2, not observed; 3, tail elevation]
Urination [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing

from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size), and ¢) Open-ficld observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizire behavior, grooming, vocalization, touch response, withdrawal reflex, pinna reflex, defecation).
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AERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Control (vehicle: water for injection)

Open-field observations o

Female No. Straub tail Urination

Pre® T7° T4 T23 T T6 T4 RI° R4 Pre T7 T4 T23 T30 T36 T42 R7 Rl
FO5049 2 2 2 2 2 2 2 0 0 o o 0 0o 0
FO5050 2 2 2 2 2 2 2 0 o 6 0 0 0 o0
FO5051 2 2 2 2 2 2 2 0 0 0 0o 0 0o 0
FO5052 2 2 2 2 2 2 2 1 0 0 0 0 o o
F05053 2 2 2 2 2 2 2 0 0 0 0 0 o0
F05054 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
F05055 2 2 23 3 3 3 3 3 0 0 0 o o0 o0 0 0 0
FOS056 2 2 2 2 2 2 2 2 2 0 0 0 0o o0 0 o0 0 0
F05057 2 2 2 2 2 2 2 2 2 0 0 o 0 0 0 0 0 0
F0S058 2 2 2 2 2 2 2 2 2 0 o 0 o 0 0 0 0 0
Total %0 30 30 31 %1 31 Xkl %1 31 1 0 0 0o 0 o 0 0o 0
N) 10 (o Q@ Jd© o a0 a0 S 6 (10 (1o o o g g Jq & G

b
: pre-treatment; -~ day 7 of treatment; ¢ day 7 of recovery
Straub tail [ 2, not observed, 3, tail elevation]
Urination [ frequency/30sec ]
Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made
while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary s ize, salivation), and ¢) Open-
field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex,
pinna reflex, defecation). '
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REAE 5 1 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mg/kg

Open-field observations ©

Female No. Straub tail Urination

P’ T7 b TI4 T23 T30 T36 T4 R7° R4 Pre T7 T4 T23 T30 T36 T42 R7 Rl4
F06059 2 2 2 2 2 2 2 1 0 0 0 0 0 0
F06060 2 2 2 2 2 2 2 0 0 0 0 0 0 0
F06061 2 2 2 2 2 2 2 0 0 0 0 0 0 0
F06062 2 2 2 2 2 2 2 0 0 0 0 0 0 0
F06063 2 2 2 2 2 2 2 0 0 0 0 0 0 0
F06064 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
F06065 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
F06066 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
F06067 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
FO6068 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0
Total 30 30 30 30 30 30 30 30 30 1 0 0 0 0 0 0 0 0
(N)l (10 (10 @0 10y 19 (1O () S (5 (1o 1o @0 o a0 @ a0 6 6

b
: pre-treatment; day 7 of treatment; ¢ day 7 of recovery
Straub tail [ 2, not observed; 3, tail elevation]
Urination [ frequency/30sec ]
Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made
while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmeos, pupillary size, salivation), and ¢) Open-
field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex,
pinna reflex, defecation).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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
M01001 414.0 4240 4394 458.0 473.8 488.1 505.8 521.6
M01002 414.5 426.4 441.0 467.4 483.9 512.4 522.9 455.9
M01003 381.6 396.1 406.1 420.2 432.1 4427 459.5 4593
M01004 387.1 393.3 404.1 417.3 431.8 455.5 464.4 464.8
MO01005 400.4 410.0 416.6 436.8 456.3 474.0 493.4 494.8
MO01006 396.9 407.8 4214 448.7 464.0 483.6 497.3 5074
M01007 403.0 4153 428.6 449.9 459.2 481.4 495.8 506.9
M01008 388.1 406.8 423.4 451.7 466.5 480.3 500.5 510.5
M01009 408.5 4284 442.6 469.2 478.8 489.2 496.0 501.6
M01010 384.8 400.3 413.9 433.6 455.3 476.3 496.6 505.2
MO01011 426.3 439.8 455.9 469.4 480.2 501.6 513.0 521.5
MO01012 4156 420.1 431.9 459.9 471.6 494.7 508.3 508.3
Number of males 12 12 12 i2 12 12 12 12
Mean 401.7 414.0 427.1 448.5 462.8 481.7 496.1 496.5
S.D. 144 142 15.8 18.1 17.1 18.8 18.1 233
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 7-1-2. Body weights of male rats

MMP 62.5 mglkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M02013 415.8 427.0 4442 463.2 475.5 505.6 530.2 5334
M02014 3979 408.2 4149 447.0 464.4 494.1 507.8 505.3
M02015 412.7 423.0 427.6 459.2 463.0 478.9 495.6 5135
M02016 406.3 415.5 4249 442.7 4529 467.1 480.5 4927
M02017 386.6 400.1 401.9 419.2 4494 482.1 490.6 484.4
MO02018 406.4 413.7 429.9 443.1 4543 . 468.0 478.7 505.4
M02019 383.6 398.8 413.5 445.3 461.6 482.5 508.1 521.7
M02020 396.8 4159 428.6 4524 481.0 503.8 528.2 541.7
M02021 399.2 408.6 416.9 452.0 470.2 493.8 517.0 531.1
M 02022 3874 396.7 405.6 429.0 441.6 458.2 4743 486.9
M 02023 395.9 411.2 419.8 435.7 450.9 470.6 487.1 512.0
M02024 4184 436.5 442.9 467.6 480.3 498.3 513.8 535.3
Number of males 12 12 12 12 12 12 12 12
Mean 400.6 412.9 422.6 446.4 462.1 483.6 501.0 513.6
S.D. 11.5 11.8 13.1 - 14.0 12.8 15.6 19.2 19.5
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 7-1-3. Body weights of male rats

MMP 250 mgkg

Male No. Days of administration
1 4 7 14 21 28 35 42
M03025 431.0 437.4 461.3 486.4 513.0 539.2 551.7 559.6
M03026 388.7 399.2 406.0 418.7 432.1 447.7 466.4 473.0
M03027 392.2 396.8 413.7 433.0 448.6 471.7 487.2 503.2
M03028 379.0 387.8 400.9 425.2 452.4 464.6 483.5 486.5
M03029 400.5 413.1 423.2 454.1 481.6 496.7 519.2 529.3
M03030 384.1 394.7 405.8 435.9 450.2 467.2 488.3 510.3
M03031 393.8 410.4 415.7 432.9 443.6 455.8 469.6 490.3
M03032 3935 400.0 415.4 428.3 431.2 440.7 4414 451.7
M03033 411.0 4253 437.5 465.1 483.6 505.7 529.6 543.5
M03034 398.8 409.6 426.4 4434 462.5 474.5 504.8 520.7
M03035 410.7 420.5 438.1 452.7 471.1 486.9 506.8 515.5
MO03036 4034 418.3 4347 454.5 467.7 482.6 495.3 507.8
Number of males 12 12 ' 12 12 12 12 12 12
Mean 398.9 409.4 4232 4442 461.5 478.3 4953 507.6
S.D. 14.0 144 174 19.3 237 27.1 29.9 29.8
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 7-1-4. Body weights of male rats

MMP 1000 mgkkg

Male No. Days of administration
i 4 7 14 21 28 35 42
M04037 4004 409.6 427.6 460.1 470.5 491.5 501.0 491.5
M04038 3884 397.0 410.8 449.2 458.9 473.1 489.9 497.1
MO04039 3823 382.7 401.6 424.5 441.7 460.1 472.6 480.0
M04040 399.6 406.4 421.4 4325 456.7 475.1 1 494.6 514.2
MO04041 3933 400.3 410.2 418.1 4399 448.5 460.0 468.4
M04042 399.1 417.9 433.9 453.3 479.7 490.1 513.5 5334
M04043 398.1 411.5 432.7 459.1 477.7 502.6 519.5 528.2
MO04044 406.1 408.7 423.8 442.0 -460.1 474.7 489.2 498.7
MO04045 381.7 388.3 407.5 439.2 457.6 470.2 482.0 486.7
M 04046 390.5 390.9 400.4 431.3 4545 469.6 481.9 483.2
M 04047 414.4 433.3 455.2 474.5 506.0 526.7 552.2 570.7
M04048 4154 419.3 437.0 4713 493.3 504.1 525.5 541.9
Number of males 12 12 12 12 12 12 12 12
Mean 3974 405.5 421.8 446.3 466.4 482.2 498.5 507.8
S.D. 11.0 14.5 16.4 18.1 19.9 21.6 25.5 303
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 504.4 523.5 514.1
MO01009 496.0 515.9 528.5
MO01010 497.5 523.6 538.0
MO01011 521.2 532.9 538.3
MO01012 506.7 527.2 540.6
Number of males 5 5 5
Mean 505.2 524.6 531.9
S.D. 10.0 6.2 11.0
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 7-2-2. Body weights of male rats at the recovery period
MMP 1000 mgkg

Male No. Days of recovery
1 7 14
M04044 495.6 516.5 5185
M04045 480.5 504.0 481.4
M04046 471.8 498.6 507.3
M 04047 554.6 5824 592.4
M04048 540.9 571.3 579.6
Number of males 5 S 5
Mean 508.7 534.6 535.8
S.D. 37.0 393 47.9
Significance NS NS NS
Statistical method AW AW AW

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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 8-1-1. Body weights of female rats

Female No. Day s of administration
1 4 7 14
F01001 263.4 2713 270.4 285.6
F01002 232.5 2424 248.5 257.5
F01003 243.8 257.7 260.8 263.9
F01004 263.1 263.1 272.5 282.7
F01005 2391 238.5 243.0 246.0
F01006 247.5 252.8 2553 259.9
F01007 2532 256.1 265.4 276.7
F01008 253.1 250.0 257.6 269.4
F01009 2323 242.3 2395 242.9
FO01010 254.9 250.2 260.7 273.7
FO01011 232.3 236.6 235.5 233.1
F01012 256.6 261.5 273.3 285.5
Number of females 12 12 12 12
Mean 247.7 251.9 256.9 264.7
S.D. 10.7 12.9 17.4

11.6
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 8-1-2. Body weights of female rats

MMP 62.5 mgkg

Female No. Days of administration
1 4 7 14
F02013 238.7 249.0 249.0 250.1
F02014 246.2 248.9 260.2 268.5
F02015 254.4 262.2 262.2 268.1
F02016 2279 237.9 245.4 251.6
F02017 237.1 239.3 242.5 252.4
F02018 263.7 272.1 275.2 282.9
F02019 237.1 229.6 2143 214.9
F02020 260.9 262.6 272.2 282.2
F02021 252.1 2573 2543 268.1
F02022 2445 260.3 267.5 281.8
F02023 256.0 256.8 272.1 272.5
F02024 247.8 2473 243.8 263.5
Number of females 12 12 12 12
Mean 247.2 251.9 2549 263.1
S.D. 10.7 12.2 17.3 19.1
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats '

Appendix 8-1-3. Body weights of female rats

MMP 250 mgkg

Female No. , Days of administration
1 4 7 14
F03025 2512 2544 250.7 259.7
F03026 2389 2526 260.9 270.6
F03027 235.3 246.1 254.1 263.0
F03028 2283 238.9 245.9 257.6
F03029 251.9 262.9 267.8 2772
F03030 " 256.0 263.9 261.0 284.1
F03031 2354 2483 2535 2583
F03032 262.8 270.0 272.1 2782
F03033 241.7 252.6 2593 267.0
F03034 240.5 244.8 2525 276.4
F03035 2472 262.6 271.3 280.6
F03036 225.6 2303 2349 2498
Number of females 12 12 12 12
Mean 2429 2523 257.0 2685
S.D. 11.2 11.5 10.8 10.9
Significance NS NS NS NS
Statistical method AN AN AN AN

Significantly different from the control group (*: P<0.03, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 8-1-4. Body weights of female rats

MMP 1000 mgkg

Female No. Days of administration
1 4 7 14 21 28
F04037 253.0 254.6 262.1 2791
F04038 256.3 2493 250.5 266.0
F04039 251.8 259.1 257.8 281.2
F04040 257.2 265.0 268.1 270.5
F04041 237.8 229.9 2444 254.1
F04042 239.1 243.0 248.1 250.1
F04043 238.5 236.6 2512 268.1
F04044 268.4 2711 279.4 285.7 3185 346.1
F04045 260.9 262.0 272.0 295.7
F04046 241.1 241.0 252.2 256.6
F04047 2479 257.7 2523 277.2
F04048 251.4 256.0 266.4 2720
Number of females 12 12 12 12
Mean 250.3 252.1 258.7 271.4
S.D. 9.7 12.3 10.8 13.5
Significance NS NS NS NS - -
Statistical method AN AN AN AN NA NA

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).

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 8-2-1. Body weights of female rats, satellite group

Control (vehicle: water for injection)

Female No. Days of administration
1 4 7 14 21 28 35 42
F05049 240.6 258.1 255.1 275.2 276.0 281.5 294.4 301.8
F05050 251.0 251.0 261.3 268.8 275.4 276.8 287.4 299.7
F05051 246.8 2459 256.4 263.5 258.0 278.6 288.3 ©290.1
F05052 257.8 270.7 274.3 281.1 294.1 309.9 3119 3072
F05053 239.9 245.5 254.7 258.7 277.0 278.8 290.0 288.8
F05054 235.5 2374 245.0 249.7 250.7 250.0 257.5 12635
F05055 242.6 241.9 241.0 251.1 260.1 270.0 270.6 282.0
F05056 254.4 256.7 265.7 273.1 273.3 288.6 290.1 3009
F05057 226.6 240.1 244.8 2529 256.8 252.2 248.5 262.3
F05058 2624 2729 272.0 287.6 303.2 317.9 325.1 328.7
Number of females 10 10 10 10 10 10 10 10
Mean : 245.8 252.0 257.0 266.2 272.5 280.4 286.4 292.5
S.D. 10.9 124 114 13.1 16.8 21.6 23.0 20.1

150

HEAE 5 :R-13-004



RERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg

Female No. Days of administration
1 4 7 14 21 28 35 42
F06059 255.6 2554 262.5 285.0 2952 305.6 3044 3142
F06060 253.0 248.6 265.4 264.1 276.9 275.6 295.6 300.1
F06061 248.3 246.8 263.2 280.5 282.0 278.5 290.8 203.1
F06062 259.5 2698 268.1 280.3 299.0 302.3 308.2 321.8
F06063 253.8 256.3 257.5 278.0 286.4 290.6 293.3 302.4
F06064 243.0 2417 257.2 265.1 274.1 271.1 274.6 287.1
F06065 266.5 274.4 2789 291.8 299.3 309.7 310.5 3159
F06066 2373 242.8 253.5 268.5 2592 280.8 281.5 279.1
F06067 252.7 257.0 255.6 273.4 273.8 283.1 289.5 294.6
F06068 256.7 270.5 281.0 303.0 2932 3183 314.8 3392
Number of females 10 10 10 10 10 10 10 10
Mean 2526 2563 264.3 279.0 2839 291.6 296.3 304.8
SD. 8.3 11.8 9.4 12.2 13.1 16.3 13.0 18.0
Significance NS NS NS * NS NS NS NS
Statistical method 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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats .

Appendix 8-3-1. Body weights of female rats at the recovery period

Control (vehicle: water for injection)

Female No. : Days of recovery
1 7 14
F05054 262.2 266.5 270.8
F05055 279.5 302.3 292.2
F05056 293.4 310.0 315.2
F05057 2554 272.0 254.8
F05058 333.1 3434 3304
Number of females 5 5 5
Mean 284.7 298.8 292.7
S.D. 309 31.2 31.0
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 8-3-2. Bbdy weights of female rats at the recovery period
MMP 1000 mgkg

Female No. Days of recovery
1 7 14
F06064 289.9 290.7 300.3
F06065 318.6 320.6 3269
F06066 286.1 288.8 287.8
F06067 293.6 294.1 307.1
F06068 334.8 341.4 339.4
Number of females 5 5 5
Mean 304.6 307.1 3123
S.D. 21.1 23.1 20.7
Significance NS NS NS
Statistical method TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 299.8 335.7 377.6 475.0
F01002 261.5 287.9 319.1 393.9
F01003 2759 3104 353.8 449.1
F01004 279.6 327.1 359.9 463.1
F01005 250.5 296.5 353.1 458.9
F01006 271.0 304.0 343.0 451.4
F01007 282.5 318.4 358.1 439.2
F01008 268.7 317.9 354.0 435.9
F01009 261.7 299.9 343.9 430.0
F01010 2784 317.1 354.5 4404
FO1011 256.1 295.2 3327 406.6
F01012 289.7 3294 367.1 463.9
Number of dams 12 i2 12 12
Mean 273.0 311.6 351.4 4423
S.D. 14.3 15.1 15.4 23.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy

MMP 62.5 mgkg

Dam No. Days of pregnancy
0 7 14 .20
F02013 263.9 2932 3228 406.3
F02014 261.4 304.5 337.6 421.9
F02015 289.0 323.6 359.5 452.7
F02016 2559 286.7 326.0 407.4
F02017 267.6 305.7 354.6 448.6
F02018 2994 348.8 395.8 493.1
F02019 2423 2949 323.1 407.0
F02020 2892 3404 383.1 462.0
F02021 278.0 300.9 334.1 419.5
F02022 310.3 3489 393.0 498.4
F02023 283.1 3219 362.8 437.8
F02024 258.0 2994 329.2 400.1
Number of dams 12 12 12 12
Mean 274.8 314.1 351.8 437.9
S.D. 20.0 22.1 27.2 33.7
Significance NS NS NS NS
Statistical method AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy

MMP 250 mgkg
Dam No. Days of pregnancy
0 7 14 20 26
F03025 274.6 326.9 368.5 453.9
F03026 270.0 305.3 339.1 4282
F03027 267.2 297.1 322.5 398.0
F03028 264.9 3115 356.7 436.5
F03029 276.9 325.6 357.6 438.1
F03030 283.8 3126 334.4 349.1 349.6
F03031 262.4 303.5 332.4 420.6
F03032 283.7 317.7 353.7 4355
F03033 281.1 313.5 349.1 449.1
F03034 283.6 335.4 380.6 479.7
F03035 283.4 3222 353.7 436.8
F03036 2519 283.6 318.1 395.4
Number of dams 12 12 12 12
"~ Mean 273.6 312.9 347.2 426.7
S.D. 10.4 14.2 18.5 335
Significance NS NS NS NS —n
AN AN AN AN NA

Statistical method

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).

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 9-4. Body weights of dams during pregnancy

MMP 1000 mgkg

Dam No. Days of pregnancy
0 7 14 20 26
F04037 285.2 3203 3475 397.6
F04038 2664 > 3053 306.4 300.1 297.0
F04039 2954 331.7 363.9 426.6
F04040 286.5 317.6 354.8 4422
F04041 268.8 310.7 343.1 419.0
F04042 273.3 3158 360.6 442.5
F04043 2742 3059 344.1 416.7
F04044 3387 > 3612 373.0 3577 351.0
F04045 292.9 328.6 3572 427.6
F04046 267.7 3093 331.7 401.6
F04047 279.1 335.7 379.0 451.5
F04048 2943 3223 353.2 438.9
Number of dams 10 10 10 10
Mean 281.7 319.8 353.5 426.4
S.D. 10.6 9.9 13.0 179
Significance NS NS NS NS --
Statistical method AN AN AN AN NA

>: Excluded from analy sis (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).

NA:Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 371.3 381.6
F01002 297.6 3123
F01003 331.3 349.3
F01004 318.1 369.7
F01005 350.6 3374
F01006 3204 345.5
F01007 341.8 339.5
F01008 327.6 328.2
F01009 327.8 330.7
F01010 346.1 365.7
F01011 291.5 332.8
F01012 349.1 372.2
Number of dams 12 12
Mean 3311 347.1
S.D. 22.7 21.1
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 10-2. Body weights of dams during lactation

MMP 62.5 mgkg

Dam No. Days of lactation
0 4
F02013 285.2 315.8
F02014 3271 341.6
F02015 3525 356.8
F02016 306.5 307.5
F02017 3343 3459
F02018 371.6 373.8
F02019 335.2 3283
F02020 373.8 386.1
F02021 3193 3344
© F02022 357.8 376.8
F02023 368.5 356.0
F02024 340.5 335.8
Number of dams 12 12
Mean 3394 346.6
S.D. 27.3 243
Significance NS NS
Statistical method 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).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 10-3. Body weights of dams during lactation

MMP 250 mg/kg

Dam No. Days of lactation
’ 0 4
F03025 356.9 361.9
F03026 3149 3477
F03027 308.5 3234
F03028 333.7 347.7
F03029 322.6 334.7
F03031 302.7 3343
F03032 341.3 336.3
F03033 349.9 368.8
F03034 3313 330.2
F03035 3419 367.3
F03036 325.9 319.3
Number of dams 11 it
Mean 330.0 3429
S.D. 17.1 17.2
Significance NS NS
Statistical method 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).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 10-4. Body weights of dams during lactation

MMP 1000 mgkg

Dam No. Days of lactation
0 4
F04037 325.0 3482
F04039 336.3 356.1
F04040 338.2 367.0
F04041 341.9 350.3
F04042 3494 3623
F04043 293.1 301.3  Total litter loss on the lactational day 4.
F04045 346.2 368.4
F04046 330.2 3354
F04047 376.2 370.8
F04048 3555 363.0
Number of dams 10 10
Mean 339.2 3523
S.D. 21.6 21.0
Significance NS NS
Statistical method 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).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 28.2 257 25.8 25.4 30.6 29.0
M01002 29.4 30.9 28.5 30.2 31.0 (0.7) a)
M01003 24.5 26.5 19.9 24.0 24.9 21.2
MO01004 27.9 304 25.1 27.1 278 27.0
M 01005 31.0 289 24.8 29.6 27.6 26.6
MO1006 25.6 28.4 25.2 29.5 319 25.5
MO01007 30.3 28.3 26.6 28.1 31.1 27.3
MO01008 33.8 31.9 26.5 29.0 26.8 26.2
M01009 26.6 30.6 23.6 26.6 30.1 26.2
MO01010 313 33.9 27.7 32.7 28.7 26.7
MO01011 36.3 337 26.2 26.3 28.8 25.9
MO01012 25.9 30.4 27.8 29.3 299 26.2
Number of males 12 12 12 12 12 11
Mean 29.2 30.0 25.6 282 29.1 26.2
S.D. 3.5 2.5 23 2.4 2.1 1.9

a) Excluded from data analysis (loss of teeth).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 11-1-2. Food consumption of male rats

MMP 62.5 mgkg :

Male No. Days of administration
: 1 7 14 29 35 41
M02013 303 28.2 25.6 28.1 28.5 284
M02014 27.5 31.3 25.0 31.2 29.0 28.3
M02015 29.3 29.8 29.7 33.0 33.0 32.1
M02016 29.6 29.2 24.8 289 28.2 28.8
M02017 29.0 264 274 303 30.7 28.2
M02018 29.8 303 248 273 27.5 299
M02019 29.7 29.5 28.9 283 342 26.5
M02020 29.3 325 29.7 332 31.7 343
MO02021 26.7 25.8 28.5 30.6 32.6 27.3
M 02022 30.2 29.6 27.1 30.1 31.2 315
M 02023 30.1 273 26.3 27.6 29.1 274
M 02024 30.7 304 259 28.8 304 28.1
Number of males 12 12 12 i2 12 i2
Mean 29.4 29.2 27.0 29.8 30.5 29.2
S.D. 1.2 20 1.9 2.0 2.1 23
Significance NS NS NS NS NS *
Statistical method DT 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.

DT: Analysis by Dunnett ty pe mean rank test.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 11-1-3. Food consumption of male rats

MMP 250 mg/kg

Male No. Days of administration
1 7 14 29 35 41
MO03025 31.2 321 284 285 292 27.7
M03026 304 29.0 252 26.0 346 293
MO03027 29.9 27.0 232 287 29.1 28.9
M03028 28.8 30.0 29.8 29.4 28.1 294
M03029 28.4 325 30.7 274 30.1 314
MO03030 255 29.4 255 267 31.8 31.1
MO03031 27.5 27.8 239 26.7 28.3 298
M03032 29.6 31.6 25.0 27.1 26.9 24.8
MO03033 28.6 334 28.7 30.6 29.2 30.2
M03034 332 35.2 27.6 334 34.6 322
M03035 31.8 29.8 28.1 29.8 313 29.7
MO03036 27.5 31.8 28.5 283 27.1 28.0
Number of males 12 12 12 12 12 12
Mean 29.4 30.8 27.1 28.6 30.0 29.4
S.D. 2.1 24 24 2.1 2.6 2.0
Significance NS NS NS NS NS *¥
Statistical method DT 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.

DT: Analysis by Dunnett ty pe mean rank test.

DU: Analysis by Dunnett's test.
AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 11-1-4. Food consumption of male rats

MMP 1000 mg/kg

Male No. Days of administration
1 7 14 29 35 41
MO04037 23.0 28.8 259 26.6 27.7 26.0
M04038 22.0 254 238 25.1 27.3 25.0
M04039 22.0 30.0 24.8 30.1 29.5 27.6
M04040 22.9 27.4 24.0 29.0 29.3 24.5
M04041 23.9 26.5 26.3 29.4 27.4 30.0
M04042 24.4 29.9 26.4 24.0 26.3 30.2
M04043 26.7 28.6 26.4 26.7 28.4 28.0
M04044 24.2 29.2 26.9 32,6 30.5 28.5
M04045 20.5 28.2 21.0 214 279 27.6
M04046 21.3 26.7 26.8 26.4 26.3 29.5
M04047 28.4 29.9 26.3 26.7 32.7 31.8
M04048 21.7 29.0 26.9 28.7 29.1 259
Number of males 12 12 12 12 12 12
: Mean 23.4 28.3 25.5 27.2 28.5 27.9
S.D. 2.3 1.5 1.8 3.0 1.8 2.2
Significance hid NS NS NS NS NS
Statistical method DT 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.

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.
AN': Analysis by variance (one-way lay out).
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FABR%E S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 11-2-1. Food consumption of male rats at the recovery period

Control (vehicle: water for injection)

Male No. Days of recovery
6 ) 12
MO01008 25.7 27.6
M 01009 25.6 344
MO01010 33.2 29.4
MO01011 25.2 3.7
M01012 26.5 32.7
Number of males 5 5
Mean 27.2 31.2
S.D. 34 2.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg

Male No. Days of recovery
6 12
Mo04044 313 338
M 04045 308 311
M04046 30.4 31.9
M 04047 320 34.8
M04048 31.1 325
Number of males 5 5
Mean 31.1 32.8
S.D. 0.6 1.5
Significance * NS
Statistical method AW TT

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

AW: Analysis by Aspin-Welch t-test.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 22.9 223 14.8
F01002 18.8 19.8 22.9
F01003 24.1 174 21.6
F01004 20.6 19.4 20.7
F01005 19.1 13.9 17.6
F01006 150 22.4 17.5
F01007 233 18.4 20.9
F01008 22.5 18.7 23.8
F01009 11.5 24.1 17.1
F01010 22.1 17.5 22.8
F01011 15.8 23.4 17.4
F01012 25.8 16.7 21.0
Number of females 12 12 12
Mean 20.1 19.5 19.8
S.D. 42 3.0 2.9
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 12-1-2. Food consumption of female rats

MMP 62.5 mg/kg

Female No. Days of administration
1 7 14
F02013 18.3 20.3 17.4
F02014 18.9 15.3 17.9
F02015 20.6 23.8 22.9
F02016 20.6 20.3 21.1
F02017 211 18.4 23.0
F02018 17.8 25.0 24.6
F02019 17.7 15.1 12.4
F02020 21.9 16.1 21.0
F02021 21.8 20.4 15.7
F02022 21.1 24.9 19.1
F02023 228 22.5 22.8
F02024 20.3 222 17.6
Number of females 12 12 12
Mean 20.2 204 19.6
S.D. 1.7 35 3.6
Significance NS NS NS
Statistical method KW AN AN

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

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

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

169

HERE 5 R-13-004



Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 12-1-3. Food consumption of female rats

MMP 250 mg/kg

Female No. Days of administration
1 7 14
F03025 12.4 23.1 18.9
F03026 234 22.1 22.0
F03027 21.8 21.7 229
F03028 20.0 21.0 22.0
F03029 243 26.2 233
F03030 17.9 21.6 20.7
F03031 18.8 22.1 18.8
F03032 194 215 21.0
F03033 15.6 24.1 223
F03034 20.7 23.3 18.7
F03035 214 214 19.8
F03036 15.9 17.5 16.5
Number of females 12 12 12
Mean 19.3 221 20.6
S.D. 3.4 2.1 2.1
Significance NS NS NS
Statistical method Kw AN AN

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

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

AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 12-1-4. Food consumption of female rats

MMP 1000 mg/kg

Female No. Days of administration
1 7 14
F04037 19.2 16.4 24.3
F04038 19.2 16.0 21.8
F04039 229 22.6 17.8
F04040 132 22.7 19.1
F04041 18.5 173 22.2
F04042 12.1 20.2 18.0
F04043 17.9 18.6 20.3
F04044 18.1 22.9 15.1
F04045 20.1 18.9 21.6
F04046 21.2 20.5 214
F04047 13.7 19.7 19.7
F04048 22.3 19.4 21.7
Number of females 12 12 12
Mean 182 19.6 20.3
S.D. 35 23 2.5
Significance NS NS NS
Statistical method KW AN AN

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

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

AN: Analysis by variance (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 4]
F05049 21.6 22.0 17.2 23.8 22.0 16.2 21.6
F05050 24.8 16.3 244 259 25.4 17.5 239
F05051 21.0 15.9 20.8 18.9 20.8 24.7 18.1
F05052 18.1 21.5 22.9 19.9 18.6 23.7 18.1
F05053 222 19.8 19.1 224 21.2 20.8 15.5
F05054 21.1 16.7 18.0 19.9 20.1 16.7 19.2
F05055 19.0 19.7 16.3 204 22.5 20.8 21.5
F05056 21.3 18.0 23.6 18.3 17.1 229 20.9
F05057 19.2 21.6 15.2 19.3 20.3 16.4 22.6
F05058 15.8 24.8 228 19.9 19.3 26.0 15.1
Number of females 10 10 10 10 10 10 10
Mean 20.4 19.6 20.0 20.9 20.7 20.6 19.7
S.D. 2.5 2.9 33 24 23 3.7 3.0
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HERE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by aral administration in rats

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

MMP 1000 mg/kg

Female No. Days of administration
1 7 14 21 29 35 41
F06059 19.8 23.0 18.2 21.8 24.4 23.2 19.5
F06060 19.9 18.5 21.1 20.2 229 19.6 19.6
F06061 19.9 18.8 21.1 28.4 22,5 14.1 18.7
F06062 16.2 20.1 25.2 22.5 26.7 21.5 22.2
F06063 18.6 23.0 17.2 243 22.6 21.0 184
F06064 18.7 16.0 18.9 20.4 18.8 21.7 20.1
F06065 19.4 21.2 19.7 19.2 22.0 21.3 15.5
F06066 18.7 20.8 19.6 19.6 17.8 17.4 19.6
F06067 - 16.7 20.5 20.7 18.0 23.8 20.9 20.3
F06068 15.5 234 18.8 24.6 253 26.6 25.7
Number of females 10 10 10 10 10 10 10
Mean 18.3 20.5 20.1 219 227 20.7 20.0
S.D. 1.6 2.3 22 3.1 27 33 2.6
Significance * NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 16.0 19.9
F05055 24.0 20.1
F05056 227 17.7
F05057 21.4 16.3
F05058 24.6 19.6
Number of females 5 5
Mean 21.7 18.7
S.D. 34 1.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period

MMP 1000 mgkg

Female No. Days of recovery
6 12
F06064 18.0 154
F06065 19.0 22.7
F06066 222 16.6
F06067 17.3 22.4
F06068 25.3 26.8
Number of females 5 5
Mean 204 20.8
S.D. 3.3 4.7
Significance NS NS
Statistical method TT TT

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

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 24.6 31.7 31.1 294
F01002 23.5 20.3 233 18.6
F01003 21.6 30.6 27.1 27.7
F01004 19.4 303 278 23.6
F01005 21.9 33.0 329 30.6
F01006 19.3 244 263 27.6
F01007 19.9 25.0 273 234
F01008 214 26.7 315 193
F(1009 236 282 307 25.6
F01010 234 29.6 30.6 245
F01011 23.0 29.8 26.7 275
F01012 204 26.7 26.8 31.0
Number of dams 12 12 12 12
Mean 218 28.0 28.5 25.7
1.8 36 28 4.0

S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy

MMP 62.5 mgkg

Dam No. Day s of pregnancy
0 7 14 20
F02013 19.8 224 23.2 22.3
F02014 17.4 24.8 283 239
F02015 25.8 28.4 28.9 28.5
F02016 192 24.0 24.1 24.4
F02017 23.4 312 33.0 325
F02018 26.2 319 342 25.8
F02019 25.8 27.0 26.3 23.8
F02020 20.7 30.3 26.2 26.1
F02021 21.7 26.3 26.0 28.1
F02022 29.7 32.8 315 29.0
F02023 18.2 312 283 30.3
F02024 17.6 25.0 . 28.9 27.0
Number of dams 12 12 12 12
Mean 221 279 282 26.8
S.D. 4.0 3.5 3.4 3.0
Significance NS NS NS NS§
Statistical method AN AN AN KW

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

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

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy

MMP 250 mgkg

Dam No. Days of pregnancy
0 7 14 20
F03025 22.9 30.3 30.3 26.1
F03026 232 29.7 29.5 26.7
F03027 20.8 229 23.1 24.8
F03028 24.8 25.5 28.8 25.8
F03029 222 30.7 315 21.8
F03030 18.5 275 253 21.2
F03031 23.3 25.3 23.0 26.0
F03032 23.1 23.7 213 234
F03033 18.3 26.2 29.6 28.0
F03034 ' 275 359 37.1 19.5
F03035 21.0 247 30.9 22.6
F03036 22.0 23.0 22.6 20.8
Number of dams 12 12 12 12
Mean 223 27.1 27.8 23.9
S.D. v 25 39 4.7 2.7
Significance NS NS NS NS
Statistical method AN AN AN KW

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

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

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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REBRES R-13-004

Combined repeat dose and reproductive/developmental toxicity screening test of B-Cyclodextrin, 2-hydroxypropy!l ethers by oral administration in rats

Appendix 13-4, Food consumption in dams during pregnancy

MMP 1000 mgkg

Dam No. Days of pregnancy
0 7 14 20
F04037 19.3 25.3 24.0 214
F04038 23.6 26.6 17.3 17.4
F04039 203 26.8 274 24.5
F04040 19.1 28.0 28.7 28.9
F04041 26.0 273 29.5 244
F04042 21.9 27.2 25.3 27.9
F04043 24.0 28.8 27.6 0.5
F04044 19.3 292 222 20.0
F04045 18.5 214 254 20.3
F04046 25.7 222 25.6 21.5
F04047 24.0 28.6 33.1 17.3
F04048 19.9 25.5 29.9 26.6
Number of dams 10 10 10 10
Mean 21.9 26.1 27.7 21.3
S.D. 2.8 2.6 2.7 82
Significance NS NS NS NS
Statistical method AN AN AN Kw

>: Excluded from analysis (not pregnant)

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

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

KW: Analysis by Kruskal-Wallis' test (one-way lay out).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 14-1. Food consumption in dams during lactation ‘

Control (vehicle: water for injection)

Dam No. Day's of lactation
3
F01001 49.1
F01002 40.1
F01003 48.6
F01004 59.7
F01005 359
F01006 39.6
F01007 39.6
F01008 13.1
F01009 40.3
F01010 46.3
F01011 47.8
F01012 48.0
Number of dams 12
Mean 423
S.D. 11.2
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REBRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 14-2. Food consumption in dams during lactation

MMP 62.5 mgkg

Dam No. Day s of lactation
3
F02013 40.3
F02014 45.0
F02015 449
F02016 42.6
F02017 : 39.8
F02018 35.9
F02019 39.2
F02020 47.2
F02021 43.3
F02022 50.4
F02023 37.2
F02024 41.2
Number of dams 12
Mean 42.3
S.D. 42
Significance ' NS
Statistical method DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DT: Analysis by Dunnett type mean rank test.
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ABRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-imethoxypropanoate by oral administration in rats ‘

Appendix 14-3. Food consumption in dams during lactation

MMP 250 mgkg

Dam No. Days of lactation
3
F03025 34.0
F03026 47.6
F03027 42.5
F03028 43.9
F03029 38.1
F03031 46.9
F03032 39.6
F03033 399
F03034 31.6
F03035 43.8
F03036 37.7
Number of dams 11
Mean 40.5
S.D. 5.0
Significance NS
Statistical method DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 14-4. Food consumption in dams during lactation

MMP 1000 mgkg

Dam No. Days of lactation
3
F04037 32.6
F04039 41.6
F04040 44.8
F04041 36.9
F04042 39.7
F04043 122 Total litter loss on the lactational day 4.
F04045 38.1
F04046 239
F04047 30.8
F04048 37.7
Number of dams 10
Mean 338
S.D. 9.6
Significance *
Statistical method DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 15-1. Functional findings of male rats at the end of the dosing period

Control (vehicle: water for injection)

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M01001 2 2 2 2 + + +
M01003 2 2 2 2 + + +
MO01004 2 2 2 2 + + +
MO1005 2 2 2 2 + + +
M01006 2 2 2 2 + + +
Total 2:5 2.5 25 2:5 +5 +5 +5

2 or +, normal
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Combined repeat dose and reprbductive/developmental toxicity scfeening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 15-2. Functional findings of male rats at the end of the dosing period

MMP 62.5 mg/kg

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
M02013 2 2 2 2 + + +
M02014 2 2 2 2 + + +
M02015 2 2 2 2 + + +
M02016 2 2 2 2 + + +
M02017 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 15-3. Functional findings of male rats at the end of the dosing period

MMP 250 mg/kg

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 + + +
MO03027 2 2 2 2 + + +
M03028 2 2 2 2 + + +
MO03029 2 2 2 2 + + +
Total 2:5 25 2:5 2:5 +5 +5 +5

2 or +, normal
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RERE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 15-4. Functional findings of male rats at the end of the dosing period

MMP 1000 mg/kg

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 + + +
MO4041 2 2 2 2 + + +

Total 2:5 2:5 2:5 2:5 +5 +5 +5

2 or +, normal

187



HERE B R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 16-1-1. Functional findings of female rats at the end 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
F01005 2 2 2 2 + + +
F01007 2 2 2 2 + + +
F01008 2 2 2 2 + + +
F01010 2 2 2 2 + + +
FO1012 2 2 2 2 + + +
Total 2:5 2:5 2:5 2.5 +5 +5 : +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 16-1-2. Functional findings of female rats at the end of the dosing period

MMP 62.5 mg/kg

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reﬂest
F02014 2 2 2 2 + + +
F02016 2 2 2 2 + + +
F02017 2 2 2 2 + + +
F02020 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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AERE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 16-1-3. Functional findings of female rats at the end of the dosing period

MMP 250 mg/kg

Female, dam
FemaleNo. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F03026 2 2 2 2 + + +
F03027 2 2 2 2 + + +
F03028 2 2 2 2 + + +
F03029 2 2 2 2 + + +
F03031 2 2 2 2 + + +
Total 2:5 25 2:5 2:5 +5 +5 +: 5

2 or +, normal
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RREF:R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 16-1-4. Functional findings of female rats at the end of the dosing period

MMP 1000 mg/kg

Female, dam

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex " Eyelid reflex
F04041 2 2 2 2 + + +
F04042 2 2 2 2 + + +
F04045 2 2 2 2 + + +
F04047 2 2 2 2 + + +
F04048 2 2 2 2 + + +
Total 2;5 2:5 25 25 +5 +5 +5

2 or+, normal
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ABRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 16-2-1. Functional findings of female rats at the end of the dosing period, satellite group

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 25 +5 +:5 +:5

2 or +, normal
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ABRE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 16-2-2. Functional findings of female rats at the end of the dosing period, satellite group

MMP 1000 mg/kg

Female, satellite groups

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Preyer's reaction Withdrawal reflex Eyelid reflex
F06059 2 2 2 2 + + +
F06060 2 2 2 2 + + +
FO6061 2 2 2 2 + + +
F06062 2 2 2 2 + + +
F06063 2 2 2 2 + + +
Total 2.5 2:5 2:5 2:5 +5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 17-1. Assessment of grip strength of male rats

Control (vehicle: water for injection)

Male No. A dministration period
Forelimb Hindlimb
(ke) (kg)

M01001 0.287 0.178
M01002 0.409 0.280
M01003 0.461 0.349
M01004 0.466 0.337
MO01005 0316 0.325
Number of males 5 5
Mean 0.388 0.294
S.D. 0.083 0.070
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B E 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 17-2. Assessment of grip strength of male rats

MMP 62.5 mg/kg
Male No. Administration period
Forelimb Hindlimb
(kg) kg)
M02013 0.574 0.490
- MO02014 0.460 0.239
MO02015 0.296 0.460
M02016 0.706 0.489
. M02017 0.621 0.361
Number of males 5 5
Mean 0.531 0.408
S.D. 0.159 0.108

Significantly different fromthe control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats -

Appendix 17-3. Assessment of grip strength of male rats

MMP 250 mg/kg
Male No. Administration period
Forelimb Hindlimb
(ke) kg)

Mo03025 0.247 0.338
MO03026 0.662 0314
M03027 0.539 0.369
M03028 0.809 0.251
M03029 0.624 0.308
Number of males 5 5
Mean 0.576 0.316
SD. 0.208 0.044

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 17-4. Assessment of grip strength of male rats

MMP 1000 mg/kg
Male No. Administration period

Forelimb Hindlimb

(ke) (k)

M04037 0.506 0.402
M04038 0.672 0.360
M04039 0.599 0.362
M04040 0.330 0.358
MO04041 0.384 0.437
Number of males 5 5
Mean 0.498 0.384
S.D. 0.143 0.035

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 18-1. Assessment of grip strength of female rats

Control (vehicle: water for injection)

Female No. Administration period
Forelimb - Hindlimb
(kg) (kg)

F01005 0.346 0.296
F01007 0.349 0.279
F01008 0.304 0.251
F01010 0.729 0.367
F01012 0.541 0.262
Number of females 5 5
Mean 0.454 0.291
S.D. 0.179 0.046
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 18-2. Assessment of grip strength of female rats

MMP 62.5 mg/kg
Female No. Administration period
Forelimb Hindlimb
kg) kg)

F02014 0.234 0.287
F02016 0.526 0.300
F02017 0.401 0.380
F02020 0.689 0.290
F02024 0.628 0.399
Number of females 5 5
Mean 0.496 0.331
S.D. 0.183 0.054

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 18-3. Assessment of grip strength of female rats

MMP 250 mg/kg
Female No. Administration period
Forelimb Hindlimb
(kg) (kg)

F03026 0.568 0.172
F03027 0.581 0.252
F03028 0.641 0.257
F03029 0.691 0.277
F03031 0.255 0.232
Number of females 5 5
Mean 0.547 0.238
S.D. 0.171 0.040

Significantly different from the control group (*: P<0.05, **: P<0.01).
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AR E S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 18-4. Assessment of grip strength of female rats

MMP 1000 mg/kg
Female No.  Administration period
Forelimb Hindlimb
(kg) (kg)

F04041 0.420 0.257

F04042 0.472 0.212

F04045 0.819 0.266

F04047 0.584 0253

F04048 0.866 0.318

Number of females 5 5
" Mean 0.632 0.261

SD. 0.202 0.038

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 19-1. Assessment of grip strength of female rats, satellite group

Control (vehicle: water for injection)

Female No. Administtation period
Forelimb Hindlimb
(kg) kg)

F05049 0.454 0.262
F05050 0.479 0.338
F05051 0.431 0.414
F05052 0.705 0.242
F05053 0.640 0.334
Number of females 5 5
Mean 0.542 0.328
SD. 0.123 0.075
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 19-2. Assessment of grip strength of female rats, satellite group

MMP 1000 mg/kg
Female No. Administration period
Forelimb Hindlimb
kg) kg)

F06059 0.238 0.238
F06060 0.635 0.323
F06061 0.326 0.283
F06062 0.603 0.283
F06063 0.344 0.242
Number of females 5 5
Mean 0.429 0.274
S.D. 0.178 ©0.035

Significantly different from the control group (*: P<0.05, **:P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 20-1. Motor activity of male rats

Control (vehicle: water for injection)

HABRE 5 R-13-004

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M01001 1312 1125 913 763 4113 40 26 15 10 91
M01002 1162 946 610 583 3301 18 12 7 5 42
M01003 949 962 808 382 3101 17 21 15 1 54
M01004 962 785 737 444 2928 19 ‘12 8 5 44
M01005 839 711 752 580 2882 41 22 29 23 115
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1045 906 764 550 3265 27 19 15 9 69
SD. 189 162 110 147 502 12 6 9 9 32
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 20-2. Motor activity of male rats

ﬁﬁﬁ%%: R-13-004

MMP 62.5 mg/kg
Male No. Administration period
- Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M02013 1108 973 778 185 3044 28 17 14 0 59
M02014 1396 1423 1065 1081 4965 32 31 14 15 92
M02015 1053 817 1094 725 3689 20 10 20 13 63
M02016 1735 1823 1611 1602 6771 17 27 23 23 90
M02017 1137 1057 698 61 2953 22 19 8 0 49
Number of maies 5 5 5 5 5 5 5 5 5 5
Mean 1286 1219 1049 731 4284 24 21 16 10 7.
S.D. 284 405 359 638 1606 6 8 6 10 19

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 20-3. Motor activity of male rats

HEBREE R-13-004

MMP 250 mg/kg
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total S5min 10min 15min 20min Total
M03025 1171 1026 575 901 3673 38 27 4 12 81
M03026 1343 1195 1065 1097 4700 24 27 25 15 91
M03027 1000 1088 857 834 3779 33 20 17 13 83
M03028 1089 1134 1056 750 4029 27 27 14 71
M03029 : 1158 894 824 676 3552 18 14 13 9 54
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1152 1067 875 852 3947 28 23 15 10 76
S.D. 126 115 201 161 456 8 6 8 5 14

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 20-4. Motor activity of male rats

HERE 5 :R-13-004

MMP 1000 mg/kg
Male No. Administration period
Ambulation (counts) Reaﬁng (counts)
Smin 10min 15min 20min Total 5min 10min 15min 20min Total

M04037 1104 797 686 540 3127 29 1 13 60
M04038 1220 1052 1041 625 3938 26 20 12 4 62
M04039 1182 1016 1048 597 3843 35 28 24 90
M04040 1255 1304 1068 862 4489 35 32 20 14 101
M04041 1208 1000 705 546 3459 26 14 7 4 51
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1194 1034 910 634 3771 30 21 15 6 73
S.D. 57 181 196 132 515 5 9 7 5 21

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 21-1. Motor activity of female rats

Control (vehicle: water for injection)

BT 5 R-13-004

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min - 15min 20min Total Smin 10min 15min 20min Total
F01005 792 443 653 - 440 2328 11 4 0 18
F01007 1259 998 974 817 4048 28 9 12 54
F01008 1126 1020 867 994 4007 18 24 6 13 61
F01010 1123 761 630 571 3085 30 16 10 65
F01012 836 877 1076 136 2925 17 13 31 61
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1027 820 840 592 3279 21 13 13 5 52
S.D. 203 235 196 333 740 8 8 11 6 19
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B B 1R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 21-2. Motor activity of female rats

MMP 62.5 mg/kg
Female No. Administration period
Ambulation (counts) : Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total

F02014 1120 795 803 284 3002 2 11 18 1 52
F02016 1098 1099 1024 542 3763 30 19 . 24 0 73
F02017 1275 780 975 703 3733 39 9 20 2 70
F02020 1385 975 955 787 4102 39 13 12 15 79
F02024 1215 1011 668 608 3502 27 17 1 3 48
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1219 932 885 585 3620 31 14 15 4 64
S.D. n7 140 147 192 407 8 4 9 6 14

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 21-3. Motor activity of female rats

ABrRE B :R-13-004

MMP 250 mg/kg
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F03026 1162 1115 830 765 3872 39 18 14 23 94
F03027 956 589 491 675 2711 19 3 2 30
F03028 910 518 311 521 2260 16 0. 1 21
F03029 1117 872 1128 865 3982 27 10 14 2 . 53
F03031 1458 1358 1775 1090 5681 8 6 25 0 39
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1121 890 907 783 3701 2 9 11 6 47
SD. 216 353 578 213 1331 12 6 10 10 29

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 21-4. Motor activity of female rats

RERE B 1 R-13-004

MMP 1000 mg/kg
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F04041 1244 1049 830 831 3954 32 13 15 9 69
F04042 747 529 432 258 1966 32 1 0 0 33
F04045 1013 717 698 47 2475 21 13 11 0 45
F04047 1064 973 892 389 3318 27 30 24 0 81
F04048 1009 818 639 537 3003 14 6 6 2 28
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1015 817 698 412 2943 25 13 11 2 51
SD. 178 207 180 295 765 8 11 9 4 23

Significantly different fromthe control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 22-1. Motor activity of female rats, satellite group

Control (vehicle: water for injection)

SKERZE B R-13-004

Female No. Administration period

Ambulation (counts)

Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F05049 1225 1238 1012 1274 4749 56 64 50 65 235
F05050 1293 1253 1161 1172 4879 2 24 15 33 94
F05051 1341 1318 1164 1008 4831 40 4 31 24 139
F05052 1157 1080 1013 664 3914 33 32 32 10 107
F05053 1181 1027 1101 1012 4321 32 24 2 18 9
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1239 1183 1090 1026 4539 37 38 30 30 134
SD. 77 124 75 232 413 13 17 13 21 59
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 22-2. Motor activity of female rats, satellite group

MMP 1000 mg/kg

HERE 5 R-13-004

Female No. Administration period
Ambulation (counts) Rearing (counts)
5min 10min 15min 20min Total Smin 10min 15min 20min Total

F06059 1053 1094 1105 1080 4332 25 21 26 26 98
F06060 1401 1165 793 782 4141 41 21 16 12 90
F06061 1363 1476 1305 1080 5224 4 57 43 17 158
F06062 1067 1036 1047 1038 4188 30 37 32 28 127
F06063 814 683 789 839 3125 33 23 56 54 166
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1140 1091 1008 964 4202 34 32 35 27 128
S.D. 243 284 220 142 746 7 16 15 16 34

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RBREF R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-1-1. Urinalysis in male rats

Control (vehicle: water for injection)

Quality Urinary sedi
Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Tusbidity Red blood cells White blood cells Casts Crystals Epithelial cells
Mo1001 7.0 + - + - - * light yellow - - - B + -
MO01002 70 + - + - - + light yellow - - - - P -
M01003 8.0 + - - - - + light yellow - - B - + -
M01004 7.0 + - + - - + light yellow - - - - Py -
M01005 75 + - + - - + light yellow - - - - * -
Protein, -: negative; : 10 <and < 30 mg/dL; +: 30 £ and < 100 mgfdL; 2+: 100 < and < 300 mg/dl; 3+: 300 < and < 600 mg/dL; 4+: 600 mg/dL <

Glucose, -2 negative; £: 30 Sand< 70 mg/dL; +: 70 <and < 150 mg/dL; 2+: 150 < and < 300 mg/dL; 3+: 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL =
Ketone, -: negative; £(5 = and < 10 mg/dL; +: 10 < and < 40 mp/dL; 2+ 40 < and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/fdL <
Bilirubin, - negative; +: 0.3 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 S and < 0.06 mgfdL; +: 0.06 <and < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL <
Urobilinogen, +: normal; +: 2.0<S and < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0=and < 12.0 mg/dL; 4+ 12.0 myydL <

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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RERE B :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-1-2. Urinalysis in male rats

MMP 62.5 mghkg
Quality Urinary sediments

Male No. pH Protein Glucose Ketone Bilirubin Qccult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
Mo02013 8.0 + - EY - - + light yellow - - - - + -
M02014 70 + - * - - EY light yellow - - - - + -
M02015 7.0 2+ - + - - + Light yellow - - - - EY -
Mo02016 7.0 = - * - 2+ + light yellow - + - - ES -
M02017 6.5 + - + - - + light yellow - - - - * -

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

Glucose, - negative; &: 305 and < 70 mp/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, -2 negative; (5 < and < 10 mg/dL; +: 10 < and < 40 mgfdL; 2+: 40<and < 80 mg/dL; 3+: 80 < and < 150 mg/dL; 4+: 150 mg/dL <

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

Occult blood, -: negative; £ 0,03 < and < 0.06 mg/dL; +: 0.06 < and < 0.20 mg/dL; 2+: 0.20 L and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, +: nommal; +; 2.0 £and < 4.0 mg/dL; 2+: 4.0 Sand < 8.0 mg/dL; 3+: 8.0 s and < 12.0 mg/dL; 4+: 12.0 mg/dL <

Turbidity, -2 negative; &: tcace; +: 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,
Casts,

Cristals,
Epithelial cells,

: not observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: = 300/3 visual field
: not observed; x: 1-9/3 visual field; +: 10-99/3 visual field; 2+; 100-299/3 visual field; 3+: =300/3 visual field
- not observed; +: a few; +: abundant
: not abserved; +: a few; +: abundant

»
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ABREF 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-1-3. Urinalysis in male rats

MMP 250 mgkg
Quality : Urinary sedi

Male No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood celis White blood cells Casts Crystals Epithelial cells
M03025 70 + - - - - 3 light yellow - - - - + -
M03026 7.0 * - - . - £ light yellow . - - - + .
M03027 6.5 +* - * - - + light yellow - - - - E -
Mo03028 65 + - + - - + light yellow - - ’ - - EY .
M03029 6.5 + - * - + + light yellow - - - - + -

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

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

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

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

Occult blood, - negative; &: 0.03 <and < 0.06 mg/dL; +: 0.06 S 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 S 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+: =3060/3 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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- RBRE 5 1 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-1-4. Urinalysis in male rats

MMP 1000 mgkg

Quality Urinary sedi

Male No. pH Protein Glucose Ketone Bilirubin Oceult blood Urobilinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells
M04037 6.5 + - + - - * light yellow - - - - - -
M04038 6.5 + - * - - + light yellow - - - - - -
M04039 6.5 + - + - - + light yellow - - - - + -
M04040 6.0 + - + . - £ light yellow - - - - + -
MO04041 6.5 + - - - - + 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 mgldL.<

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

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

Bilitubin, -2 negative; +: 0.5 S and < 2.0 mgfdL; 2+: 2.0<and < 6.0 mg/dL; 3+: 6.05and < 10.0 mg/dL; 4+: 10.0 mgdL 5

Occuit blood, -: negative; £: 0.03 £ and < 0.06 mg/dL; +: 0.06 S 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 Sand < 8.0 mg/dL; 3+: 8.0 and < 12.0 mg/dL; 4+: 12.0 mg/dL s

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/ visual field

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

Epithelial cefls, -: not observed; £: a few; +: abundant
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ABRE B R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-2-1. Urinalysis in male rats

Control (vehicle: water for injection)

Electrolyte, density . Electrolyte, gross volume

Male No. ~ Urine volume S.G. Na K a o Na K Cl
mL/24hr mEg/L mEq/L mEq/L mEq/24hr mEq/24br mEq/24hr
M01001 12.0 1.074 147.6 295.1 161.8 T 177 3.54 1.94
M01002 14.2 1.035 433 128.4 380 0.62 1.82 0.54
M01003 163 1.061 121.0 271.0 151.1 1.97 442 246
M01004 149 1.066 1254 2934 171.0 1.87 437 2.55
M01005 12.6 1.075 123.7 3423 § 180.4 1.56 431 227

Number of males 5 5 5 5 5 5 5 5
Mean 14.0 1.062 112.3 266.0 140.5 1.56 3.69 1.95
SD. 1.7 0.016 39.7 812 583 0.55 1.11 0.82

S8.G.: Specific gravity
§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-2-2. Urinalysis in male rats

MMP 62.5 mgkg
Electrolyte, density Electrolyte, gross volume

Maie No. Urine volume S.G. Na K Cl Na K Cl
ml/24hr mEg/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
M02013 14.0 1.071 148.8 3492 § 182.7 208 4.89 2.56
M02014 99 1.067 91.5 219.6 36.1 091 217 0.36
MO02015 147 1.059 96.2 234.4 116.1 1.41 345 1.71
M02016 19.5 1.052 88.7 226.1 123.5 1.73 441 241
M02017 14.6 1.054 75.2 206.4 82.9 1.10 3.01 1.21

Number of males 5 5 5 5 5 5 5 5
Mean 14.5 1.061 100.1 247.1 108.3 1.45 3.59 1.65
S.D. 34 0.008 283 57.9 54.0 0.47 1.09 0.90
Significance NS NS NS NS NS NS NS NS
Statistical method DU AN . AN AN AN AN AN AN

S.G.: Specific gravity

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

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

DU: Analysis by Dunnett's test.
§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-2-3. Urinalysis in male rats

MMP 250 mg/kg
Electrolyte, density Electrolyte, gross volume

Male No. Urine volume S.G. Na K Cl Na K Cl
ml/24hr mEg/L mEg/L mEq/L mEq/24hr mEq/24hr mEq/24hr
M03025 18.0 1.062 131.6 2834 157.3 237 5.10 2.83
M03026 20.6 1.047 83.2 203.3 105.2 1.71 4.19 2,17
M03027 123 1.069 113.3 2922 1412 139 3.59 1.74
MO03028 13.7 1.069 134.6 295.9 156.7 1.84 4.05 2,15
M03029 19.5 1.064 125.8 270.3 160.7 245 5.27 3.13

Number of males 5 5 S 5 5 5 5 S
Mean 16.8 1.062 117.7 269.0 1442 195 4.44 2.40
S.D. 3.6 0.009 20.9 38.0 23.1 045 0.72 0.56
Significance NS NS NS NS NS NS NS NS
Statistical method DU AN AN AN AN AN AN AN

S.G.: Specific gravity

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

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

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-2-4. Urinalysis in male rats

MMP 1000 mgkg

Electrolyte, density

Electroly te, gross volume

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

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

MO04037 19.1 1.058 943 240.5 121.6 1.80 4.59 2.32
M04038 220 1,054 80.6 2219 1234 1.77 488 271

M04039 16.8. 1.074 131.6 314.6 § 160.6 221 5.28 2.70

M 04040 26.3 1.050 88.9 195.2 111.6 234 513 2.94

M 04041 21.8 1.049 82.7 189.3 1024 1.80 413 2.23
Number of males 5 5 5 5 5 5 S 5

Mean 212 1.057 95.6 232.3 1239 1.98 4.80 2.58

S.D. 36 0.010 - 208 50.4 222 0.27 0.46 0.30

Significance *% NS NS NS NS NS NS NS
Statistical method DU AN AN AN AN AN AN AN

S.G.: Specific gravity

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

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

DU: Analysis by Dunnett's test.
§, Remeasurement
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HERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-3-1. 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 85 + - + - - + light yellow - - - . * -
MO01005 8.0 + - + . - + light yellow - - - - + -
MO1010 15 + - ES - - + light yellow - - - - EY -
Mool 7.0 + - + - - + light yellow - - - - + -
Mo1012 7.5 + - + - - + light yellow - - - - * -

Protein, -: negative; £: 10<and < 30 mg/dL; +: 305 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 S and < 1,000 mg/dL; 4+: 1,000 mg/dL 5

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

Occult blood, -: negative; #: 0.03 <and < 0.06 mg/dL; +: 0,06 S and < 0.20 mg/dL; 2+: 0.20 Sand < 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+: 120 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+. =300/3 visual field
White Blood cells, - not observed; £: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+ =300/3 visual field
Casts, -2 not observed; +: 1-9/3 visual field; +; 10-99/3 visual field; 2+: 100-299/3 visual field, 3+: Z300/3 visual field
Cristals, - not observed; +: a few; ++: abundant

Epithetial cells,

: not observed; : a few; +: abundant
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-3-2. Urinalysis in male rats of the recovery period

MMP 1000 mg'kg

HERE S R-13-004

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
M04044 8.0 + - + p - ¥ light yellow . . . N " N
Mo04045 7.5 + - * - - + light yellow - - - - + -
M04046 8.5 + - + - - + light yellow - - - - + -
M04047 7.0 + - + - - + light yellow - - - - E -
M04048 7.5 + - + - - + light yellow - - - - + -

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

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

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

Bilirubin, -2 negative; +: 0.5< and < 2.0 mgfdi; 2+: 2.0 < and < 6.0 mg/dL; 3+: 6.0 5 and < 10.0 mg/dL; 4+: 10.0 mpfdL.<

Occult blood, - negative; +; 0,03 <and < 0.06 mg/dL; +: 0.06 < and < 0.20 mg/dL; 2+: 0.20<and < 1.00 mg/dL; 3+: 1.00 mg/dL <

Urobilinogen, =+ normal; +: 2.0 Sand < 4.0 mg/dL; 2+: 4.0 <and < 8.0 mg/dL; 3+: 8.0<and < 12.0 mg/dLi 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 abserved; : 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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REBREF R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-4-1. 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 mEg/L mEq/L mEq/24hr mEq/24hr mEq/24hr
MG1008 12,7 1.071 200.8 3376 § 228.5 2.55 429 : 2,90
M01009 213 1.049 1049 222.7 120.8 223 474 2,57
M01010 20.1 1.056 113.8 251.6 1443 229 5.06 2.90
M0O1011 282 1.038 84.7 174.8 96.2 2.39 493 271
M01012 13.8 1.075 1475 3392 § 180.4 2.04 4,68 2.49

Number of males 5 5 5 5 5 5 5 5
Mean 19.2 1.058 130.3 2652 154.0 2.30 4,74 2.71
S.D. 6.3 0.015 45.5 723 51.9 0.19 0.29 0.19

8.G.: Specific gravity
§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 23-4-2. Urinalysis in male rats of the recovery period

MMP 1000 mgkg

Electroly te, density

Electrolyte, gross volume

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

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

M 04044 114 1.086 2054 411.6 § 238.6 2.34 4.69 272

M04045 103 1.058 84.1 212.0 90.7 0.87 2.18 0.93

M04046 112 1.082 1879 3853 § 2276 2.10 432 2.55

M 04047 17.4 1.071 146.7 3299 § 1934 2.55 5.74 3.37

M04048 21.7 1.050 109.4 237.7 137.0 2.37 5.16 2.97
Number of males 5 5 5 5 5 S 5 5
Mean 14.4 1.069 146.7 3153 177.5 2.05 442 2.51

S.D. 5.0 0.015 51.1 88.2 62.6 0.68 1.36 0.93

Significance NS NS NS NS NS NS NS NS

Statistical method TT TT TT TT TT AW AW AW

S.G.: Specific gravity

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.

§, Remeasurement
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ABRE B :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Ceontrol (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 70 + - + . - + light yellow - - - - + -
T05050 70 + - - - - = light yellow - - - - ® -
F05051 7.0 EY - - - - E light yellow - - - - - .
F05052 6.5 - - - - - + light yeltow - - - - - R
F05053 6.5 + - + - - + light yellow - - - - - .

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

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

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

Bilirubin, -: negative; +: 0.5 Sand < 2.0 mg/dL; 2+: 2.0 and < 6.0 mp/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 S and < 0.20 mg/dL; 2+: 0.20<5 and < 1.00 mg/dL; 3+ 1.00 mg/dL <

Urobilinogen, =+: normal; +: 2.0 < and < 4.0 mg/dL; 2+: 4.0 S and < 8.0 mg/dL; 3+: 8.05and < 12.0 mg/dL,; 4+: 12.0 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+ =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

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

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

Epithelial cefls,
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RBE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 24-1-2. Urinalysis in female rats, satellite group

MMP 1000 mgrkg

Quality Urinary sedi .

Female No. pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen Color Turbidity Red blood cells White blood celis Casts Crystals Epithelial cells
F06059 6.5 += - + - - * light yellow - - - - - -
F06060 6.5 + - + - - + light yellow - - - . x -
F06061 6.5 + - + - - * light yellow - - - - & -
F06062 6.5 + - + - - & light yellow - - - - & -
F06063 6.5 + - + - - Ed light yellow - - - - - -

Protein, -: negative; £: 10 Sand < 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, -t negative; +: 30 Sand < 70 mg/dL; +: 70 L and < 150 mg/dL; 2+ 150 < and < 300 mg/dL; 3+ 300 < and < 1,000 mg/dL; 4+: 1,000 mg/dL <
Ketone, -: negative; +(5 <and <10 mg/dL; +: 10 Sand < 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 S and < 10.0 mg/dL; 4+: 10.0 mg/dL <

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

Urobilinogen, =+: normal; +: 2.0< and < 4.0 mg/dL; 2+: 4.0 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, -: not observed; +: 1-9/3 visual field; + 10-99/3 visual field; 2+: 100-299/3 visual field; 3+: 2 30073 visual field
Cristals, -: not observed; +: a few; +: abundant .

Epitheliat cells, : not abserved; £: a few; +: abundant
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RBRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 24-2-1. Urinalysis in female rats, satellite group

Control {vehicle: water for injection)

Electrolyte, density Electrolyte, gross volume

Female No. Urine volume 5.G. Na K Cl Na K Cl
mL/24hr mEg/L mEq/L mEg/L mEq/24hr mEq/24hr mEq/24hr

F05049 8.6 1.079 117.1 340.2 § 175.1 1.01 293 1.51
F05050 10.9 1.072 109.3 3226 § 176.2 1.19 352 - 1.92
F05051 115 1.062 111.1 289.7 166.2 1.28 333 1.91
F05052 249 1.033 63.7 1472 66.8 1.59 3.67 1.66
F05053 8.8 1.072 151.8 313.0 § 166.0 1.34 2.75 1.46

Number of females 5 5 5 5 5 5 5 5
Mean 129 1.064 110.6 282.6 150.1 1.28 324 1.69
S.D. 6.8 0.018 314 77.8 46.8 0.21 0.39 0.22

S.G.: Specific gravity
§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 24-2-2. Urinalysis in female rats, satellite group

MMP 1000 mgke

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 wmEq/24hr mEq/24hr mEq/24hr
F06059 332 1.033 57.1 1359 70.1 1.90 4,51 233
F06060 129 1.069 127.7 264.7 153.0 1.65 342 1.97
F06061 11.0 1.056 111.7 133.0 80.1 1.23 1.46 0.88
F06062 17.5 1.060 136.5 254.9 150.6 2.39 4.46 2.64
F06063 183 1.051 97.9 205.1 110.8 1.79 3.75 2.03
Number of females 5 5 S 5 5 S 5 5
Mean 18.6 1.054 106.2 198.7 1129 1.79 3.52 1.97
SD. 8.7 0.013 312 62.9 385 0.42 1.24 0.67
Significance NS NS NS NS NS * NS NS
Statistical method TT TT TT TT TT TT AW TT

S.G.: Specific gravity

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.
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ABREH :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 24-3-1. Urinalysis in female rats of the recovery period

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

F05054 15 - - - - - + light yellow - - . - + _
FO5055 7.0 + - - - - . light yellow - - - - & .
F05056 6.5 £ - + - - + light yellow - - - - . .
F05057 6.5 + - - - . + light yetlow - - - . . .
F05058 7.0 + ~ - - - + light yellow - - - - + -

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

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

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

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

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

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

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

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

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

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

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

Epithelial cells, -: not observed; +: a few, +: abundant
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AERE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats |

Appendix 24-3-2. Urinalysis in female rats of the recovery period

MMP 1000 mg’kg
Quality N Urinary sedi
Female No. pH Protein Glucose Ketone Bilirubin Occuit blood Urobifinogen Color Turbidity Red blood cells White blood cells Casts Crystals Epithelial cells

F06064 6.0 + - = - - + light yellow “ - - - . .
F06065 70 ES - - - - + light yellow - - - - + -
F06066 6.5 + - + - - + light yellow - - - - - .
FO6067 1.0 + - + - - + light yellow - - - - + .
F06068 7.0 + . & - - + light yellow - - - - % -

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

Glucose, - negative; +: 30 < and < 70 mg/dL; +: 70 S and < 150 mg/dL; 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 < 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 mp/dL; 2+: 2.0<and < 6.0 mg/dL; 3+: 6.0 5 and < 10.0 mg/dL; 4+: 10.0 mgidL <

Occult blood, - negative; +: 0.03 <and < 0.06 mg/dL; +: 0.06 S 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/idL <

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 observed; +: 1-9/3 visual field; +: 10-99/3 visual field, 2+: 100-299/3 visual field; 3+: Z300/3 visual field

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

Epithelial cells, -: not observed; *: a few; +: abundant
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 24-4-1. 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 mEqg/L mEq/L mEq/L mEq/24hr mEq/24hr mEq/24hr
F05054 11.5 1.054 129.7 254.5 1435 1.49 293 1.65
F05055 76 1.048 67.1 136.2 743 0.51 1.04 0.56
F05056 12.8 1.053 98.0 240.8 144.5 1.25 3.08 1.85
F05057 43 1.077 105.7 158.2 99.1 0.45 0.68 0.43
F05058 11.0 1.037 68.4 89.4 50.9 ] 0.75 0.98 0.56

Number of females 5 S S ’ 5 5 5 5 5
Mean 9.4 1.054 93.8 175.8 102.5 i 0.89 1.74 1.01
S.D. 35 0.015 26.5 703 41.6 0.46 1.16 0.68

S.G.: Specific gravity
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 24-4-2. Urinalysis in female rats of the recovery period
MMP 1000 mgkg

_ Electrolyte, density Electroly te, 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 8.7 1.075 129.5 362.5 § 2142 1.13 3.15 1.86
F06065 14.6 1.061 128.8 275.9 166.2 1.88 403 2.43
F06066 8.1 1.078 154.6 3411 § 2039 1.25 2.76 1.65
F06067 10.2 1.082 _ 162.4 3802 § 2157 1.66 3.88 220
F06068 8.5 1.084 152.3 336.7 190.9 1.29 2.86 1.62

Number of females 5 5 N N S 5 5 5
Mean 10.0 1.076 145.5 3393 . 198.2 1.44 334 1.95
S.D. 2.7 0.009 15.4 39.5 20.4 0.31 0.59 0.35
Significance NS * ok o *k 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<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL. g/dL % L pg g/dL 10000/l sec. S€c. 100/pL % % % % % %

M01001 846 154 41.9 49.5 18.2 36.8 1255 -15.2 23.1 97.6 13.3 - 09 0.1 34 82.3 3.

MO01003 913 163 455 49.8 17.9 358 100.9 9.2 244 82.1 32.7 12 0.0 3.5 62.6 2.63

MO01004 855 155 42.7 499 18.1 363 97.9 355 337 61.3 18.1 1.0 00 4.6 76.3 252

MO01005 918 16.2 448 48.8 176 362 1154 20.6 252 120.3 149 1.7 0.0 38 796 243

MO01006 886 15.8 442 49.9 17.8 35.7 113.3 29.0 28.2 108.3 31.6 12 0.1 5.7 61.4 345

Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Mean 884 15.8 433 49.6 17.9 36.2 1106 239 269 93.9 221 1.2 0.0 4.2 724 2.83

S.D. 33 0.4 1.5 0.5 0.2 0.4 113 8.2 42 23.0 9.3 03 0.1 1.0 9.8 0.44
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats ‘

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period

MMP 62.5 mghksg

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

10000/l g/dL % L pg g/dL 10000/uL see. sec. 100/uL. % % % % % %
MO02013 889 15.6 429 483 17.5 364 122.1 21.8 26.1 1475 10.2 09 0.1 43 845 2.89
M02014 908 15.5 493 417 171 358 106.4 35.4 316 86.3 123 21 0.0 38 81.8 : 2.40
M02015 . %01 154 422 468 171 °36.5 1213 20.] 262 98.8 20.6 L5 0.1 6.5 73 2.89
M02016 849 152 42.8 50.4 179 355 117.0 22.8 283 583 335 24 0.0 58 - 583 2.67
M02017 907 16.8 47.0 51.8 18.5 357 111.2 20.1 274 74.7 152 24 0.0 5.0 77.4 1.95
Number of males 5 S 5 5 s H 5 S S s 5 5 5 5 5 5
Mean 891 15.7 436 49.0 176 36.0 115.6 240 279 93.1 184 19 0.0 51 4.7 2.56
S.D. 25 06 1.9 2.1 0.6 0.4 6.7 6.5 2.2 339 9.3 0.7 0.1 1.1 10.4 - - 040
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 AN AN AN AN AN AN AN DU 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 lay out).

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period

MMP 250 mgkg

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

10000/pL g/dL % iL pg g/dL 10000/pL sec. sec. 100/l % % % % Y% %
MQ3025 $03 168 ° 47.0 52.0 18.6 357 102.5 232 248 85.2 14.0 1.1 0.0 4.7 80.2 3.16
M03026 907 - 158 433 417 174 365 119.6 29.2 26.5 94.9 183 1.1 0.0 ) 6.0 74.6 530
M03027 905 16.5 463 s1.2 182 35.6 1025 195 274 79.6 174 2.6 0.0 55 74.5 3:40
M03028 917 15.5 441 48.1 169 351 116.3 294 293 96.9 1.7 1.9 0.0 49 815 2.52
M03029 874 154 42.8 49.0 17.6 36.0 149.3 14.5 20.3 133.2 19.5 1.4 0.1 4.6 744 370
Number of males 5 s 5 5 5 5 5 5 5 5 5 5 5 5 s 5
Mean 901 16.0 47 496 17.7 358 118.0 232 257 98.0 16.2 1.6 0.0 5.1 710 3.62
§D. 16 0.6 1.9 1.9 0.7 0.5 19.1 6.4 34 209 32 0.6 0.0 0.6 3.5 1.04
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 AN AN AN AN AN AN AN DU 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 lay out).

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period

MMP 1000 mgkg

REREER-13-004

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrop hil Eosinophil Basophil Monocyte Lymphocyte Reticulocyte
10000/uL. g/dL Y% fL g g/dL 10000/pL Sec. sec. 100/l % Y. % % % %

M 04037 934 15.7 43.1 46.1 16.8 364 9.1 243 272 619 14.8 1.0 0.0 6.0 78.2 1.60
M04038 855 14.9 42,0 49.1 174 355 919 15.0 216 832 103 1.0 0,0 4.2 84.5 2.51
M04039 902 157 43.7 48.4 174 359 94.6 16.2 211 106.6 11.8 22 0.1 19 78.0 2.68
M04040 958 16.4 4.7 46.7 17.1 367 108.2 13.7 210 1249 244 14 0.1 6.2 679 296
M04041 920 16.0 44.0 47.8 17.4 36.4 104.7 18.4 23.6 61.0 164 2.1 0.0 8.4 73.1 2.53
Number of males 5 5 5 5 5 s 5 s s 5 5 5 s 5 5 5
Mean 914 157 435 476 17.2 362 100.9 175 229 875 15.5 15 0.0 6.5 763 246

SD. 39 0.6 1.0 12 03 0.5 5.5 42 2.6 28.0 5.5 0.6 0.1 1.7 62 0.51
Significance NS NS NS NS NS NS§ NS NS§ NS NS NS NS NS * NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN DU 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,
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 WBC Neutrophil Eosinophil Basophil Monocyte  Lymphocyte Reticulocyte
10000/uL g/dL % L pg gdL 10000/uL sec. sec. 100/uL. % % % % % %

MO01008 892 153 426 47.8 17.2 359 110.6 143 19.7 158.6 13.0 Q.9 0.1 42 81.8 1295
MO01009 890 15.1 44.4 499 17.0 34.0 1143 231 237 123.4 18.9 1.1 0.0 37 76.3 <371
Mo1010 909 152 427 470 16.7 356 140.4 145 208 188.8 § 23.4 1.0 0.1 37 7.8 " 340
MO1011 865 14.8 435 503 1721 340 102.8 185 23.0 72.5 14.9 1.4 0.1 4.6 79.0 3.12
M01012 852 14.6 42.1 49.4 17.1 34.7 106.7 23.7 23.0 108.0 15.6 13 0.0 2.9 80.2 3.99
Number of males 5 5 5 s 5 5 5 5 5 5 5 5 5 5 5 5
Mean 882 15.0 43.1 48.9 17.0 348 115.0 188 220 1303 17.2 1.1 0.1 38 778 343

S.D. 23 03 0.9 1.4 0.2 0.9 149 4.5 1.7 45.0 4.1 0.2 Q.1 0.6 3.9 0.42

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats V

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

MMP 1000 mgksg

Male No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte  Lymphocyte Reticulocy te
10000/t g/dL % L pg g/dL 10000/l SEC. sec. 100/uL Y % % % % %

M04044 842 153 439 52.1 182 349 1175 18.7 243 1028 138 08 0.0 35 81.9 3.07

M 04045 840 14.7 435 51.8 175 338 114.9 15.3 213 1159 119 1.3 0.0 2.5 84.3 2.96
M04046 769 14.1 40.7 52.9 183 346 1123 189 232 97.8 122 1.1 0.0 38 829 3.03 .

M04047 833 144 422 50.7 17.3 341 117.4 16.1 224 126.9 9.0 1.3 0.0 24 873 361
M04048 795 138 398 50.1 174 34.7 1139 19.7 22.0 90.3 25.0 1.7 0.0 4.5 68.8 3.66
Number of males 5 5 5 5 - 5 5 s 5 5 5 5 5 5 5 5 5

Mean 816 14.5 42.0 51.5 17.7 344 115.2 17.7 226 106.7 144 1.2 0.0 33 81.0 3.27

S.D. 32 0.6 1.8 1.1 0.5 0.5 2.3 1.9 1.2 14.6 6.2 03 0.0 0.9 A 0.34
Significance ** NS NS * * NS NS N§ NS NS NS NS * NS NS NS
Statistical method TT T TT TT TT TT AW TT TT T TT TT TT TT TT TT

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

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 Neutrophil Eosinophil Basophil Monocyte - Lymphocyte Reticulocyte
10000/uL g/dL % 1L PE g/dL 10000/ sec. sec. 100/uL % % % % % %

F01005 645 125 36.4 56.4 19.4 343 120.8 135 20.6 135.5 40.7 04 0.0 38 55.1 692

F01007 709 132 385 54.3 18.6 343 120.1 13.0 22.1 154.0 495 05 0.1 4.7 45.2 7.79

Fo1008 702 13.7 402 573 19.5 34.1 1520 14.0 227 1223 20.5 0.7 0.0, 6.0 72.8 882

Foiol0 722 149 44.0 60.9 20.6 33.% 116.6 137 i9.4 94.9 373 1.3 0.0 39 575 - 761

F01012 710 14.1 42.8 60.3 19.9 32.9 103.5 13.3 21.4 103.7 48.4 12 0.0 5.1 453 . 9.02

Number of females 5 5 5 5 5 5 5 5 5 5 5 5 s 5 5 5

Mean 698 13.7 40.4 578 19.6 33.9 1226 135 212 1221 393 0.8 0.0 4.7 55.2 8.03

SD. 30 0.9 3.1 2.8 0.7 0.6 17.9 0.4 1.3 239 11.7 0.4 0.0 0.9 113 0.88
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period

SERE 2 R-13-004

MMP 62.5 mgkg :
Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte  Lymphocyte Reticulocy te
10000/uL. g/dL % fL pg gdl 10000/uL sec. 5€0. 100/ul. % % % % % %

F02014 672 13.3 40.6 60.4 19.8 328 86.1 129 19.0 1121 31.8 0.4 0.1 37 64.0 732
F02016 651 1.9 346 53.1 18.3 34.4 136.7 129 20.0 169.9 385 0.4 0.0 34 577 10.22
F02017 680 139 41.0 603 204 33.9 106.5 123 19.3 1049 403 1.4 0.1 3.6 546 6.65
F02020 747 137 397 53.1 183 345 130.5 127 211 99.1 53.4 09 0.0 5.2 40.5 584
F02024 689 13.6 40.6 58.9 19.7 335 125.4 13.3 19.8 107.0 49.7 0.7 0.0 6.1 43.5 6.23
Number of females 5 $ 5 5 5 s 5 5 5 5 5 5 5 5 5 5
Mean 688 133 393 572 19.3 338 117.0 128 19.8 118.6 427 08 00 44 52.1 125

SD. 36 0.8 27 38 1.0 07 20.7 0.4 0.8 29.1 8.7 0.4 0.1 1.2 9.8 1.75
Significance NS NS NS NS NS NS NS NS NS N§ N§ NS NS NS NS NS
Statistical method AN KW AN AN AN AN AN DU 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.

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 26-1-3. Hematological findings of female rats at the end of the dosing period

ABRE S :R-13-004

_MMP 250 mg/kg
Female No. RBC HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte  Lymphocyte  Reticulocyte
10000/uL g/dL Y% fL pg g/dL 10000/pL Sec. sec. 100/uL, % % % Y % %

F03026 690 13.2 39.0 56.5 191 33.8 120.8 132 208 80.5 364 04 0.0 32 60.0 8.40
F03027 632 12.8 376 595 203 34.0 1.0 13.9 20.5 1432 31.8 06 0.0 2.7 64.9 9.26
F03028 728 13.5 39.6 544 185 34.1 116.1 13.5 203 107.5 358 0.7 0.0 4.0 59.5 6,99
F03029 686 133 391 57.0 194 340 144 4 131 199 113 35.6 0.6 0.0 2.5 61.3 9.42
F03031 664 13.6 40.7 61.3 20.5 334 93.6 13.7 22.0 144.0 54.0 07 0.1 3.7 41.5 10.16
Number of females s 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5
Mean 680 133 392 57.7 19.6 339 117.2 135 207 117.3 38.7 0.6 0.0 32 57.4 8.85

S.D. 35 0.3 1.1 2.7 08 0.3 18.4 0.3 0.8 26.8 8.7 0.1 0.0 0.6 9.2 1.21
Significance NS NS NS NS NS NS - NS NS NS NS NS NS NS * NS - NS
Statistical method AN KW AN AN AN AN AN DU 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 vatiance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).
DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 26-1-4. Hematological findings of female rats at the end of the dosing period

MMP 1000 mghkg

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

F04041 742 13.8 42.1 56.7 18.6 328 89.0 14.7 20.8 68.8 225 06 0.0 52 7.7 9.84
F04042 700 13.8 413 59.0 18.7 33.4 87.8 14.8 18.8 169.2 § 43.1 0.6 0.1 4.7 51.5 8.98
F04045 714 137 40.0 56.0 192 343 106.7 13.6 19.1 131.0 442 0.4 0.0 52 502 579
F04047 733 14.1 40.7 55.5 192 346 1044 139 19.6 102.5 44.7 0.4 0.0 57 492 5.95
F04048 725 13.9 39.7 54.8 192 35.0 117.9 13.8 20.2 116.8 38.8 0.7 0.0 4.3 56.2 6.71
Number of females 5 5 5 H 5 ] 5 5 5 5 5 5 5 5 5 5
Mean 723 13.9 40.8 56.4 19.2 34.0 101.2 142 19.7 117.7 387 05 0.0 5.0 558 745

S.D, 16 0.2 1.0 1.6 0.4 0.9 12.7 0.6 0.8 36.9 93 0.1 0.0 0.5 9.3 1.84
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN Kw AN AN AN AN AN DU AN AN AN KwW 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: Analy sis by variance (one-way layout).

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

DU: Analysis by Dunnett's test.

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 MCHEC Platelet PT APTT WBC Neutrophil Eosinophil Basop hil Monocyte  Lymphocyte Reticulocyte
10000/uL g/dL % L Pg g/dL 10000/uL SEC. sec. 100/pL % % % % % %
F05049 773 14.2 388 50.2 184 36.6 123.3 12.8 199 112.4 25.1 12 0.1 29 70.7 3.04
F05050 778 14.0 389 50.0 18.0 36.0 112.0 120 202 74.4 21.8 09 0.0 1.9 754 334
F05051 784 14.5 40.7 518 185 35.6 1174 128 231 64.0 13.6 23 0.0 3.0 811 . 2.82
F05052 753 14.0 393 52.2 18.6 356 1240 13.1 220 69.6 12.7 1.6 0.0 22 83.5 1267
F05053 758 13.9 39.3 51.8 18.3 35.4 115.3 12.4 21.2 46.7 13.8 2.4 0.0 3.9 79.9 2.67
Number of females 5 5 5 5 s 5 5 5 s 5 5 .5 5 5 5 ’ 5
Mean 769 14.1 354 512 18.4 35.8 1184 12.6 213 73.4 17.4 17 0.0 28 78.1 291

S.D. 13 0.2 0.8 1.0 0.2 0.5 52 0.4 1.3 24.2 5.7 Q.7 0.0 0.8 5.1 - 029
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg -
Female No. RBC 'HGB Hematocrit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil Monocyte  Lymphocyte  Reticulocyte
10000/uL g/dL Yo L Pg g/dL 10000/uL Sec. sec. 100/uL % % % % % %"

F06059 817 15.1 421 51.5 18.5 359 108.2 13.2 19.9 143.6 106 1.7 0.1 42 834 227
F06060 813 14.7 411 50.6 8.1 358 99.2 14.0 20.6 114.6 86 15 0.0 49 85.0 241
FO6061 753 139 392 52.1 18.5 353 95.5 139 19.6 522 9.7 1.5 00 3.4 85.4 336
F06062 803 143 3%9.8 49.6 17.8 359 99.8 14.0 19.7 554 12.0 1.3 0.0 5.1 81.6 322
F06063 776 14.6 41.6 53.6 18.8 35.1 84.5 13.8 196 131.5 239 1.2 0.1 3.1 71.7 324
Number of females 5 5 5 S 5 5 5 5 S 5 5 5 5 5 5 5
Mean 792 14.5 40.8 51.5 183 356 97.4 13.8 19.9 99.5 13.0 1.4 0.0 4.1 81.4 2.90

SD. 27 0.4 1.2 1.5 0.4 03 8.6 0.3 .04 43.0 6.2 0.2 0.1 0.9 5.6 0.52
Significance NS NS NS NS NS NS hid - * NS NS NS NS * NS NS
Statistical method TT TT TT TT TT TT TT TT AW TT TT AW 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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 Reticulocy te
10000/.L gdL % i3 P8 gldl. 10000/ sec. sec. 100/L, % % % % % %

F05054 811 148 41.6 513 18.2 356 1209 125 18.3 55.2 15.0 2.0 0.0 31 79.% 2417
F05055 788 14.7 42.8 54.3 18.7 343 878 127 17.6 54.7 220 2.0 0.0 38 722 2.88
F05056 811 14.7 41.1 50.7 18.1 358 94.5 135 163 59.0 162 2.0 0.0 4.7 77.1 2495
F05057 764 14.7 43.5 56.9 192 338 112.8 12.8 19.2 21.8 124 32 0.0 4.6 79.8 298
F05058 800 14.5 415 519 18.1 349 81.1 13.4 194 32.1 23.1 3.7 0.0 ) 34 69.8 3.30
Number of fermales 5 5 5 5 S 5 5 5 5 5 5 5 s 5 5 -
Mean 795 147 42.1 53.0 18.5 349 99.4 130 182 446 17.7 26 0.0 39 75.8 282

S.D. 20 0.1 1.0 2.6 0.5 0.8 16.8 0.4 1.3 16.6 4.6 0.8 0.0 0.7 4.6 0.35
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats .

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period
MMP 1000 mgikg

Female No, RBC HGB Hematoerit MCV MCH MCHC Platelet PT APTT WBC Neutrophil Eosinophil Basophil * Monocyte Lymphocyte  Reticulocyte
10000/uL g/dL % L pg g/dL 10000/l sec. sec. 100/uL % % % % % %
FO6064 750 139 40.1 535 18.5 347 98.1 134 172 532 10.1 L7 0.0 2.1 86.1 225
F06063 795 143 42.4 533 13.0 337 96.0 133 182 29.7 14.4 17 0.0 2.4 815 3.67
F06066 663 123 36.0 543 18.6 342 887 124 174 419 6.9 2.7 0.0 33 87.1 2.45
F06067 811 14.5 415 51.2 178 349 1175 13.0 186 355 132 20 0.0 23 825 318
F06068 787 143 41.5 52.7 182 345 108.5 12.1 171 517 21.4 1.0 0.0 3.7 73.9 2.48
Number of females 5 5 S 5 5 H) 5 5 5 5 S 5 5 5 s 5
Mean 761 139 403 530 182 344 101.8 128 17.7 43.6 13.2 1.8 0.0 28 82.2 2381
SD. 59 09 25 12 0.3 0.5 113 0.6 0.7 104 5.4 0.6 “ 00 07 5.2 0.60
Significance NS NS - NS NS NS NS NS NS NS NS NS NS NS * NS NS
Statistical method TT AW TT TT TT TT TT T TT T TT T 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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methy!l 3-methoxypropanoate 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) X
Male No. Total protein Albumin AIG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP

g/dl. g/dL mgfdL mg/dL mg/dL mg/dL U/L UL UL UL pmol/L mg/dL mg/dL mg/dL UL
- M01001 53 34 1.79 120 43 36 75 62 28 0 86 84 14 0.5 0.11 369
M01003 58 37 1.76 128 38 21 65 56 24 0 51 78 14 2.5 0.14 348
M01004 53 34 1.79 114 34 16 58 59 30 [} 51 4.3 14 0.4 0.07 419
M01005 56 35 167 125 47 18 n 66 30 0 73 6.8 15 0.4 0.09 378
MO01006 58 3.6 1.64 124 45 47 79 64 31 0 65 4.2 13 05 0.09 256
Number of males s S 5 5 5 5 s 5 S 5 S 5 5 s 5 5
Mean 56 35 1.73 122 . 41 28 70 61 29 0 65 63 14 0.5 0.10 354
SD. 0.3 0.1 0.07 5 5 13 8 4 3 0 15 . 2.0 1 0.1 0.03 ‘61
Control {vehicle: water for injection)
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
Mo1001 5.4 3.6 1443 383 104.5
Mo01003 6.0 9.1 146.3 3.90 104.3
M01004 58 8.4 146.6 3.75 105.4
MO01005 5.3 8.8 145.6 4.15 105.8
M01006 6.3 92 146.4 4.19 105.8
Number of males 5 N 5 5 5
Mean 58 8.8 1458 3.96 105.2
S.D. 0.4 03 0.9 0.20 0.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats |

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period

MMP 62.5 mgkg
Male No. Total protein Albumin AG Glucose  Total cholesterol Trigly ceride Phosphelipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP -
gdl g/dL mg/dL mg/dL mg/dL mg/dL UL UL UL UL pmol/L mg/dL mg/dL mg/dL. UL
M02013 56 35 1.67 133 54 39 86 62 31 0 58 11.9 N 1 . 05 011 302
M02014 5.4 34 1.70 115 38 27 59 58 31 0 79 4.6 14 04 0.10 278
M02015 62 39 €170 118 55 76 95 58 31 0 282 59 - 13 05 0.09 292
M02016 5.6 35 1.67 121 42 21 72 57 30 0 91 133 i1 04 0.10 325
M02017 56 3.6 1.80 132 47 23 78 73 47 0 74 6.5 13 0.4 0.13 318
Number of males S 5 N s 5 5 5 5 5 5 5 5 $ 5 5 5
Mean 5.7 36 1.7 124 47 37 78 62 34 0 117 84 13 0.4 0.1t 303
S.D. 0.3 0.2 0.05 8 7 23 14 7 7 0 93 3.9 1 0.1 0.02 . 19
Significance NS NS NS NS NS NS : NS NS N§$ NS NS NS NS NS ’ NS NS
Statistical method AN AN DT DU AN DU AN AN DU AN DT KW AN AN DU KwW
MMP 62.5 mgkg
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M02013 6.1 9.1 146.1 387 105.3
MO02014 6.0 8.5 146.9 4.04 106.2
MO02015 5.5 8.9 145.1 398 103.8
Mo2016 5.7 8.9 146.4 387 106.6
M02017 59 9.2 146.5 3.88 104.9
Number of males 5 5 S 5 5
Mean 58 89 146.2 3.93 105.4
SD. 0.2 0.3 0.7 0.08 1.1
Significance NS NS NS NS N§
Statistical method AN AN AN AN AN

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

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

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test {one-way layout).
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Combined repeat dose and reproductive/developmental toxicify screening test of Methy! 3-methoxypropanoate by oral administration in rats

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period

MMP 250 mgkg
Male No. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gL gdL mg/dL mg/dL mg/dL mg/dL UL UL UL U/L wmol/L mg/dL mg/dL mg/dL UL
MO03025 54 35 1.84 136 43 67 85 57 23 0 88: 52 15 0.5 0.13 336
M03026 5.8 38 1.90 148 48 83 8% 65 28 0 103 6.8 10 0.5 0.15 389
M03027 53 35 1.94 130 4] 37 7 59 27 0 202 6.4 15 0.5 0.09 299
M03028 5.1 34 2.00 136 38 56 73 60 24 0 192 58 14 0.4 0.14 337
M03029 5.6 3.4 1,55 142 45 63 83 55 25 0 109 26.3 - 13 0.5 0.10 297
Number of males 5 5 5 5 5 5 5 5 ] 5 5 5 5 S 5 5
Mean 54 35 1.85 138 43 61 80 59 25 0 139 10.1 13 6.5 0.12 332
SD. 0.3 0.2 0,18 7 4 17 8 4 2 4 54 9.1 2 .0 0.03 37
Significance NS NS N§ A , NS * NS NS NS NS * NS NS NS NS NS
Statistical method AN AN DT DU AN DU AN AN DU AN DT KW AN AN DU KW
MMP 250 mgkg
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
MO03025 6.1 8.7 146.9 399 106.8
M03026 5.8 9.1 146.3 3.83 104.9
M03027 4.9 88 1449 413 1026 §
M03028 5.9 8.8 147.8 3.94 107.3
M03029 6.0 9.1 1457 4,01 104.7
Number of males 5 5 5 5 5
Mean 57 89 146.3 398 1053
S.D. 0.5 0.2 1.1 0.11 19
Significance NS NS NS NS NS
Statistical method AN AN AN AN AN

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

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

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.

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

NA: Not analyzed.

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 27-1-4, Biochemical findings of male rats at the end of the dosing period

MMP 1000 mg/kg

Male No. Total protein Albumin A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdL g/dL mg/dL _ mg/dL mg/dL mg/dL UL UL UL UL pmol/L mg/dL mg/dL mg/dL UL
MO04037 55 35 1.75 146 31 58 74 85 40 0 141 6.7 il 04 Q.15 215
M04038 5.2 37 247 127 41 32 78 60 31 0 76 6.1 15 05 0.16 240
M 04039 53 36 212 126 48 39 83 71 .27 o 79 215 14 04 0.14 365
M04040 55 36 1.89 128 53 49 86 53 30 0 112 218 18 04 0.13 463
MO04041 5.3 3.6 212 130 30 23 61 62 32 G- 236 233 13 04 0.14 ) 276
Number of males S 5 5 5 5 5 5 5 5 5 5 H 5 5 5 5
Mean 5.4 36 207 131 41 40 76 62 32 0 129 15.9 14 04 0.14 312
$D. 0.1 0.1 0.27 8 10 14 10 7 5 0 66 37 3 0.0 0.01 102
Significance NS§S NS NS NS NS NS NS NS NS NS NS NS NS NS * NS
Statistical method AN AN DT DU AN DU AN AN DU AN DT Kw AN AN DU KwW

MMP 1000 mgkg

Male No. Inorganic phosphorus Ca Na K Cl

mg/dL mg/dl mEq/f. mEq/L mEq/L

M04037 57 8.9 1472 3.91 107.5
M04038 54 8.7 146.1 3.90 104.8
M04039 6.4 20 145.4 427 105.7
M04040 59 89 144.5 4.12 102.4
M04041 6.5 9.2 146.4 4.22 107.2
Number of males 5 5 5 5 5
Mean 6.0 89 1459 4.08 105.5

S.D. 0.5 - 0.2 1.0 0.17 2.1
Significance NS§ N§ NS NS NS
Statistical method AN AN AN AN AN

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

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

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appéndix 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 AIG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
g/dL g/ldL mg/dL | mg/dL mg/dL mg/dL UL UL UL U/L pmoll. mg/dL mg/dL mgfdL U/L
MO01008 55 34 1.62 130 47 22 74 66 26 0 292 79 16 0.5 0.06 368
M01009 5.6 3.7 195 194 46 48 83 73 32 0 293 5.8 15 0.5 0.10 580
MO01010 59 36 1.57 126 50 19 74 72 27 0 500 9.1 15 05 0.07 - 520
Moi0t1 53 35 1.94 154 40 32 n 67 32 0 76 72 14 0.5 0.06 427
MO01012 5.1 33 1.83 121 33 16 60 61 23 0 210 . 6.8 15 0.5 0.06 " 363
Number of males 5 5 5 5 5 5 5 s 5 5 5 5 5 5 5 5
Mean 55 35 1.78 145 44 27 72 68 28 0 274 7.4 1§ 0.5 0.07 452
S.D. 0.3 0.2 0.18 30 6 13 8 5 4 0 154 1.2 1 0.0 0,02 96

Control (vehicle: water for injection)

Male No. Inorganic phosphorus Ca Na K [u]
mg/dL mg/dL mEq/L mEq/L mEq/L

MO01008 6.2 8.9 144.2 3.93 105.8
M01005 6.9 9.4 145.4 4.08 104.3
M01010 6.4 9.0 145.1 3.90 1055
MO10L1 5.6 2.0 146.4 3.56 108.2
MO01012 5.7 8.8 145.6 3.59 107.5
Number of males 5 5 5 5 5
Mean 62 2.0 145.3 381 106.3
S.D. 0.5 0.2 0.8 0.23 1.6
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Combined repeat dose and reproductive/developmenfal toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats "

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

MMP 1000 mgkg

Male No. Total protein Albumin AIG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Tota bilirubin ALP
g/dL gdL mg/dL mg/dL mg/dL mg/dL UL UL U/L UL pmol/L mg/dL mg/dL mg/dL UL
M04044 54 35 1.84 139 . 34 19 57 67 31 0 231 6.3 14 0.5 0.06 478
M04045 50 34 213 162 40 31 65 61 24 0 242 5.6 13 0.5 0.08 3713
M04046 51 34 2.00 125 41 20 . 63 53 27 0 88 52 14 0.4 0.06 524
M04047 50 35 233 133 54 27 77 72 25 0 172 12.9 17 0.5 0.08 379
M04048 5.5 3.6 1.89 124 40 20 70 87 28 0 437 6.0 12 0.6 0.06 489
Number of males 5 5 s 5 5 5 3 s 5 5 5 5 5 5 5 °S
Mean 52 3.5 2.04 137 42 23 66 68 27 0 234 72 14 0.5 0.07 449
SD. 0.2 0.1 0.20 15 7 ) 5 8 13 3 [ 129 3.2 2 0.1 0.01 68
Significance NS NS NS N$ N§ NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT T TT 1T TT TT TT TT T TT TT
MMP 1000 mgkg
Male No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
M04044 5.9 88 145.1 372 1064
M04045 6.2 8.8 145.9 3.75 108.0
MO04046 6.4 8.4 1449 381 108.7
M04047 6.8 86 1451 3.90 107.5
M04048 5.7 8.8 1453 3.77 109.1
Number of males H 5 5 5 5
Mean 6.2 8.7 145.3 3.7% {07.9
$D. 04 0.2 04 0.07 1.1
Significance NS * NS NS NS
Statistical method T TT T AW T

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.

2563



RERFE S R-13-004

Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 A/G Glucose Total cholesterol Trigly ceride Phospholipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdL gdL mg/dL mg/dL UL UL UL pmol/L. mg/dL mg/dL mg/dL UL
F01005 52 35 2.06 135 51 50 100 66 46 0 37 7.1 11 0.5 0.08 258
F01007 57 40 2.35 109 61 71 126 99 62 0 84 12.0 13 0.5 0.13 215
F01008 6.0 3.9 1.86 13 46 19 85 70 28 0 64 2.9 16 0.5 0.08 187
Folo010 55 3.9 244 129 44 55 99 60 35 0 82 114 15 0.5 0.15 271
F01012 63 4.5 2.50 127 61 33 126 71 45 0 171 96 17 0.6 0.09 283
Number of females 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5 5
Mean 57 4.0 224 123 53 46 107 73 43 0 88 10.6 14 0.5 0.11 242
SD. 04 04 027 11 8 20 18 15 13 0 50 23 2 0.0 0.03 40
Control (vehicte: water for injection)
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dL mEq/L mEq/L mEq/L
F01005 57 8.7 139.5 3.58 1022
F01007 6.2 8.9 143.1 339 § 103.7 §
FoC1008 6.3 9.1 142.9 3.79 106.7
Fo1010 58 3.8 143.9 3.7 106.7
F01012 6.7 9.1 144.6 3.57 104.5
Number of females 5 5 5 5 5
Mean 6.1 8.9 142.8 3.61 1048
$.D. 0.4 0.2 2.0 0.15 2.0

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 28-1-2. Biochemical findings of female rats at the end of the dosing period

MMP 62.5 mgkg
Female No. Total protein Albumin AIG Glucose Total cholesterol Trigly ceride Phosp halipid AST ALT ¥-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
p/dL gdL mg/dL mg/dL deL mg/dL UL U/L UL UL pmol/L mg/dL - mg/dL mg/dL UL
F02014 56 39 2.29 124 47 58 99 67 46 0 39 8.9 11 0.4 0.13 362
F02016 56 3.7 1.95 121 50 63 100 107 12 0 61 15.5 18 0.5 0.07 336
F02017 59 40 211 113 50 31 103 83 48 0 45 96 13 0.5 0.10 512
F02020 63 43 2.15 18 52 47 113 69 44 0 94 123 15 0.6 ’ 0.10 220
F02024 5.8 38 1.90 137 66 16 116 77 41 0 175 4.7 16 ) 0.6 0.09 184
Number of females 5 5 5 S 5 5 5 S S 5 ) 5 5 5 5 5°
Mean 58 39 2.08 123 $3 43 106 81 50 0 83 102 15 05 0.10 323
SD. 0.3 0.2 0.16 9 .7 19 8 16 12 0 56 4.0 3 0.1 0.02 130
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 AN AN KW AN AN KW AN AN AN KW
MMP 62.5 mgkg
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL, mgfdl mEq/L mEq/L mEq/L
F02014 54 89 140.8 374 105.7
F02016 64 88 138.6 452 1023 .
F02017 5.5 9.0 1435 § 353 § 106.4
F02020 6.0 9.7 142.2 5 104.9
F02024 54 92 143.7 312 105.6
Number of females 5 5 5 5 e
Mean 5.7 9.1 L1418 3.68 1050
S.D. 0.4 0.4 2.1 0.52 16
Significance NS NS NS NS NS
Statistical method Kw AN AN AN AN

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

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

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

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period

MMP 250 mgkg
Female No. Total protein Albumin AG "Glucose  Total cholesterol  Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine . Total bilirubin ALP
gL gdL mg/dL mg/dL mg/dL mg/dL UL UL UL UL pmobiL mg/dL mg/dL mg/dL UL
F03026 5.5 38 224 133 48 37 104 73 41 0 64 84 12 05 007 217
F03027 58 39 2,05 121 59 61 122 76 49 Q 65 89 14 0.5 0.15 288
F03028 57 37 1.85 - 124 43 . 27 87 92 51 0 210 93 15 0.5 007 278
F03029 57 39 217 125 48 12 83 72 44 0 90 5.8 n 0.6 0.11 297
F03031 5.7 3.8 2.00 138 36 43 80 82 48 0 193 8.6 o1 0.6 0.07 197
Number of females 5 5 5 5 5 s 5 5 5 5 5 5 5 5 5 5
Mean 5.7 38 2.06 128 47 36 95 79 47 0 124 8.2 14 0.5 0.09 255
S.D. 0.1 0.1 0.15 7 8 18 18 8 4 0 71 14 ‘2 0.1 0.04 45
Significance NS NS NS NS NS NS NS§ NS NS NS NS NS N§ NS NS NS
Statistical method AN AN AN AN AN AN AN AN KwW AN AN KwW AN AN . AN KW
MMP 250 mgfkg
Female No. Inorganic phosphorus Ca Na K &}
mg/dL mg/dL mEq/L mEq/L mEq/L
F03026 59 8.9 1424 379 105.4
" F03027 6.0 9.0 138.0 4.13 104.9
F03028 5.6 2.1 142.1 3.47 104.6
F03029 S5 8.9 1451 338 1100
F03031 5.7 8.8 141.4 361 § 103.9
Number of females 5 5 5 5 5
Mean 57 89 141.8 3167 105.8
SD. 0.2 0.1 2.5 0.30 24
Significance NS NS NS NS NS
Statistical method KW AN AN AN AN

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

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

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

§, Remeasurement
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 28-1-4. Biochemical findings of female rats at the end of the dosing period

MMP 1000 mgkg

Female No. Total protein Albumin AIG Glucose Total cholesterol 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 pmol/L mg/dL mg/dL mg/dL U/L
F04041 5.3 37 2.3t 130 36 L 90 62 34 0 44 86 11 0.5 0.14 189
F04042 59 4.0 2.1t 144 37 67 88 74 40 0 193 26.5 14 05 007 237
F04045 55 39 244 130 35 10 81 88 43 0 60 129 13 0.6 0.08 181
F04047 56 38 2.1 124 51 25 101 72 38 Y 75 75 12 0.5 0.05 198
F04048 58 40 222 133 42 41 101 74 36 0 323 10.0 10 04 Q.14 163
Number of females S 3 5 5 5 5 5 : 5 N S 5 5 5 5 5 5
Mean 5.6 39 224 132 40 44 92 74 38 0 139 13.1 12 G35 0.10 194
SD. 0.2 0.1 0.14 7 7 29 9 9 3 0 118 78 2 0.1 0.04 27
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 AN AN KW AN AN . KW AN AN AN KW
MMP 1000 mgkg
Female No. Inorganic phosphorus Ca Na K Ci
mg/dL mg/dL mEq/L mEq/L mEq/L
F04041 6.5 89 142.0 436 106.1
F04042 7.4 9.0 140.8 3.60 102.0
F04045 50 8.4 1415 3.63 1043
F04047 50 88 144.9 372 108.7
F04048 5.7 9.0 143.0 3.09 105.4
Number of females 5 5 5 5 S
Mean 59 8.8 142.4 3.68 1053
SD. 1.0 0.2 1.6 045 2.5
Significance NS NS NS NS NS
Statistical method Kw AN AN AN AN

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

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

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 Na. Total protein Albumin A/G Glucose  Total cholesterol  Triglyceride Phospholipid AST ALT v-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdL gdL mg/dL mg/dL mg/dL mg/dL UL UL UL UL pmol/L mgdl . mgdL mgidL UL
F05049 53 35 1.94 ) 91 50 7 93 72 39 ] 161 1438 18 0.5 0.18 280
F05050 6.1 4.1 2.05 124 52 15 100 57 26 0 103 135 14 0.5 0.20 149
F05051 535 37 2.06 94 43 14 85 58 25 0 83 62 20 0.5 ) 0.15 144
F05052 59 4.0 2.11 9 59 : 28 106 62 27 0 65 14.1 21 0.5 0.20 9%
FQ5053 59 4.0 2.11 101 39 11 80 84 55 Q 86 82 26 0.6 | . 0.17 176
Number of females S 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 57 39 208 102 419 15 93 67 34 0 100 114 20 0.5 0.18 170
S$D. 0.3 0.3 0.07 13 8 8 11 11 13 0 37 3.9 4 0.0 0.02 68
Control (vehicle: water for injection)
Female No. Inorganic phosphorus Ca Na K Cl
mg/dL mg/dl - mEqL mEq/L mEq/L
F05049 53 83 145.2 374 106.8
F05050 47 8.6 144.9 3.44 105.8
F05051 4.3 83 146.0 353 106.0
F05052 4.0 9.0 146.6 3.55 106.1
F05053 4.3 8.5 145.1 3.57 105.8
Number of females S 5 5 5 5
Mean 4.5 85 145.6 3.57 106.1
S.D. 0.5 0.3 0.7 .11 04
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. Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg

Female No. Total protein Albumin AG Glucose Total cholesterol Trigly ceride Phospholipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gfdL gdL mg/dL mg/dL mg/dL mg/dL UL U/L UL UL pmoll mg/dL mg/dL mg/dL UL
F06059 6.1 43 239 131 63 17 122 50 21 0 247 39.0 11 0.6 030 123
F06060 53 35 1.94 95 54 12 98 57 20 ¢ 140 48.6 1s 0.5 025 126
F06061 53 36 212 94 50 17 95 52 21 0 36 264 12 05 . 031 221
F06062 57 38 2.00 117 . 58 22 119 50 19 0 46 144 19 0.5 0.19 . 168
F06063 5.5 3.6 1.89 126 43 17 100 62 19 0 102 114 14 0.5 . 0.18 242
Number of females 5 H 5 s 5 5 5 5 5 s 5 s s 5 5 5
Mean 5.6 38 2.07 113 55 17 107 54 20 0 114 280 14 0.5 0.25 176
S.D. 0.3 03 0.20 17 6 4 13 5 1 0 85 159 3 0.0 0.06 . 54
Significance NS NS NS$ NS NS NS NS NS * NS NS * * NS * NS
Statistical method TT TT TT TT TT TT TT TT AW TT TT AW TT TT TT TT
MMP 1000 mgkkg
Female No. Inorganic phosphorus Ca Na K Ci
mg/dL mg/dL mEq/L mEq/L mEq/L
F06059 75 9.4 145.6 4.09 101.2
F06060 6.1 8.1 145.0 kv 104.5
F06061 51 8.4 145.9 3.50 104.9
F06062 4.5 8.8 145.3 334 102.7
F06063 53 8.6 146.4 335 107.4
Number of females ) 5 5 5 5
Mean 5.7 8.7 145.6 360 104.1
S.D. 12 0.5 0.5 031 2.3
Significance NS NS NS NS NS
Statistical method 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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period

Control (vebicle: water for injection)

Female No. Total protein Albumin A/G 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 UL UL U/L pmol/L mg/dL mg/dL mg/dL U/L

F05054 5.1 3.5 2.19 105 55 21 100 49 18 0 58 109 14 05 0.07 - 204

FO5055 5.1 36 2.40 105 51 16 94 48 15 0 59 99 © 16 0.6 0.11 - 208

F05056 53 36 212 96 44 13 85 60 24 0 78 435 19 0.6 0.12 31‘2

F05057 56 4.0 2.50 118 47 12 89 69 22 0 94 84 15 0.5 0.12 245

FO5058 5.8 4,1 2.41 108 63 11 101 56 17 0 87 9.4 20 0.7 0,08 189

Number of females 5 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5

Mean 5.4 38 232 106 52 15 94 56 19 0 75 16.4 17 06 0.10 . 231

SD. 0.3 0.3 0.16 8 7 4 7 9 4 0 16 15.2 3 0.1 0.02 50

Control (vehicle: water for injection) '
Female No. Inorganic phosphorus Ca Na K Cl ’
mg/dL. mg/dL mEq/L mEq/L mEg/L

F05054 41 8.0 145.5 3.65 109.1
F05055 4.2 8.0 146.5 3.16 1111
F05056 49 8.0 144.4 3.43 108.5
F05057 34 84 147.6 3.39 112.9
F05058 3.0 8.4 146.4 325 § 109.6
Number of females ) 5 5 5 5
Mean 39 82 146.1 338 110.2

S.D. 0.7 0.2 1.2 019 1.8
§ Remeasurement .
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 28-3-2. Biochemical findings of female rats at the end of the recovery period

MMP 1000 mg/kg

Female No. Total protein Albumin AG Glucose Total cholesterol Trigly ceride Phosp holipid AST ALT y-GTP LDH Bile acid BUN Creatinine Total bilirubin ALP
gdL g/dL mg/dL mg/dL mg/dL mefdL UL UL UL U/L pmol/L mg/dL mgfdL mg/dL UL
F06064 52 3.6 2.25 105 46 13 87 61 23 Q 86 17.6 18 0.7 0.14 270
F06065 54 36 2.00 119 50 15 93 49 20 0 43 i4.2 15 0.6 0.07 201
F06066 49 36 2,77 134 34 8 74 n 33 0 70 119 20 038 0.18 169
F06067 6.0 4.1 2.16 114 52 1 105 62 22 0 98 127 18 0.6 0.07 231
F06068 53 36 2.12 132 54 10 21 67 28 0 237 7.0 22 0.5 0.14 264
Number of females S 5 5 5 5 5 5 5 5 5 5 5 5 5 s 5
Mean 54 37 226 121 47 11 90 62 25 0 107 12.7 19 06 0.12 :227 :
SD. 04 0.2 0.30 12 8 3 11 8 5 0 76 3.9 3 0.1 005 . 43
Significance NS NS NS NS NS NS NS$ NS NS NS§S NS NS NS N8 NS NS
Statistical method TT TT TT TT TT T TT TT TT T AW AW TT TT T TT

MMP 1000 mgkg

Female No. Inorganic phosphorus Ca Na K Cl

mg/dL mg/dL mEq/L mEq/L mEq/L

F06064 47 86 144.6 3.89 106.3
F06065 3.4 8.1 146.1 3.53 108.5
F06066 5.1 89 142.6 521 108.1
F06067 4.4 88 143.0 397 108.3
F06068 4.7 8.7 143.7 3.44 108.8
Number of females 5 5 M S 5
Mean 4.5 8.6 144.0 4.01 108.0

SD. 0.6 0.3 1.4 0.71 1.0
Significance NS . * N§ *
Statistical method TT TT TT AW - 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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/p) (mg) (ngg) (mg) (mg/g) (mg) (mgle) (mg) (mg/®) (mg) (mglg) (mg) (mglp) (mg) (mg/e)
MO1001 497.1 19934 4010 2715 0.546 1380.0 2.776 120229 24.186 1696.8 3413 1670.1 3.360 3366.9 6.773 726.7 1462
MO1002 4583 1985.7 4333 260.3 0,568 1194.8 2,607 10455.0 22.813 1499.0 3271 1605.6 3.503 | 31046 6774 835.8 11.824
M0i003 4334 1945.9 4.490 288.5 0.666 1350.1 3.115 12085.2 27.885 1600.1 3.692 1515.3 3.496 31154 7.188 905.5 2.089
MO1004 4212 1979.4 4633 302.8 0.709 1246.8 2919 10942.8 25.615 1628.8 3.813 15633 3.659 3192.1 7472 7186 . 1.823
M01005 4708 1949.8 4.141 397.5 0.844 1415.9 3.007 12546.8 26.650 1500.0 3.186 15788 3.353 3078.8 6.540 828.7 - 1.760
MO01006 479.8 1933.8 4.030 313.1 0.653 1422.5 2.965 13115.7 27.336 15118 3.151 1499.2 3.125 3011.0 6.276 787.6 1.642
MO01007 480.7 2101.2 4,371 249.9 0.520 1504.3 - 3.129 12451.4 25.903 1474.3 3.067 1501.3 3.123 2975.6 6.190 793.7 " 1.651
Number of males 7 7 7 7 7 ? 7 7 7 7 7 7 7 7 7 7 7
Mean 4639 1984.2 4287 2977 0.644 1359.2 2931 11945.7 25.770 1558.7 3.370 1561.9 3.374 31206 6.745 808.1 1.750
S.D. 25.8 56.3 0.236 49.5 0.112 106.8 0.187 934.5 1.779 837 0.284 62.8 0.199 129.6 0.465 56.0 0.196
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 foc injection)

Male No. Testis (R} Testis {L) Testes Epididymis (R) Epididymis (L) Epididymides

(me) (mgf) (mg) (mgle) (mg) (mge) (mg) (me/2) (mg) (mglg) (mg) (mge)

MO1001 1832.3 3.687 18399 3.701 3672.7 7388 657.0 1322 594.6 1.196 12516 2518
MO01002 16243 3.544 15993 3.490 32236 7.034 663.2 1.447 6212 1355 12844 2.803
M01003 1598.6 3.685 1591.8 3673 31904 7.361 619.6 1.430 6213 1.434 12409 2.863
MoO1004 1427.6 3.342 i441.6 3375 2869.2 6716 656.1 1.536 664.5 1.555 13206 3.091
MO01005 1584.6 3.366 1499.6 3.185 3084.2 6.551 640.3 1.360 6240 1325 12643 2685
M01006 1656.6 3.453 1645.5 3.430 33021 6.882 663.7 1.383 638.6 1331 13023 2714
M01007 15719 3.270 1567.6 3.261 3139.5 6.531 507.3 1.055 521.6 1.098 1034.9 2.153
Number of males 7 .1 7 7 7 7 7 7 7 7 7 7
Mean 16138 3479 1597.9 3.445 3211.7 6.923 629.6 . 1362 613.1 1328 12427 2,690

$.D. 120.7 0.167 126.4 0.194 245.0 0.355 56.1 0.152 43.2 0.149 95.8 0.295

Control {vehicle: water for inj )
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mgfg) (mg) (mg/e) (mg) (me/g) (mg) {mg/p) (mg) (mg/g)

Mo1001 930.9 1.873 1858.4 3.738 305 0.061 24.2 0.049 271 0.055 513 0.103
M01002 601.5 1312 1623.4 3.542 218 0.048 26.7 0.058 275 0,060 54.2 0.118
M01003 7820 1.804 1602.6 3.698 223 0.051 23.7 0.055 26.1 0.060 © 49.8 0.115
M01004 769.3 1.801 1832.4 4.289 212 0.050 256 0.060 24.6 0.058 50.2 0.118
M01005 500.4 1.063 15215 3232 207 0.044 223 0.047 291 0.062 514 0.109
MO01006 646.4 1.347 17069 3.558 177 0.037 236 0.04% 23.8 0.050 47.4 0.099
M01007 389.2 0.810 1307.3 2.720 2238 0.047 22.5 0.047 24.6 0.051 47.1 0.098
Number of males 7 1 7 7 7 7 7 7 7 7 7 7
Mean 660.0 1.430 1636.0 3.540 224 0.048 24.1 0.052 26.1 0.057 502 0.109

S.D. 1838 0411 189.5 0.482 3.9 0.007 1.6 0.005 1.9 0.005 2.5 0.009
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RERE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-2. Organ weights of male rats at the end of the dosing period

MMP 62.5 mgkg
Male No. Body Brain Thy mus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen -

weight (@) (mg (mg/g) (mg) (mg/e) (mg) (mg/a) (mg) (mgd) (mg) (mg'g) (mg) (mg/e) (mg) (mg/g) (mg) (mgle)

MO2013 500.0 1906.0 3.812 2952 0.590 14726 2.945 13842.6 27.685 1679.8 3.360 15923 3.185 32721 6.544 893.5 1.787
M02014 475.0 2276.1 4.792 3076 0.648 1429.6 3.010 12065.6 25.401 1694.4 3.567 1709.3 3.599 3403.7 7.166 810.5 1.706
M02015 483.9 2209.4 4566 210.5 0,435 1704.0 3.521 14079.4 29.096 1776.7 3.672 17387 3.593 35154 7.265 692.7 - 1431
M02016 465.7 T 20869 4481 229.1 0.492 13321 2.860 11402.5 24.485 1684.0 3616 1652.3 3.548 33363 7.164 7269 1.561
M02017 460.8 1997.9 4.336 3491 0.758 1353.3 2.937 11520.2 25.000 15153 3.288 1515.7 3.289 3031.0 6.578 7942 1724
MO2018 4713 1888.7 4.007 271.9 0.577 1385.6 2.940 133325 28.289 1501.3 3.185 14429 3.062 2944.2 6.247 8723 1.851
M02019 492.0 2157.0 4.384 286.6 0.583 1487.3 3.023 122889 24.977 1604.2 3.261 1614.5 3.282 32187 6.542 762.6 1.550
M02020 506.7 21364 4216 4529 0.894 1601.5 3.161 15561.0 30710 1591.9 3142 1608.7 3.175 3200.6 6.317 10163 2.006
MO02021 498.6 21459 4.304 358.3 0.719 1350.4 2.708 14046.8 28.172 1672.4 3354 16353 3.280 33077 6.634 1185.6 12378
M02022 455.1 1916.7 4.212 3355 0.737 1332.8 2929 12251.0 26.919 1694.7 3724 1658.1 3.643 33528 7.367 919.1 2.020
M02023 477.1 1958.8 4.189 264.4 0.554 13246 2.776 12863.1 26.961 15959 3345 1598.0 3.34% 31939 6.694 8419 'l.7_65

M 02024 506.9 1999.2 3.944 516.9 1.020 14485 - 2.858 12704.9 25.064 1606.3 3.169 1528.0 3.014 31343 6.183 . 909.3 1.794
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 .12 12
Mean 482.8 2059.9 4.270 3232 0.667 1435.2 2972 12996.5 26.897 1634.7 3.390 1607.8 3.335 . 32426 6.725 868.7 1.798

SD. 18.0 126.9 0.273 88.6 0.168 1183 0.209 1222.0 1.960 80.0 0.204 826 0.215 - 158.6 0.413 134.5 0.252
Significance NS NS N§ NS NS N§ NS N§ N§ NS NS NS NS NS N§ NS§ NS
Statistical method AN KW AN AN AN AN AN AN AN KW AN DT AN KW AN AN AN

Significantly different from the controt 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).

DT: Analysis by Dunnett ty pe mean rank test.

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period

MMP 62.5 mpkg
MaleNo. Testis {R) Testis (L) Testes Epididymis (R) Epididy mis (L) Epididy mides

e (og ) T e (mg g (mg ) gy

M02013 871.0 3742 1994.1 3.988 3865.1 7.730 749.9 1.500 745.5 1.491 1495.4 2991
M02014 1680.9 3,539 17364 3.656 3417.3 7.194 642.5 1.353 637.1 1.341 1279.6 2694
M02015 1632.5 3.374 1676.4 3.464 3308.9 6.838 5985 1.237 606.7 1.254 12052 2491
M02016 1647.1 3.537 1690.9 3.631 3338.0 7.168 593.5 1.274 617.8 1.327 12113 2.601
Mo2017 1611.0 3.496 1624.8 3.526 32358 7.022 604.3 1311 587.9 1.276 11922 2.587
M02018 1848.1 3.921 1854.1 3.934 3702.2 7.855 700.4 1.486 690.3 1.46% 1390.7 2.951
M02019 18725 3.806 1833.7 3.727 3706.2 7.533 745.9 1.516 718.0 1.459 1463.9 2975
M02020 1668.5 3.203 17242 3.403 33927 6.696 648.0 1.279 640.2 1.263 1288.2 2.542
Mo02021 1848.1 3.707 1874.2 3.789 37223 7.466 700.7 1.405 631.6 1.267 13323 2672
MO02022 1610.4 3.53% 1582.0 3.476 31924 7.015 634.4 1.394 629.8 1.384 1264.2 2.778
MO02023 1756.6 3.682 1721.2 3.608 34778 7.289 594.5 1.246 598.6 1.255 1193.1 2.501
M02024 1726.7 3.406 18722 3.693 3598.9 7.100 630.2 1.243 634.1 1.251 1264.3 2.494
Number of males 12 12 12 12 i2 12 12 12 12 12 12 12
Mean 1731.1 3.587 1765.4 3.655 3496.5 7.242 653.6 1.354 644.8 1.336 1298.4 2.690

SD. 104.4 0.188 120.4 0.180 217.8 0.349 571 Q.105 484 0.092 103.3 0.191
Significance NS NS * NS NS N$ NS N§ NS NS NS NS
Statistical method AN AN DU AN AN AN AN AN AN AN AN AN

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

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis’ test (one-way layout).

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-2 (continued). Organ weights of male rats at the end of the dosing period

MMP 62.5 mgkg

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/9) (mg) (mgfg) (mg) (mgg) (mg) (mg/g)
M02013 802.5 1.6035 1977.0 3.954 23.6 0.047 263 0.053 294 0059 55.7 0.111
M02014 799.5 1.683 1597.0 3.362 17.2 0.036 24.1 0.051 249 0.052 49.0 0.103
M02015 415.3 0.858 15419 3.186 256 0.053 2.5 0.046 237 0.049 46.2 0.095
MO02016 632.1 1.357 1693.8 3.637 18.6 0.040 25.0 0.054 243 0.052 493 0.106
Mo02017 476.7 1.035 1868.4 4.055 222 0.048 272 0.059 270 0.059 542 0.118
MO02018 636.7 1.351 1907.4 4.047 183 0.039 254 0.054 288 0.061 542 0.115
MO02019 669.1 1.360 15249 3.099 26.6 0.054 26.5 0.054 286 0.058 55.1 0.112
M02020 475.1 0938 1764.3 3.482 216 0.043 231 0.046 25.8 0.051 48.9 0.097
M02021 794.4 1.593 1843.7 3.698 235 0.047 23.1 0.046 24.7 0.050 47.8 0.096
M02022 600.5 1319 17189 3. 262 0.058 229 0.050 234 0.051 46.3 0.102
MO02023 539.2 1.130 1660.7 3481 187 0.039 228 0.048 245 0.051 473 0.099
M02024 563.0 L1111 2108.1 4.159 17.7 0.035 24.4 0.048 28.1 0.055 52.5 0,104
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 617.0 1.278 1767.2 3.661 217 0.045 244 0.051 26.1 0.054 50.5 0.105
S.D. 132.2 0.268 179.3 0350 335 0.007 1.6 0.004 2.2 0.004 3.6 0.008
Significance NS NS NS NS NS NS NS NS NS NS§ NS NS
Statistical method AN AN AN AN AN AN DU AN AN AN KW AN

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

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-3. Organ weights of male rats at the end of the dosing period

MMP 250 mgkg

Male No, Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (2) (mg) (mgfg) (mg) (mg®) (mg) (mg/g) (mg) (mg/g) (mg) (mgfg) {mg} (g - (mg) (mg/d) (mg) (mg/g)
M03025 518.9 2062.4 3975 2879 -0.555 1548.9 2,985 137705 26,538 1615.7 3114 1617.5 3017 32332 6.231 860.0 1.657
M03026 438.7 1999.5 4.558 2476 0.564 1393.2 3.176 12000.5 27355 1633.1 3723 1635.0 3727 3268.1 7.450 743.1 1.694.
M03027 475.1 18822 3962 3117 0.656 1415.9 2.980 11773.7 24782 1493.3 3.143 1489.0 3.134 2982.3 6.277 764.8 1610
M03028 457.1 21074 4.610 3072 0.672 12746 2,788 12323.7 26.961 1511.2 3.306 1436.0 3142 2947.2 6.448 1066.4 2333
M03029 4862 1946.9 4.004 409.4 0.842 1459.6 3.002 13363.9 27486 1788.9 3.679 1675.7 3.447 3464.6 7.126 1017.5 12,093
M03030 4332 2002.8 4,145 2123 0.439 14877 3,079 127875 26.464 17774 3678 18427 3814 3620.1 7.492 969.2 2.006
M03031 4543 1935.2 4.260 304.9 0.671 12722 2.800 11396.3 25085 1724.0 3.795 1702.4 3.147 3426.4 7.542 624.8 1.375
M03032 420.7 2060.3 4.897 128.0 0.304 12322 2.929 10189.1 24.219 1682.8 4.000 1758.4 4180 . 34412 8.180 644.7 1,532
M03033 516.5 1850.1 3.582 553.5 1.072 1410.2 2.7130 13406.2 25.956 1547.4 2.996 15179 2.939 3065.3 5.935 1121.6 2172
M03034 492.1 2065.4 4.197 293.7 0.597 1454.9 2.957 14202.0 28.860 2022.5 4.110 2019.6 4.104 4042.1 8.214 879.4 1.787
MO03035 488.3 1928.3 3.949 266.2 0.545 1369.1 2.8304 13670.5 27.996 1817.2 3.721 1840.0 3.768 3657.2 7.490 784.1 1.606
- M03036 486.2 2071.0 4.260 232.6 0.478 1285.3 2.644 13079.1 26.901 1716.6 3.531 1699.5 3.495 3416.1 7.026 833.7 1.715-
Number of males 12 12 12 12 12 12 12 12 2 12 12 12 12 Co12 12 12 12
Mean 476.4 1992.6 4.200 296.3 0.616 1383.7 2.906 12663.6 26.550 1694.2 3.566 1686.1 3551 33803 7.118 859.1 1.798
S.D. 293 83.3 0.355 105.4 0.197 99.1 0.154 1164.3 1.359 149.4 0.355 165.8 0.405 3113 0.754 159.3 .0.289
Significance NS NS NS NS NS NS NS NS NS NS NS NS N§ NS NS NS$ NS
Statistical method AN KW AN AN AN AN AN AN AN KW AN DT AN . Kw AN AN AN

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

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

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

DT: Andalysis by Dunnett ty pe mean rank test.

DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

MMP 250 mg/kg .

Male No. Testis (R) Testis (L} Testes Epididymis (R) Epididy mis (L) Epididy mides
(ng) (g (mg) (g ) (mgle) (mg) (mg) (mg) (mglg (mg) (mgle)
M03025 1881.1 3.625 1833.1 3.533 37142 7.158 693.6 1.337 674.3 1.299 1367.9 2,636
MO03026 1547.1 3.527 1560.7 3.558 31078 7.084 560.4 1.277 565.9 1.290 1126.3 2.567
M03027 1471.7 3.098 1471.7 3.098 2943.4 6.195 588.2 1.238 574.1 1208 1162.3 2.446
M03028 1765.1 3,862 1681.6 3.679 3446.7 7.540 667.4 1.460 644.5 1410 13t1.9 2.870
MO03029 1602.6 3.296 1633.6 3.360 32362 6.656 656.3 1350 602.6 1.239 1258.9 2.589
M03030 1728.2 3.577 1691.4 3.500 3419.6 7077 605.4 1.253 592.3 1.226 1197.7 2479
MO03031 1764.3 3.884 1787.0 3.934 3551.3 7.817 606.9 1.336 612.2 1.348 1219.1 2.683
MO03032 1686.0 4.008 1681.0 3.996 33670 8.003 729.8 1.735 7303 1.736 1460.1 3471
MO03033 1729.9 3.349 1822.3 3.528 3552.2 6.877 582.6 1.128 571.4 1.106 1154.0 2.234
MO03034 1986.9 4,033 2030.8 4.127 4017.7 8.164 718.8 1.461 736.7 1.497 1455.5 2958
MO03035 1587.8 3.252 1552.9 3.180 3140.7 6.432 636.7 1.304 602.5 1.234 12392 2.538
MO03036 1799.0 3.700 1815.9 3,735 3614.9 7.435 651.1 1.33% 657.3 1.352 1308.4 2.691
Number of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 17125 3.601 1713.5 3.602 3426.0 7.203 641.4 1.352 6303 1.32% 1271.8 2.680
S.D. 144.9 0.309 153.5 0313 294.8 0615 54.7 0.151 59.0 0.164 112.0 0.313
Significance NS NS NS NS NS NS NS NS NS NS NS NS$
Statistical method AN AN DU AN AN AN AN AN AN AN AN AN

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

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way lay out).
KW: Analysis by Kruskal-Wallis' test (one-way lay out).

DT: Analysis by Dunnett type mean rank test.
DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

MMP 250 mghkg
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
{mg) (mglg) [ (mgfg) (mg) (mglg) (mg) (g (mg) (mgl) (mg) (mglg)
M03025 546.4 1.053 13868 2673 174 0.034 275 0.053 296 0.057 57.1 a.110
M03026 501.6 1.143 1450.6 3.307 22.7 0.052 21.6 0.049 227 0.052 443 0.101
M03027 558.0 1.174 15474 3.257 20.8 0.044 24.5 0.052 22.1 0.047 46.6 0.098
M03028 5945 1.301 14723 3.221 29.4 0.064 28.1 0.061 257 0.056 53.8 0.118
M03029 443.6 0912 1101.1 2,265 18.1 0.037 30.1 0.062 30.7 0.063 60.8 0.125
M03030 466.4 0.965 2467.6 5.107 18.9 0.03% 28.7 0.059 30.0 0.062 58.7 0.121
M03031 644.7 1.419 1731.4 3811 15.9 0.035 24.7 0.054 26.5 0.058 51.2 0.113
M03032 3808 0.905 1695.7 4.031 204 0.048 259 0.062 217 0.066 536 0.127
M03033 5588 1.082 13239 2.563 24.1 0.047 25.1 0.049 26.2 0.051 513 0.099
M03034 509.4 1.035 1807.3 3.673 253 0.051 30.4 0.062 336 0.068 64.0 0.130
MO03035 613.4 1.256 1871.9 3834 15.7 0.032 18.9 0.039 21.0 0.043 399 0.082
MO3036 654.5 1.346 1585.2 3.260 15.4 0.032 255 0.052 26.2 0.054 51.7 0.106
Nurnber of males 12 12 12 12 12 12 12 12 12 12 12 12
Mean 5393 1.133 1620.1 3.417 20.3 0.043 259 0.055 26.8 0.056 52.8 0111
S.D. 82.9 0.171 344.2 0.759 4.3 0.010 34 0.007 38 0.008 6.9 0.014
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN DU AN AN AN KW AN

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

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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RBRE S R-13-004
Combined repeat dose and reproductive/developméntal toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-4. Organ weights of male rats at the end of the dosing period

MMP 1000 mgkg
Male No. Body Brain Thymus Heant Liver Kidney (R} Kidney (L) Kidneys Spleen

weight (g) (mg) (mglsy (mg (mg/s) (mg) (mg/g) (mg) (mglp) {mg) (mg/n) () (mg/g) (mg) (mgfe) {mg) (mge)

M04037 461.3 2061.6 4.469 144.1 0312 13916 3.017 11644.9 25244 17103 3.708 1740.7 3773 3451.0 7.481 7443 1.613
M04038 473.2 2023.5 4276 249.7 0.528 1558.2 3.293 13036.6 27.550 1485.9 3.140 1520.6 3.213 3006.5 6.354 627.8 1.327
M04039 448.0 1921.9 4290 282.8 0.63¢ 13846 3.091 12967.9 28.946 1628.9 3.636 1700.9 3.797 3329.8 7.433 T 8607 1,921
M04040 487.3 2022.0 4.149 367.7 0.755 1407.8 2.889 14269.5 29283 1654.83 3.3% 1675.7 3.439 33305 6.835 7873 | ‘1616
M04041 4328 2046.8 4.729 2215 0512 1298.5 3.000 11974.3 27.667 1599.2 3.695 1638.5 3.786 32377 7.481 654.3 1.512
M04042 496.9 1988.4 4.002 309.0 0.622 1475.9 2.970 144943 29.169 1804.5 3.632 17135 3.448 3518.0 7.080 829.9 1.670
M04043 492.7 2027.7 4.115 200.2 0.406 1465.1 2.974 14276.4 28.976 2142.2 4.348 1982.8 4.024 4125.0 8.372 785.2 1.594
Number of males 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Mean 470.3 2013.1 4.290 2536 0.538 1426.0 3.033 13237.7 28.119 1718.0 3.651 17104 3.640 3428.4 7.291 755.6 1.608

S.D. 24.1 46.2 0.244 74.0 0.148 82.6 0.129 1152.5 1.453 211.1 0.369 140.0 0.280 348.2 0.631 86.8 0.178
Significance NS NS§ NS NS NS NS§ NS NS NS NS NS§ * N$ NS$ N§ NS§ NS
Statistical method AN KW AN AN AN AN AN AN AN KW AN DT AN Kw AN AN AN

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period

MMP 1000 mgkg

Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididymis (L) Epididy mides
(mg) (mglg) (mg) {mg/g) {mg) (ngl) {mg) (mg/g) (mg) (mg/g) (mg) (mg'g)
M04037 15163 3.287 1541.5 3342 30578 6,629 534.1 1.158 619.4 1.343 1153.5 2.501
M04038 1597.6 3376 1578.4 3.336 3176.0 6.712 557.7 L.179 546.9 1.156 1104.6 2334
M04039 1619.0 3614 1617.8 3611 323638 7.225 568.1 1.268 576.9 1.288 1145.0 2.556
M04040 1618.7 3322 1561.1 3.204 31798 6.525 596.5 1.224 581.4 1.193 11779 2,417
M04041 17423 4.026 1766.4 4.081 35087 8.107 656.9 1.518 649.0 1.500 1305.9 3.017
M04042 1555.1 3.130 1577.9 3.175 3133.0 6.305 537.4 1,082 530.6 1.068 1068.0 2,149
M04043 1774.0 3.601 1698.3 3.447 34723 7.047 671.6 1.363 6304 1.279 1302.0 2.643
Number of males 7 1 7 7 7 . 7 7 7 7 7 7 7
Mean 1631.9 3.479 1620.2 3.457 32521 6.936 5889 1.256 590.7 1.261 11796 2517
S.D. 94.1 0.296 82.4 0.312 172.0 0.603 55.7 0.146 44.0 0.140 92.1 0.273
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN DU AN AN AN AN AN AN AN AN AN

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

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

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

DT: Analysis by Dunnett type mean rank test.

DU: Analysis by Dunaett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-1-4 (continued). Organ weights of male rats at the end of the dosing period

MMP 1000 mgkg

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

) (g2 (e (mg®) @ (ge) (o) (mg®) (me) (g ) )

M04037 548.4 1.189 1756.0 3.807 15.3 0.033 255 0.055 28.5 0.062 54.0 0.117

M04038 3450 0.72% 1336.6 2.825 18.6 0.039 22.1 0.047 21.8 0.046 43.9 0.093
M04039 574.6 1.283 1550.2 3.460 22.8 0.051 209 0.047 2238 0.0571 437 0.098

M04040 519.5 1.066 1599.3 3.282 250 0.051 215 0.044 238 0.045 453 0.093
M04041 5196 1.201 14444 3.337 215 0.050 18.7 0.043 213 0.045 40.0 0.092

M04042 606.8 1.221 1936.7 3.898 19.1 0.038 226 0.045 22.4 0.045 45.0 0.091

M04043 391.1 0.794 1799.1 3.652 17.5 0.036 252 0.051 21.7 0.056 52.9 0.107
Number of males 7 7 7 7 7 7 7 7 7 7 7 7
Mean 500.7 1.069 1631.8 3.466 20.0 0.043 224 0.047 240 0.051 46.4 ©.099

S.D. 96.6 0221 210.7 0.365 33 0.008 2.4 0.004 29 0.006 5.1 0.010
Significance NS NS NS NS NS$ NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN DU AN « AN AN Kw AN

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

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 29-2-1. Organ weights of male rats at the end of the recovery period

Contro) (vehicle: water for injection)

MaleNo. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight () ) (g ) (mgle) (me) (mgg (mg) (mgp (mg) (mg® (g (mglg) (mg) (g ) (gl
MO01008 507.2 20258 3.994 2154 - 0,428 14526 2.864 12481.6 24.609 1575.8 3.107 1667.3 3.288 32436 6.395 8125 1.602
M01009 499.5 20143 4.033 213.6 0.428 13873 29717 129315 25.889 1668.0 3.339 1600.3 3.205 32688 6.544 784.4 1.570
M01010 508.2 19726 3382 299.6 0.550 13803 2716 13551.0 26.665 1608.0 3.164 1635.0 3.217 32430 6.381 984.1 1.936
M01011 508.0 1872.7 3.686 202.8 0.399 1356.2 2.670 13405.1 26.388 1361.4 2.680 14237 2.803 2785.1 5482 9233 1.818
M01012 516.2 2053.0 3977 332.5 0.644 1638.8 3.175 13503.6 - 26.160 1775.0 3.439 1835.7 3.556 3610.7 6.995 917.8 1.778
Number of males 5 5 5 5 S 5 5 5 5 5 5 ) 5 5 5 5 . 5
Memn 507.8 1987.7 3914 2528 0.497 1443.0 2,840 131746 25.942 1597.6 3.146 16326 3.214 32302 6.359 884.4 1741
S.D. 5.9 70.5 0.13% 59.1 0.112 115.1 0.201 458.9 0.798 152.3 0.292 147.6 0.270 293.6 0.550 833 0.153

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 Epididymis (R) Epididymis (L) Epididymides
(mg) (mg/g) (mg) (mgfe) (mg) (mg/g) (mg) (mglp) (mg) (mg/e) (mg) (mgg)
M01008 19572 3.859 1817.1 3.583 37743 7.44] 7535 1.486 744.4 1.468 1497.9 2,953
M01009 1624.4 3.252 1655.4 3314 3279.8 6.566 578.1 1157 624.2 1.250 1202.3 2.407
Mo01010 1618.1 3.184 16734 3.293 32915 6477 6302 1.240 639.0 1.257 1269.2 2.497
MO1011 1608.4 3.166 1652.4 3.253 3260.8 6419 608.7 1.198 610.2 1201 1218.9 2.399
M01012 1737.9 3.367 1723.0 3.338 3460.9 6.705 691.3 1.339 623.1 1.207 13144 2.546
Number of males S 5 5 5 5 5 5 5 5 5 5 5
Mean 1709.2 3.366 17043 3.356 34135 6.722 6524 1284 6482 1277 1300.5 2.560
S.D. 1483 0.287 69.1 0.131 217.1 0.416 70.1 0.132 54.7 0.110 1188 0.228

Conlrol (vehicle: water for injection)

Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gland (L} Adrenal glands
(mg) (mg/g) (mg) (mgfp) (mg) _(mgp) (mg) {mg/g) (mg) (mg/e) (mg) (mg/g)
M01008 5952 1174 1524.3 3.005 223 0.044 302 0.060 313 0.062 613 0.121
MO1009 5382 1.077 14709 2,945 26.2 0.052 216 0.043 25.4 0.050 46.7 0.093
MO10i6 465.5 0.916 18703 3.680 283 0.056 312 0.061 353 0.069 665 0.131
Molol1 264.2 0.520 1426.6 2.808 4.7 0.049 304 0.060 319 0.063 62.3 0.123
M01012 753.2 1.459 144].1 2.792 13.1 0.025 27.1 0.052 30.0 0.058 57.1 0.111
Number of males 5 5 S 5 5 5 5 5 5 5 5 5
Mean 5233 1.629 1546.6 3.046 229 0.045 28.1 0.055 30.7 0.060 588 0.116
S.D. 1794 0.346. 184.8 0.366 53 0.012 4.0 0.008 37 0.007 7.6 0.015
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HBE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mghkg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mgfe) (mg) (mglg) (mg) (mg/s) (mg) (mglg) (mg) (mg/g (mg (mglg) (mg (mg/g) (mg) (malp)

M04044 5027 2018.6 4.016 314 0.619 14643 2913 12548.8 24.963 17238 3.429 17134 3.408 34372 6.837 794.9 1.581
MO04045 4769 2050.3 4.299 257.7 0.540 1246.5 2.614 11867.4 24.884 1556.0 3.263 1588.7 3.331 " 31447 6.594 5723 1.200
M04046 493.8 2088.0 4.228 251.6 0.510 1473.7 2.984 127628 25.846 16742 33% 16323 3.306 3306.5 6.696 789.1 1.598

M04047 5579 2047.2 3.669 2321 0.416 1793.1 3.214 12595.1 22576 1777.4 3.186 1824.4 3.270 36018 6.456 7774 1.393

M04048 550.4 2130.1 3.961 189.0 0.343 1548.0 2813 13326.8 24.213 17747 3.224 1705.2 3.098 3479.9 6.322 7194 1.307
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 : 5 5 5 5 -1
Mean 5163 2076.8 4.035 248.3 0.486 1505.1 2.908 12620.2 24.496 1701.2 3298 1692.8 3283 33940 6.581 730.6 1416’

S.D. 358 62.8 0.248 44.2 0.108 196.4 0.221 522.5 1.220 916 0.106 90.0 0.115 174.8 0.201 93.4 0.173
Significance NS N§ NS NS NS N§ NS NS NS NS NS NS NS§ NS NS . .
Statistical method AW TT TT TT TT TT TT TT TT TT TT TT TT . TT TT TT TT

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

AW: Analysis by Aspin-Welch t-test.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

MMP 1000 mgkg

Male No. Testis (R) Testis (L) Testes Epididy mis (R) Epididy mis (L) Epididy mides
(g (ele) (mg) (wge) (mg) (g (mg) (mel) () () (g (me/g)
M04044 1502.9 2990 1424.1 2.833 2927.0 5,823 5883 1.170 5743 1.142 11626 2313
M04045 16684 3,498 1693.5 3.551 3361.9 7.049 6133 1.286 5875 1232 1200.8 2518
MO04046 1709.4 3,462 1654.9 3.351 3364.3 6.813 609.7 1.235 5744 1.163 1184.1 2398
M04047 1900.1 3.406 1836.8 3292 3736.9 6,698 657.6 1.179 633.4 1.135 1291.0 2314
M04048 1760.3 3.198 1855.8 3372 3616.1 6.570 731.9 1.330 726.6 1.320 1458.5 2.650
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1708.2 3311 1693.0 3.280 34012 6.591 640.2 1.240 619.2 1.198 1259.4 2439
SD. 1443 0214 173.9 0.268 3109 0.464 57.1 0.069 64.7 0.078 1216 0.145
Significance NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT TT TT TT
MMP 1000 mgkg .
Male No. Prostate, ventral Seminal vesicles Thyroid gland Adrenal gland (R) Adrenal gand (L) Adrenal glands
(mg (g (mg) (g (mg) (mgi) (g (mgk) (mg) (mg (g (g
M 04044 7303 1453 21414 4.260 21.8 0.043 285 0.057 297 0.059 58.2 0.116
M 04045 458.9 0.962 1841.7 3.862 17.0 0.036 265 0.056 265 0.056 53.0 0.11
M 04046 596.2 1207 1550.1 3.139 203 0.041 20.7 0.042 235 0.048 442 0.090
M 04047 7203 1.2%9i 1623.2 2.909 336 0.060 220 0.039 243 0.044 46.3 0.083
M04048 665.6 1.209 22151 4.025 224 0.041 26.6 0.048 282 0.051 54.8 0.100
Number of males 5 5 s 5 5 5 5 5 5 5 S 5
Mean 6343 1.224 1874.3 3.639 23.0 0.044 249 0.048 264 0.052 513 0.100
SD. 111.6 0.178 298.6 0.585 6.3 0.009 33 0.008 26 0.006 5.9 0.014
Significance NS NS N§ NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT T TT TT- TT TT TT

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

NS: Not significantly different from the control group.

AW: Analysis by Aspin-Welch t-test.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methy! 3-methoxypropanoate 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 i Spleen
weight (g} (mg) (mg/p) {mg) (mgld) (mg) (mg/s) (mg) (mg/g) (mg) (mgfg) (mg) (mg/g) (mg) (mg/g) (mg) (mgg)
Fo1001 3475 20343 5.854 168.0 0.483 1045.2 3.008 11097.4 31.935 1096.4 3.155 1084.0 3.119 21804 6.275 664.9 1.913
Fo1002 285.0 18749 6.579 183.8 0.645 895.2 3,141 8603.0 30.186 1112.8 3.905 11911 4.179 2303.9 8.084 628.5 2.205
FOI1003 3135 1719.7 5.485 2341 0.747 1030.3 3286 10395.6 33.160 1044.6 3332 1040.4 3.319 2085.0 6.651 707.7 2.257
FOLO04 33438 19707 5886 186.4 0.557 11592 3.462 107934 32.238 1140.5 3.407 1210.6 3.616 2351.1 7.022 3223 2.458
F01005 3220 1960.3 6.088 206.0 0.640 1014.4 3.150 101028 31.375 1034.4 3212 10132 3.147 20476 6.359 668.7 2.077
F01006 3141 19454 6.194 127.4 0.406 10792 3436 10157.5 32.338 1073.1 3416 11000 3.502 2173.1 6.918 793.5 2.526
F01007 304.3 1900.1 6.244 130.5 0.429 1030.8 3387 9841.0 32340 1063.5 3.495 1006.9 3.309 20704 6.804 560.4 i.842
FO1008 296.4 1976.0 6.667 217.2 0.733 955.6 3224 3033.0 27.102 997.0 3.364 979.1 3.303 1976.1 6.667 5500 1.856
FO01009 300.7 17983 5.980 176.9 0.588 1076.1 3.579 10439.6 34718 11443 3.805 10972 3.649 22415 7.454 766.6 2:549
FO1010 3298 1868.2 5.665 3235 0.981 982.5 2979 10478.5 31.172 1036.8 3144 1008.2 3.057 2045.0 6.201 750.8 2277
FO1011 286.7 1909.8 6.661 193.5 0.675 951.6 3319 10246.6 35.740 1041.4 3.632 10140 3.537 2055.4 7.16% 724.6 2.527
F01012 343.0 1961.3 5.718 274.3 0.800 1143.8 3.335 11512.3 33.564 1065.7 3.107 1058.9 3.087 21246 6.194 833.5 2.430
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 Y
Mean 3148 1909.9 6.085 201.8 0.640 1030.3 3.276 10141.7 32206 1070.9 3415 1067.0 3.402 21378 6.817 706.0 2.243
S.D. 21.0 86.2 0.396 55.9 0.164 719 0.183 972.4 2.188 45.0 0.258 13.6 0.320 1145 0.565 94.5 0.267

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

Control (vehicle: water for injection)

Female No. Ovary (R) Ovary (L) Qvaries Uterus Thy roid gland Adrenal gand (R) Adrenal gland (L) Adrenal gands
) (g ) g o) ) (mg) (g ) ) YY) ) ) ) i
F01001 708 0.204 50.7 0.146 215 0,350 639.3 1.840 255 0.073 443 0.127 437 0.126 88.0 0.253
F01002 367 0.129 408 0.143 775 0.272 567.6 1.992 16.1 0.056 31.0 0.109 324 0114 634 0.222
F01003 60.6 0.193 45.6 0.145 1062 0.339 613.0 1.955 15.5 0.049 375 0.120 373 0.119 748 0239
F01004 619 0.185 §5.3 0.165 1172 0.350 550.1 1.643 17.7 0.053 429 0.128 51.3 0.153 942 0.281
F01003 39.7 0.185 49.9 0.155 109.6 0.340 648.3 2.013 14.8 0.046 36.1 0112 40.2 0.125 763 0.237
F01006 703 0.224 589 0.188 129.2 0.411 547.1 1.742 14.1 0.045 332 0.106 352 0.112 68.4 0218
F01007 49.4 0.162 73.9 0.243 1233 0.405 513.9 1.689 13.7 0.045 40.7 0.134 38.7 0.127 794 0.261
F01008 50.9 0.172 546 0.184 105.5 0.356 684.1 2308 185 0.062 24.1 0.081 30.0 0.101 . 541 0.183
F01009 55.7 0.185 485 0.161 104.2 0.347 682.4 2.269 16.9 0.056 43.1 0.143 46.8 0.156 859 0299
Fo1010 5t3 0.156 419 0.127 932 0.283 598.4 1.814 153 0.046 375 0.114 41.1 0.125 78.6 . 0238
Fo01011 543 0.189 56.4 0.197 1107 0.386 4932 1.720 15.7 0.055 46.1 9.161 50.0 0.174 96.1 0335
F01012 52.0 0.152 56.1 0.164 108.1 0.315 574.3 1.674 19.8 0.058 44.2 0.129 46.4 0.135 90.6 0.264
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 561 0.178 52.7 0.168 108.9 0.346 592.6 1.888 17.0 0.054 T 384 0.122 41.1 0.131 79.5 0.253
S.D. 94 0.025 8.9 0.031 13.9 0.043 62.6 0.225 3.2 0.008 6.5 0.020 6.3 0.021 13.0 0.040
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 30-1-2. Organ weights of female rats at the end of the dosing period

MMP 62.5 mgkg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g} (me) (mg) e (mglg) (mg) (mg'g) (mg) (mgn) mp _ (ugn (mg) (mg®) (mg) (mglg) (mg) (e
F02013 28483 1852.7 6.505 130.5 0.458 882.3 3.100 9224.7 32.390 1026.6 3.605 1038.0 3.645 2064.6 7.249 625.8 2.197
Fo2014 3121 1985.7 6.362 192.0 0615 10111 3.240 10087.6 32322 1179.2 3778 1183.3 311 2362.5 7.570 791.1 2.535
F02015 3245 1856.9 5722 199.6 0.615 1038.6 3.201 9899.1 30.506. 1103.5 3.401 1124.7 3.466 22282 6.867 682.0 2.102
F02016 2974 1900.0 6.389 177.9 0.598 913.0 3.070 101924 34272 1068.1 3.591 1026.3 3.451 20944 7.042 707.6 2.379
F02017 299.4 1999.6 6.679 229.7 0.767 1017.4 3.398 10256.8 34258 1080.2 3.608 10473 3.498 21275 7 7.106 735.5 2457
F02018 345.7 1959.3 5.668 285.3 0.825 11514 3.331 '10805.1 31.256 1225.6 3.545 12235 3.539 2449,1 7.084 900.9 2.606
F02019 284.3 1926.6 6,771 207.4 0.730 993.5 3.495 10046.4 35337 1032.2 3.631 1056.7 3717 2088.9 7.348 7434 2,615 -

F02020 349.1 20232 5.795 2519 0.722 11324 3.244 11941.0 34.205 1093.8 3.133 1054.1 3.019 2147.9 6.153 659.3 1.889
F02021 3158 2008.5 6.360 303.2 0.960 1055.3 3342 11267.7 35.680 12147 3.846 11458 3.628 2360.5 7475 807.8 2.558
F02022 346.3 1876.3 5418 270.9 0.782 12437 3.591 11795.3 34.061 1167.2 3370 1061.6 3.066 2228.8 6.436 905.1 2.614
F02023 3244 18258 5628 2748 0,847 11002 3.391 10305.2 31767 1030.5 3177 1065.4 3.284 2095.9 6.461 563.4 1737
F02024 297.2 2088.7 7,028 168.1 0.566 965.7 3.249 10277.8 34.582 970.3 3.265 1013.7 3411 1984.0 6.676 579:4 1.950
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 3151 1941.9 6.194 224.3 0.707 1042.1 3.304 10508.3 33.386 1099.3 3.496 1086.7 3.460 2186.0 6,956 725.1 2303

SD. 233 81.5 0.526 53.5 0.141 102.7 0.152 300.0 1.672 81.4 0.227 66.7 0.239 141.7 0.445 112.3 0317
Significance NS§ N§ NS NS$ NS NS NS NS NS NS NS NS NS N§ NS NS N§-
Statistical method AN AN AN AN AN AN . AN DU DU DU AN DU AN 218) AN AN AN

Significantly different from the control group (*: P<0,05, **: P<0.01).
NS: Not significantly different from the contsol group.

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

DU: Analysis by Dunnett's test.
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RERFE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 30-1-2 (continued). Organ weights of female rats at the end of the dosing period

MMP 62.5 mg/kg .
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mglp) (mg) (mgfe) (mg) (mg/g) (mg) (mg/g) _(mg) (mg/g) (mg) (ng/e) . (mg) (mgl) (mg) (mg/e)

F02013 40.9 0.144 652 0.229 106.1 0.373 5834 2.048 13.7 0,048 419 0,147 41.5 0.146 834 0.293
F02014 453 0,145 43.7 0.140 39.0 0.285 578.7 1.854 17.7 0.057 36.1 0116 42.7 0.137 78.8 0.252
F02015 524 0.161 452 0.139 97.6 0.301 673.4 2.075 11.6 0.036 44.0 0.136 46.8 0.144 90.8 0.280
F02016 402 0.135 510 0.171 912 0.307 592.8 1.993 15.6 0.052 36.8 0.124 383 0.129 751 0.253
F02017 48.1 0.161 413 0.138 894 0299 477.3 1.594 174 0.058 419 0.140 425 0.142 844 0.282
F02018 542 0,157 56.0 0.162 1102 0.319 737.0 2132 246 0.071 370 0.107 39.5 0.114 76.5 0.221
F0201% 543 0.191 532 0.187 107.5 0378 776.6 2,732 151 0.053 45.6 0.160 50.5 0.178 96.1 0.338
F02020 74.4 0213 66.6 0.191 1410 0.404 633.7 1.815 17.8 0.051 470 0.135 499 0.143 96.9 0278
F02021 415 0.131 45.2 0.143 86.7 0275 5153 1.632 17.0 0.054 414 0.131 45.7 0.145 87.1 0.276
F02022 64.6 0.187 583 0.168 122.9 0.355 529.0 1.528 21.2 0.061 404 017 393 0.113 79.7 0.230
F02023 67.7 0.209 46.5 0.143 114.2 0.352 608.9 1.877 18.8 0.058 4.1 0.136 438 0.135 87.9 0271
F02024 59.9 0.202 54.4 0.183 1143 0.385 577.6 1.943 16.9 0.057 39.7 0.134 43.3 0.146 83.0 0.279
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 53.6 0.170 522 0.166 105.8 0336 607.0 1.935 17.3 0.055 413 0,132 43.7 0.139 85.0 0.271

SD. 11.2 0.029 83 0.028 16.2 0.044 87.7 0.317 34 0.008 35 0.014 4.0 0.017 7.1 0.030
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 AN AN AN AN AN AN AN AN AN AN

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

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

DU: Analysis by Dunnett's test.

277



ABRE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 30-1-3. Organ weights of female rats at the end of the dosing period

MMP 250 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight () o) (mgle) ) (g e (mg) ) (mgle) ) ge) ) =T (mg g~ (oo (mgg)
F03025 326.6 -1852.7 5.673 2254 0.690 1039.1 3.182 9860.0 30.190 1049.2 3212 1064.0 3.258 2113.2 6.470 624.2 1.911
F03026 303.2 1789.8 5.903 214.5 0.707 1006.2 3.319 10284.3 33919 997.8 3.291 978.7 3.228 1976.5 6.519 674.8 2226
F03027 306.2 1843.8 6.022 139.1 0.454 903.8 2,952 10457.1 34.151 991.7 3.239 920.0 3.005 1911.7 6.243 7345 2399
F03028 302.6 1975.5 6.528 2720 0.899 1018.1 3.365 10517.2 34756 1086.6 3591 10417 3.442 21283 7.033 787.4 2.602
FO3029 3009 1903.1 6.325 1195 0.397 994.6 3.305 9434.7 31.355 8773 2916 845.0 2.808 17223 5724 595.7 1.980
F03030 3496 a) 20529 a) 5872 a) 376.2 a) 1.076 2) 1032.6 a) 2954 a) 118133 a) 33791 a) 1161.0 a) 3321 @) 1104.5 a) 3.159 a) 2265.5 a) 6.480 a) 586.4 a) 1.677 2)

F03031 305.4 1882.7 6.165 219.3 0.718 10129 kxIV] 10164.8. 33.284 1008.8 3.303 1019.6 3.339 2028.4 6,642 746.4 2.444
F03032 3219 1864.0 5.791 128.7 0.400 970.8 3.016 10839.8 33674 984.7 3,059 942.2 2927 19269 5.986 642.6 1.996
F03033 339.9 1899.3 5.588 267.8 0.788 1021.2 3.004 10499.1 30.889 999.3 2.940 962.6 2.832 19619 s.112 919.4 2.705
F03034 3137 2001.5 6.380 156.2 0.498 © 10345 3.298 10659.3 33979 - 1070.3 3.412 10043 3.201 2074.6 6.613 828.1 2.640
F03035 3206 1899.5 5928 167.6 0.523 1082.1 3.375 90728 28.299 1120.5 3.495 11543 3.600 2274.8 7.095 634.7 1.980
F03036 291.8 1862.4 6.382 238.6 0.818 961.2 3.294 8825.9 30.246 1012.8 3.471 942.6 3230 1955.4 6.701 763.8 - 2.618
Number of females 11 11 n 11 n 11 11 1 11 11 11 1t -1 1 11 11 11
Mean 3121 1888.6 6.062 195.3 0.627 1004.0 3.221 10055.9 32249 1018.1 3.266 988.6 3170 2006.7 6.436 722.9 2318

SD. 139 59.3 0316 55.2 0.178 46.8 0.156 672.0 2.128 64.3 0.223 82.2 0,252 143.1 0.462 99.3 0.309
Significance NS NS NS§ NS NS NS NS NS NS NS N§ * NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU DU DU . AN DU AN DU AN AN AN

) Excluded from data analysis (not delivery, dead fetal remnant).
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.
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g5 R-13-004

Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 30-1-3 (continued). Organ weights of female rats at the end of the dosing period
MMP 250 mgkg
Femate No. Ovary (R) Ovary (L) Ovaries Uterus Thy roid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mgg) (mg) (mgs) (mg) (mgg) (mg) (mgp (mg) (g/e) (mg) (mg® (mg) (mglg) (@e (gl
FO3025 529 0.162 50.7 0.155 103.6 0.317 5343 1.636 14.2 0.043 378 0.116 41.2 0.126 790 0.242
F03026 43.6. 0.144 459 0.151 89.5 0.295 684.2 2257 16.4 0.054 354 0117 397 0.131 751 0.248
F03027 365 0.119 416 0.136 78.1 0.255 560.2 1.830 105 0.034 31.0 0.101 321 0.105 63.1 0.206
FO3028 544 0.180 66.0 0.218 1204 0.398 625.8 2.068 17.5 0.058 46.2 0.153 49.2 0.163 954 0.315
F03029 533 0.177 412 0.137 94.5 0314 646.0 2.147 204 0.068 354 0.118 284 0.094 63.8 -0.212
F03030 550 a) 0.157 a) 415 a) 0.119 a) 96.5 a) 0276 a) 10759 a) 3.078 a) 215 a) 0.061 a) 255 a) 0.073 a) 26.8 a) 0.077 a) 523 a) 0.150 a)
F03031 479 0.157 46.3 0.152 942 0.308 555.5 1.819 18.0 0.059 4277 0.140 475 0.156 902 0.295
F03032 424 0.132 473 0.147 89.7 0.279 5511 1.712 9.5 0,030 409 0.127 386 0.120 79.5 0.247
F03033 573 0.169 46.7 0.137 104.0 0.306 739.9 2177 240 0.071 324 0.095 348 0.102 672 0.198
F03034 633 0.202 58.5 0.186 121.8 0.388 681.2 2172 21.0 0.067 38.1 0121 40.8 0.130 78.9 0.252
F03035 48.6 0.152 43.8 0.137 92.4 0.288 568.8 1.774 15.3 0.048 25.7 0.080 26.3 0.082 520 0.162
F03036 37.6 0.129 49.5 0.170 87.1 0.298 625.5 2.144 15.9 0.054 35.6 0.122 42,9 0.147 78.5 0.269
Number of females 11 11 11 11 11 11 11 11 11 1 n 11 11 11 1 11
Mean 489 0.157 489 0.157 97.8 0313 615.7 1.976 166 0.053 36.5 0.117 383 0.123 74.8 0.241
SD. 83 0,025 74 0.026 13.6 0.043 67.3 0.223 43 0.013 57 0.020 73 0.026 12.5 0.044
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 AN AN AN AN AN AN 'AN AN AN AN

a) Excluded from data analy sis (not delivery, dead fetal remnant).
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.
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ABRES R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 30-1-4. Organ weights of female rats at the end of the dosing period

MMP 1000 mgikg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mglp) (mg) (mgle) (mg) (mg/g) (mg) (mglg) (mg) (mg/e) (mg) (mg/e) (mg) (mglp) (mg) (mgfg)
F04037 3119 1776.1 5.694 251.2 0.805 1009.6 3.237 10422.2 33415 1038.4 3.329 9813 3.146 2019.7 6.475 8273 . 2652
F04038 2970 b 1802.7 b) 6.070 b) 2173 b) 0.732 b) 868.6 b) 2.925 b) 113984 b) 38.378 b) 11116 b) 3.743 b) 1003.6 b} 3.379 b) 21152 b) 7122 b) 479.7 b) 1615 b)
F04039 3129 2017.0 6446 195.7 0.625 11396 3.642 11082.5 35419 1031.9 3.298 10970 3.506 21289 6.804 8721 2787
F04040 3394 1814.1 5345 2102 0.619 1091.1 3.215 11843.5 34.895 1192.0 3512 11814 3.48t 23734 6.993 805.2 - ‘2372
F04041 306.1 1905.5 6.225 93.1 0.304 997.7 3.259 10850.4 35.447 1026.1 3352 1026.2 3.352 2052.3 6.705 642.9 2,100
F04042 3308 1977.0 5.976 256.9 0.777 1099.5 3.324 12195.1 36.865 1187.2 3.589 11478 3470 2335.0 7.05% 863.1 2,609
F04043 3013 ¢ 1869.9 ©) 6.206 ©) 78.0 c) 0.259 ¢) 925.7 ¢) 3.072 o 134901 ¢) 44.773 ¢ 1269.5 ¢) 4213 o) 12700 ¢} 4215 ¢) 25395 ¢} 8.428 ¢) 1368.0 ¢) 4.540 ¢)
F04044 3510 b) 19433 b) 5.536 b) 268.7 b) 0.766 b) 11833 b) 3371 b) 134428 b} 38.299 b) 1082.6 b) 3.084 b) 10138 b) 2.88% b) 2096.4 b) 5.973 b) © 7409 b) 2111 b)
F04045 323.7 1906.0 5.888 178.6 0.552 1154.7 3.567 11460.9 35.406 1062.7 3.283 10218 3.157 2084.5 6.440 655.0 2.023
F04046 3113 1936.5 6.221 2111 0.678 1097.5 3.526 11135.7 35.772 11128 3575 1098.4 3.528 22112 7.103 863.9 2775
F04047 3354 1944.6 5.798 194.2 0.579 1060.4 3.162 10569.5 31.513 968.2 2.387 968.4 2.887 1936.6 5774 6763 2018
F04048 3229 1967.8 6.094 231.4 0.717 1137.8 3.524 11417.7 35.360 1129.8 3.499 11918 3.691 2321.6 7.190 632.8 1.960
Number of females 9 9 9 9 9 9 9 9 9 9 9 9 9 . 9 9 9 9
Mesn 3216 1916.1 5.965 2025 0.628 1087.5 3.384 112197 34.899 10832 3.369 10793 3.358 21626 6.727 759.9 2.366
S.D. 11.8 715 0.330 48.7 0.149 55.8 0.180 576.5 1.555 76.8 0.216 84.0 0.24% 1552 - 0.447 105.1 0.346
Significance NS NS NS NS NS NS§ NS i - NS NS NS§ NS NS§ N§ NS NS
Statistical method AN AN AN AN AN AN AN bU DU DU AN DU AN DU AN AN AN

b) Excluded from data analysis (not pregnant).

©) Excluded from data analysis (total litter loss).

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

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

DU: Analysis by Dunnett's test.
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HEREE :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 30-1-4 (continued). Organ weights of female rats at the end of the dosing period

MMP 1000 mgkg .
Female No. Ovary (R) Ovary (L) Ovaries Uterus - Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mglg (mg) (mg'2) (mg) (mgd) (mg) (mg) (mg) (mgp) (mg) (mgg) (mg (g (mg) (mgfg)
F04037 50.1 0.161 41.7 0.134 9138 0.294 456.8 1.465 18.7 0.060 351 0.113 36.8 0.118 719 0231
F04038 323 b) 0.109 b) 362 b) 0.122 b) 68.5 b) 0.231 b) 507.1 b) 1.707 b) 17.7 b) 0.060 b) 27.1 b) 0.091 b) 318 b) 0.107 b) 58.9 b) 0.198 b)
F04039 63.8 0.204 535 0.171 117.3 0.375 642.3 2.053 203 0.065 423 0.135 46,7 0.149 89.0 0.284
F04040 497 0.146 437 Q.129 934 0.275 559.0 1.647 213 0.063 348 0.103 36.7 0.108 715 0.211
F04041 345 0.113 524 017 86.9 0.284 633.5 2.070 11.2 0.037 35.8 0.117 338 0.110 69.6 .0.227
F04042 454 0.137 52.1 0.157 97.5 0.295 618.7 1.870 15.9 0.048 383 0.116 41.6 0.126 799 0.242
F04043 386 c) 0.194 ¢) 448 ¢) 0.149 ¢) 1034 ¢) 0.343 ¢) 629.1 <) 2.088 ¢) 182 ¢ 0.060 ¢) 314 ¢ 0.104 ¢) 33.8 o) 0.112 ¢) 652 ¢) 0.216 c)
F04044 © 468 b) 0,133 b) 55.8 b) 0.159 b) 102.6 b) 0.292 b) 364.6 b) 1.039 b) 20.1 b) 0.057 b) 59.0 b) 0.168 b) 44.1 b) 0.126 b} 103.1 b) 0.294 b)
F04045 557 0.172 394 0.122 95.1 0.294 556.4 1719 6.5 0.020 423 0.131 43.6 0.135 85.9 0.265
F04046 40.1 0.129 57.1 0.183 972 0.312 528.5 1.698 18.5 0.059 330 0.106 3438 0.i12 678 0218
F04047 50.8 0.151 64.2 0.191 115.0 0.343 629.6 1.877 16.9 0.050 418 0.125 45.0 0.134 86.8 0.259
F04048 43.6 0.135 59.6 0.185 103.2 0320 627.6 1.944 21.5 0.067 35.4 0.110 36.5 0.113 719 0.223
Number of females 9 9 14 9 9 9 9 9 9 9 9 9 9 9 9 9
Mean 482 0.150 51.5 0.160 99.7 0310 583.6 1816 16.8 0.052 376 0.117 395 0.123 771 0.240
SD. 8.6 0.027 8.4 0.026 10.3 0.032 62.9 0.200 5.0 0.015 3.6 0.011 4.8 0.014 © 83 0.024
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 AN AN AN AN AN AN AN- AN AN AN

b) Excluded from data analy sis (not pregnant).

¢) Excluded from data analy sis (total litter loss).

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

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

DU: Analysis by Dunnett's test.
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ABRE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) ) Kidneys . Spleen

weight (g) (mg) (mg/e) (mg) (mglg) (mg) (mg/g) (mg) (mg/g) (mg) (mg/a) (mg) {mg/g) (mg (mg’g) (mg) (mg/e)

F05049 . 2875 19711 6.856 402.8 1.401 9331 3.246 6986.3 24.300 10523 3.660 1112.6 3.870 2164.9 7.530 587.3 2.043
FO05050 280.0 21736 7.763 3336 1191 917.1 3275 7299.7 26.070 950.9 3.396 939 3.328 '1882.8 6724 673.5 2423
F5051 279.7 18403 6.580 276.3 0.988 832.2 2.975 6561.4 23.459 798.0 2.853 795.7 2.845 1593.7 5.698 5215 1.864
F05052 2908 1995.7 6.863 394.9 1.358 933.9 3.211 7498.9 25.787 959.2 3.298 949.7 3.266 1908.9 6.564 680.5 2340
F05053 277.9 1908.1 6.866 257.4 0.926 841.1 3.027 6893.5 24.806 826.2 2.973 795.3 2.862 1621.5 5.835 502.9 1810
Number of females 5 5 5 E) 5 5 5 5 5 5 s 5 5 5 5 s . 5
Mem 2832 1977.8 6.986 3330 . 1.173 891.5 3.147 7048.0 24.884 917.3 3.236 9170 3.234 18344 £6.470 594.1 2.096

SD. 5.6 125.0 0.451 66.4 0.213 50.6 0.136 364.4 1.072 104.5 0.326 1314 0.420 234.7 0.741 84.0 0.276

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. QOvary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/e) mg) (mg/e) (mg) (mg/e) (mg) (mg/e) (mg) (mg/e) {mg) (mg/g) (mg) {mg/g)

F05049 419 0.146 40.3 0.140 822 0.286 654.8 2278 129 0.045 349 0.121 343 0.119 69.2 0.241
05050 504 0.180 385 0.138 889 0318 8835 3173 15.2 0.054 30.5 0.109 337 0.120 64.2 0.229
F05051 530 0.189 64.6 0.231 117.6 0.420 423.7 1515 256 0.092 28.0 0.100 317 0.113 59.7 0.213
F05052 46.1 0.159 46.5 0.160 92.6 0.318 5173 L1779 9.3 0.032 272 0.094 29.2 0.100 56.4 0.194
F05053 76.4 0.275 63.9 0.230 140.3 0.505 368.8 1.327 16.3 0.059 355 0.128 35.1 0.126 70.6 0.254
Number of females 5 5 H 5 5 5 5 5 § 5 5 5 5 5 5 1
Mean 53.6 0.190 50.8 0.180 104.3 0.369 570.6 2014 15.9 0.056 312 0.110 328 0.116 64.0 0.226

S.D. 134 0.051 12.7 0.047 24.2 0.091 208.1 0.740 6.1 0.022 38 0014 24 0.010 6.1 0,024
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REE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group

MMP 1000 mgikg

Female No. Body Brain Thy mus Heart Liver Kidney (R) Kidney (L) Kidnevs Spleen

weight (2) (mg) (mglp) (mg) (mg/e) (mg) (mg/g) (mg) (mg/a) (mg) (mg'®) {mg) (mg'g) (mp) (mgld) (mp) (mga)

F06059 292.2 1806.3 6.182 549.7 1.881 10104 3458 9213.8 31.533 1020.1 3.491 986.8 331 2006.9 6,868 639.2 2.188
F06060 280.6 1808.5 6.445 2678 0.954 928.7 3310 8350.1 29.758 1048.1 3.735 1061.2 3.782 2109.3 7.517 7923 2324
F06061 275.7 1966.8 7.134 3176 L152 2173 3.327 7210.7 26.154 10164 3.687 998.7 3.622 2015.1 7.309 757.5 2.748
F06062 296.3 1897.5 . 6.404 1950 0.658 895.0 3.021 8031.3 27.105 1003.9 3.388 879.0 2.967 1882.9 6,355 4797 1.619
F06063 2843 1934.6. 6.805 390.8 1.375 1020.9 3.591 8662.7 30.470 1035.0 3.641 10343 3.638 2069.3 7.279 637.3 2.242
Number of females 5 5 5 5 . 5 5 5 5 5 5 5 s 5 ) 5 5 5 S
Mean 285.8 1882.7 6.594 3442 1.204 9545 3.341 8293.7 29.004 1024.7 3.588 9920 3477 2016.7 7.066 661.2 2324

S.D. 8.4 73.0 0.376 135.3 0.461 5713 0.212 746.3 2.283 17.1 0.145 69.7 0.320 . 85.6 0.462 122.9 0.488
Significance NS NS NS NS N§ NS NS * bl . NS NS NS NS NS NS NS
Statistical method TT TT TT T TT T TT TT TT AW T TT TT TT TT TT TT

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

TT: Analysis by Student’s t-test.

AW: Analysis by Aspin-Welch t-test.

Appendix 30-2-2 (continued). Organ weights of female rats at the end of the dosing period, satellite group

MMP 1000 mgkg

Female No. Ovary (R} Ovary (L) Ovaries Uterus Thyroid glangd Adrenal gand (R) Adrena) gland (L) Adrenal glands

(mg) (mg/g) {mg) (mgfe) (mg) (mg/e) {mg) (mg/g) (mg) (mg/g) (mg) (mgg) (mg) (mg/e) (mg) (mgfe)

F06059 388 0.133 376 0.129 76.4 0.261 6893 2361 168 0.057 334 0.114 347 019 68.1 0.233
F06060 394 0.140 54.5 0.194 939 0.335 4585 1.634 147 0.052 370 0.132 349 0.124 71.9 0.256
F06061 428 0.155 48.8 0177 91.6 0.332 8723 3.164 154 0.056 342 0.124 344 0.125 68.6 . 0.249
F06062 45.3 0.153 48.0 0.162 93.3 0315 903.1 3.048 153 0.052 345 0.116 351 0.118 69.6 0235
F06063 503 0.177 39.6 0.139 89.9 0.316 515.8 1.814 20.7 0.073 339 0.119 33.1 0.116 67.0 0.236
Number of females 5 5 S 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 433 0.152 45.7 0.160 89.0 0312 6879 2.404 16.6 0.058 346 0.121 344 0.120 69.0 0.242

SD. 4.7 0.01L7 7.0 0.027 7.2 0.030 201.6 0.696 24 0.009 1.4 0.007 0.8 0.004 1.9 0.010
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method T TT T TT AW TT TT TY TT TT TT T TY TT AW 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.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 30-3-1. Organ weights of female rats at the end of the recovery period

Contro} (vehicle: water for injection)

Female No. Body Brain Thy mus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (g (mgf) (mg) (mg/®) (mg) (mglp) (mg) {mgf®) (mg) (mg'y) (mg) (mge) {mg) (mgle)
F05054 257.1 1902.5 7.400 2222 0.864 776.9 3.022 6283.0 24.438 860.3 3.346 8345 3.246 1654.8 6.592 5121 1.992
FO05055 282.3 18775 6.651 2342 0.830 1005.4 3.561 7045.0 24,956 8334 2952 793.2 2.810 1626.6 5.762 542.1 1.920
F05056 2994 1897.9 6.339 478.6 1.599 845.8 2.825 6303.6 21.054 863.6 2.884 8552 2.856 17188 5.741 T 5381 1.797
F05057 2516 1864.4 7.410 265.2 1.054 8073 3,209 6237.8 24793 858.7 3.413 8613 3.423 17200 6.336 436.2 1.734
F05058 3229 2001.4 6.198 299.4 0.927 996.6 3.086 7346.0 22.750 945.3 2928 998.6 3.093 1943.9 6.020 554.5 1.717
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 2827 1908.7 6.800 299.9 1.055 886.4 3.141 6643.1 23.598 872.3 3.105 868.6 3.086 1740.8 6.190 516.6 1.832
S.D. 29.7 54.0 0.576 104.3 0.316 107.5 0.273 515.9 1.671 42.6 0.253 774 0.259 119.7 0.498 47.5 0.120

Appendix 30-3-1 (continued). Organ weights of female rats at the end of the recovery period

Controt (vehicle: water for injection)
Female No. Ovary (R} Ovary (L) Qvaries Uterus Thyroid gland Adrenal gland (R} Adrenal gland (L) Adrenal glands

(mg ) a) (mgl) ) g (g (g (mg) g e (meg®) (g mge) (e gD

F05054 376 0.144 320 0.124 69.0 0.268 4132 1.607 125 0.049 29.1 0.113 30.3 0.118 594 0.231
F03055 42.1 0.149 358 0.127 71.9 0.276 544.9 1930 14.1 0.050 298 0.106 299 0.106 59.7 0211
F05056 43.2 0.144 404 0.135 836 0.27% 464.9 1.553 127 0.042 279 0.053 296 0.099 515 0.192
F05057 319 0.127 39.1 0.155 71.0 0.282 448.6 1.783 14.4 0.057 352 0.124 317 0.126 62.9 0.256
F05058 35.6 0.110 41.1 0.127 76.7 0.238 8104 2510 16.9 0.052 34.2 0.106 359 0.111 70.1 0217
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 330 0.135 377 0.134 75.6 0.269 5364 1.877 141 0.050 304 0.108 35 0.112 61.9 0.220

S.D. 4.7 0.016 38 0.013 5.8 0.018 160.6 0.384 13 0.005 24 0.011 2.6 0.010 5.0 0.022
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 30-3-2. Organ weights of female rats at the end of the recovery period

HERE S :R-13-004

MMP 1000 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg'®) (mg) (mg/e) (mg) (mg/p) (mg) (mg/p) (mg (mg/g) (mg) (mg/D) (mg) (mgfg) (mg) (mg)
F06064 2822 1957.0 6.935 2246 0.796 9354 3315 6829.6 24.201 986.2 3.495 995.9 3.529 1982.1 7.024 603.7 2.139
F06065 309.1 1943.7 6.288 2244 0.726 1046.5 3.386 7693.9 24.891 1026.8 3.322 961.6 31 1988.4 6.433 707.8 2.290
F06066 2685 18747 6.982 269.3 1.003 870.2 3.241 6809.4 25.36) 1070.3 ,3.988 985.4 3.670 2056.2 7.658 301.4 1123
F06067 2903 1927.2 6.627 156.7 0,539 1006.1 3.460 71198 24.483 983.5 3.382 946.0 3253 1929.5 6.635 540.6 1.859
F06068 319.7 2023.4 6.329 324.1 1.014 1008.2 3.154 8030.6 25.119 1205.0 3.769 1188.2 37117 2393.2 7.486 640.6 " 2,004
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 294.1 1945.2 6.632 239.8 0816 973.3 3311 7296.7 24.811 1054.5 3.591 1015.4 3456 2069.9 7.047 558.8 1.883
S.D. 20.5 53.7 0.326 61.9 0.200 70.2 0.120 5439 0.470 91.4 0.280 98.6 0.264 186.3 0,528 156.1 0.454
Significance NS NS NS N§ N§ NS NS NS NS fond * * N§ * * NS$ NS
Statistical method TT TT TT TT TT TT TT TT AW TT TT TT i TT TT TT AW AW
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
Appendix 30-3-2 (continued). Organ weights of female rats at the end of the recovery period
MMP 1000 mgkg
Female No. Ovary (R) Ovary (L) OQvaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mgfg) (mg) (me/e) (mg) (mg/) (mg) (mg/g) (mg) (mge) (g (mgg)
F06064 42.7 0.151 43.5 0.154 86.2 0.305 4144 1.468 248 0.088 29.6 0.105 327 0.116 623 0.221
F06065 518 0.168 54.5 0.176 106.3 0.344 1022.6 3.308 129 0.042 297 0.096 318 0.103 615 0.199
F06066 428 0.159 4.0 - 0.164 86.8 0.323 543.0 2022 128 0.048 33.0 0.123 29.1 0.108 62.1 0.231
F06067 41.1 0141 51.8 0.178 92.9 0319 4482 1.541 124 0.043 299 0.103 29.8 0.102 59.7 0.205
F06068 43.7 0.137 48.4 0.151 92.1 0.288 489.4 1.531 172 0.054 36.6 0.114 37.7 0.118 74.3 0.232
Number of females 5 5 5 5 5 5 5 -5 5 5 5 5 5 S 5 5
Mean 4.4 0.151 484 0.165 92”9 0316 5835 1.574 16.0 0.055 318 0.108 322 0.109 64.0 0.218
$.D. 42 0.013 4.8 0.012 8.1 0.021 250.1 0.778 53 0.019 3.1 0.010 34 0.007 3.9 04.015
Significance NS NS had i had b NS NS NS§ NS NS NS NS NS NS NS§
Statistical method T TT TT T T T TT T TT AW TT TT TT TT T T

Significantly different from the control group (*; P<0.05, **: P<0.0)).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
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ARBRE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 62.5 ma/kg MMP 250 MMP 1000 mpfkg i
Findings Animal No. MOl MOI MOI MO1 MO} MOl Mol MO02 M02 M0z MO02 M02 M02 M02 MO2 MO02 MO2 M0z MQ2 Mo3 M03 M03 MO03 MO3 MO3 MO3 MO3 MO03 MO03 M03 MO3 MO+ MoO4 MOI MO4 MO4 BMO4 MO4
001 002 003 004 005 006 007 013 014 015 016 017 0i8 619 020 021 022 023 024 025 026 027 028 029 030 031 032 033 034 035 036 037 038 039 040 04 042 043

Kidney

Eniargement, bilateral - - - - - - - - - - . - - - - - - - - - - P - - - - - -
Liver

Diaphragmatic nodule - - 14 - - - - - - - - - - - - - - - - - - - - - - - - -

Whitish spot - - - - - - - - - - - - - - - - - - P - - - -
Stomach

Edematous, mucosa, dark colored arca, - P - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -

forestowach

Tooth

Defect, uppercentm! incisog, eft - P - - - - - - - - - - - - - - . - - - - . - -

«;No abronmal changes P : Non-graded change
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RRE 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mg/kg
Findings Animal No. M01008 MO01009 M01010 MO1011 MO01012 M04044 M04045 MO04046  M04047 MO04048
Skin '

Crust, dorsal neck

- - - P . . -
Stomach
Edematous, mucosa, forestomach - - - - - - - - P -
Thickening, mucosa, forestomach - - - - - - - - P . -
-:No abnormal changes P :Non-graded change
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 62.5 me/kg MMP 250 mp/ke MMP 1000
Findings Animal No. FOl FOl FOl FOl FOl FOI FOi FO1 FOI FOI FOI FOl F02 F02 FO2 FO2 FO2 FO2 FO2 F02 FO2 FOZ FO2 FO2 FO3 F03 FO3 F03 FO3 FO3 F03 FO3 FO3 FO3 F03 FQ3 Fo4 FO4 FO4 FOd FO4 FO4 FO4 FO4 FO4 FO4 FO4 FO4

001 002 003 004 005 006 007 008 009 O10 Oif 012 OI3 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 04t 042 043 044 045 046 047 048
Fate

ND NP TL NP
Kidney
Discolomation, pale colored, bilaterat

e -
Spleen
Enlargement

Smalt

Stomach
Dark colored spot/ares, mucosa, - - - E e T 2 - L T S R - - - - e - - - - . - - - - - - -
glandular stomach
Thynms
Srmalt L

Uterus
Remmant, dead fetus, fight hom -
- :No abnonmalchanges P :Non-graded change
Fate : blanks, Subjected to nutopsy on day 5oflactation; ND, Not delivery; NP, Not pregnant; TL. Total litter loss
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) M.MP 1000 mg/kg
Findings Animal No. F05049 FO05050 FO05051 FO05052 F05053 F06059 F06060 F06061 F06062 F06063
Pituitary gland
Cyst - - - - - P - - - -
Stomach

Dark colored spot, mucosa - - P -
glandular stomach
- :No abnormal changes P :Non-graded change
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

HAERE S R-13-004

Group Control (vehicle: water for injection) - MMP 1000 mg/kg

Findings Animal No. F05054 F05055 F05056 F05057 F05058 F06064 F06065 F06066 F06067

F06068

Skin
Crust, dorsal neck - - - - - - - - -

Spleen .
Small - - - - - - - P -

Stomach
Elevated area, whitish, mucosa, - - - P - - - - -
glandular stomach

P

- :No abnormal changes P :Non-graded change
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Control {vehicle: water for injection) MMP 1000 mg/k;
Findings Animal No. MO1001  MO01002  MOI003  MOI004  MO100s  MOI00s MO04037  MO4038  MO4039  MOM040  MO4041
Brain NE
Spinal cord NE
Pitvitary gland NE
Cyst - - - - P
Submandibular gland NE
Sublingual glend NE
Lymph node, submandibulac NE
Thyroid gland NE
Parathyroid gland NE
Thymus NE
Heant NE
Fibrosis, myocardial, left ventlicle - - - *
Trachea NE
Lung NE
Cellular infitration, foam cell, alveolus EY * + +
Microgranuloma - - + + - FY + - - .
Mineralization, arterial wall . . - - - . . . * . +
Bronchus NE
Liver NE
Fibrosis. focal, subcapsule - - . . . . . %
Microgranuioma + - & - + E % + F
Nodule, hepatodiaphragmatic . P
Pancreas NE
Atophy, acinar cell, focal - - B - - - - - . +
Stomach
Ceflular infiltration,
infl Y. fore/ glandulsr stomach - &Y - - - - . R &Y
Dilalation, cystic, fundic gland, glandular stomach - - - - - - ® - .
Edema, submucosa, glandular slomach - - - - - - . . +
Ulcer, submucoss, forestomach . & - - - - - . .
Duodenum NE
Jejunum NE

- No abnormal changes &: Very slight +: Slight 2+ Moderate 3+ Marked
P : Non-graded change NE: Not examined M:Missing A: Autolysis
a): forestomach; b): glandular stomach
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 (vehicle: water for injection) MMP 1000 mg/|
Findings Animal No. MOL00L M01002 MO1003 M01004 MO1005 M01006 M04037 Mo4038 MO4039 MO4040 MO4041
Teum NE
Cecum NE - .
Colon NE i
Rectum NE i
Lymph node, mesenteric NE -
Spleen NE -
Deposit, pigment. brown + + + + * + + + + +
Hematopoiesis, extrameduliary + + + 2+ + + + 24 + -
Kidney NE
Basophilic tubule, cortex - - - + * EY + + . -
Cellular infiltration, lymphocyte. interstitial - - - + + N N % - .
Fibrosis, focal. subcapsule - - - - - - - . +
Urinary bladder NE
Adrenal gland NE
Testis NE
Atrophy, seminiferous tubule - - + - Y - - - -
Epididymis NE
Cell debris, lumen - - * - - - - . -
Cellular infiltration, fymphocyte, interstitial + - . - - + .
Prostate NE
Cellular infiltration, fymphocyte, i - - - - - * - x
Seminal vesicle ’ NE
Coagulating gland NE
Eyeball NE
Harderian gland NE
Cellular infiltration, lymphocyte, i itial - - - - . . + + .
Sciatic nerve NE
Skeletal muscle NE
Femur ! NE
Marrow, femur NE

- No abnonnal changes 2: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE:Not examined M: Missing A: Autolysis
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HERE S :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mg/kg
Findings Animal No. MO01008 M01009 M01010 MO1011 M01012 MO04044 M04045 M04046 MO04047 M04048
Stomach NE NE NE NE NE NE NE NE NE -
Edema, submucosa, forestomach +
Hyperplasia, squamous cell, forestomach *
-: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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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

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

Group Controt (vehicle: water for injection) MMP 62.5 mp/kg MMP 250 mg/kg MMP 1000 mg/k;
Findings Animal No, F01005 FOL007 F01008 F01G09  F0I0I0 FO1012 F02021 F03030 FO4041  FO4042  FO4043  FO4045  FO4047  FO4048
Brain NE NE
Spinalcord NE NE
Pituitary gland NE NE
Cyst - - - P - . - -
Submandibular gland NE NE
Sublingual gland NE NE
Lymph node, submandibular NE NE
Thyvoid gland NE NE
Ultimobranchial body . . - - - . - P P .
Parathyroid gland NE NE
Thynus ’ NE .
Arrophy - - . - - - - 2¢ - -
Heart NE NE
Fibrosis. myocardial, left ventricle - - - - . - - +
Trachea NE NE
Lung NE NE
Cellular infiltration, foam cell, alveolus % + . - + - * * *
Microgranuloma - . - H - - - - .
Bronchus . NE NE
Liver NE . NE
Fatty change, hepatocyte. periportal - EY + - - " “ " . .
Hematopoiesis, extramedullary - - . + - - - - - +
Microgranuloma - - H . H & £ - + -
Necrosis, focal - + - - - . - - - -
Pancreas NE NE
Atrophy, acinar cell, focat - - - - EY - - -
Stomach NE
Dilatation. cystic. fundic gland. glandular stomach - - - * - - % - + - .
Edema, submucosa. glandutar stomach - - - & - & S - - - -
Duodenum NE NE
Jejunum NE NE

-: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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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 {(vehicie: water for injection) MMP 62.5 mg/ke MMP 250 me/kg MMP 1000 E“.‘S

Findings Animal No, F01005  F01007 FO1008 FO1009 F0i010 FO1012 F02021 F03030 FO4041  FO4042  FO4043  FO4045  FO4047  FO4048

Tleum NE NE -

Cecum NE NE

Colon NE NE

Rectum NE NE

Lymph node, mesenteric NE NE

Spleen NE
Deposit, pigment, brown * + + * + + + + + + + +
Hematopoiesis, extramedullary + + 2+ 2+ 2+ 2+ 2+ 2+ 3+ o* 2+ 2+

Kidney NE
Basophilic tubule, cortex - - - - - + + - - -
Cellular infiltration, lymphocyte, interstitial - - . - - - & e - - -
D jon/t is, cortex, proximal tubule - - - - - N . _ .
Dilatation, lumen, focal, distal tubule - - - - - - - + - -
Minaralirati ", dullary . - N N . - . - ® -

Urinary bladder NE NE

Adrenal gland NE NE

Ovary NE NE

Uterus NE NE

Vagina NE NE

Eyeball NE NE

Hardetian gland NE NE

Scialic nerve NE NE

Skeletal muscle NE NE

Fermur NE ) NE

Mamow, femur NE NE

-: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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ABRE S :R-13-004

Combined repeat dose and reproductive/developmental toxicity screening test of Methyl
3-methoxypropanoate 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) MMP 1000 mg/kg
Findings Animal No. . F05049 F05050 FOS051 F05052 F05053 FO6059  FO6060  F06061  FO6062  F06063
Brain - -
Spinal cord
Pituitary gland -
Cyst - P - - - P . - - .
Submandibular gland

Sublingual gland .
Lymph node, submandibular

Thyroid gland .
Ultimobranchial body - - P - - . - - - .

Parathyroid gland

Thyrus
Heart
Trachea

Lung .
Cellular infiltration, foam cell, alveolus + + - - - + + + * -
Micorgranuloma - - - - - + - + - -

Bronchus

Liver
Fatty change, hepatocyte, periportal - - - - - - + - -
H o dullary . . B _ _ B - _ - +
Microgranuloma £ - + + * 3 + * *

H

H

Pancreas

Stomach

Dilatation, cystic, fundic gland, glandular stomach - - - + - - - - + -
Edema, sub andul b

Duodenum

Jejunum

-: No abnommal changes +: Very slight +: Slight 2+ Moderate 3+ Marked
P: Non-graded change NE: Not ined M: Missing A: Autolysi

296



ABRE 5 :R-13-004

Combined repeat dose and reproductive/deifel‘opmental toxicity screening test of Methyl
3-methoxypropanoate by oral administration in rats

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

Group Control (vehicle: water for injection) MMP 1000 mg/kg
Findings Animal No. F05049  F05050 F05051 F05052  F05053 F05058  F06060 . F06061  F06062  F06063
Tleum

Cecum

Colon

Rectum

Lynph node, mesenteric
Spleen

Deposit, pigment, bsown + + + + + + + + + +
He iesis, ext dullary : + + 2+ + 2+ 2+ + + + 2+

p

Kidney
Basophilic tubule, cortex - - - - + - + * + +
Ceilular infiltration, lymphocyte, interstitial - + - - - + - + *®
Cyst/ hyalin, cast, papilla/ cortico-medullary junction - - - - - pot p® p? . -
Minerz papilla/ cortico-medually juncti - - - - - . & ) . )

Urinary bladder
Adrenal gland
Ovary

Uterus

Vagina

Eyeball

Harderian gland
Cellular infiltration, lymphocyte, interstitial - - - - - + - - .

Sciatic nerve
Skeletal muscle

Fernur

Marrow, ferur

-: No abnonmal changes +: Very slight +: Slight 2+ Moderate 3+ Marked
P: Non-graded change NE: Not examined M: Missing A: Autolysis
a): hyalin, cast; b): cortico-medullary junction; ¢). papilla
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RIRZEE  R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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) MMP 1000 mgkg

Findings Animal No. F05054 F05055 F05056 FO05057 F05058 F06064 F06065 F06066 F06067 F06068
Stomach NE NE NE NE NE NE NE NE NE
Kidney

Basophilic tubule, cortex - - + - - . - - - - -

Cellular infiltration, lymphocyte, interstitial - - - - + + - . . .

Cyst, cortico-medullary junction - - P - - - - - -

M ineralization, cortico-medullary junction - - - . - - - . . +

- :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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R ZE 5 1 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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 observedl

(days) (days)
F01001 DPEDDPEDDDEDD 4-day 4.0 PEDDPEDDPEDDDE 4-day 4.0 DDPPL 1
F01002 EDDPEDDPEDDDE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL . 1
F01003 EDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDDPED 4/5-day 45 D P PL 1
FOL004 DDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL U
FO1005 DDDEDDDEDDDED 4-day 4.0 DDEDDDEDDDEDDD 4-day 4.0 PL ' 1
F01006 DDDEEDDDPEDDD S-day 5.0 EDDDEDDPEDDPED 4-day 4.0 D P PL li
F01007 DDDEDDDEDDDED 4-day 4.0 DPEDDPEDDDEDDD 4-day 4.0 PL . : . 1
FO1008 DDDEDDDEDDDED 4-day 4.0 DPEDDPEDDPEDDD 4-day 4.0 PL 1
F01009 DEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1.
F01010 DDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.0 PL 1
F01011 PEDDPEDDDEDDP 4-day 4.0 EDDPEDDPEDDDED 4-day 4.0 D P PL 1
F01012 DDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 40 PL t
Mean 4.1 490 L0
SD. 03 0.1 0.0
) 12 (12) (12

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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AR 5 1R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 35-2. Results of observations about estrous cycle

MMP 62.5 mg/kg
Pre-mating period ) ‘ Mating period
Animal Pre-treatment period Treatment period Times of vaginal
No. Scage Type Mean length Stage Type M ean length Stage estrus observed
(days) (days)

F02013 DEDDPEDDDEDDP 4-day 4.0 EDDPEDDPEDDPED 4-day 4.0 D P PL 1
F02014 DDPEDDPEDDPED 4-day 4.0 DPEDDPEDDDEDDP 4-day 4.0 PL 1
F02015 DEDDDEDDPEDDP 4-day 4.0 EDDPEDDDEDDDED 4.day 4.0 D P PL 1
F02016 EDDDEDDPEDDDE 4-day 4.0 DDPEDDPEDDDEDD 4-day 4.0 P PL 1.
F02017 DDDEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4,0 PL 1
F02018 PEDDDEDDPEDDP 4-day 40, EDDDEDDPEDDPED 4-day 4.0 D P PL 1
F02019 DPEDDDEDDPEDD 4-day 4.0 PEDDPEDDPPEDDP 4/5-day 4.5 DDP PL l.
F02020 DDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDP 4-day 4.6 PL {
F02021 DDEDDDEDDDEDD 4.day 4.0 PEDDPEDDPEDDEPE 4-day 4.0 DDDPL 1
F02022 DPEDDDPEDDDPE 5-day 5.0 DDDEEDDPEEDDPE 4/5-day 45 DDDPL 1
F02023 EDDDPEDDDPEDD S-day 5.0 PEEDDPPEDDDPED 5-day 50 DPPPL 1‘
F02024 DPEDPDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 PL 1
Mean 4.2 4.2 1.0 - .
S.D. 04 03 00
™) (2) (12) (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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RBREF S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 35-3. Results of observations about estrous cycle

MMP 250 mgkg
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 EDDDEDDDDEDDP 4/5-day 45 EDDPEDDPEDDDED 4-day 4.0 D P PL 1
F03026 EDDDEDDPEDDDE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03027 EDDPEDDPEDDDE 4-day 4.0 DDP_EDDPEDDPEDD 4-day 4.0 P PL ’ 1
F03028 EDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03029 EDDPEDDPEDDPE 4-day fl.O DDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03030 PEDDDEDDDEDDP 4-day '4.0 EDDPEEDDPEEDDD 5-day 5.0 PL i
F03031 EDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDD 4-day 4.0 P PL . 1
F03032 DDPEDDDEEDDDE 4/5-day 4.5 DDDEDDPEDDPEDD 4-day 4.0 P PL 1
F03033 PEDDPEDDDEDDP 4-day 4.0 EDDPEDDPEDDPETD 4-day 4.0 D P PL ‘ 1
F03034 DPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPE 4-day 4.0 DDPPL 1
F03035 DDDPEDDDEDDDE 4-day 4.0 DDDEDDDEDDDEDD 4-day 4.0 D PL 1
F03036 EDDDEDDDEDDDE 4-day 4.0 DDDEDDDEDDDED.D 4-day 4.0 D PL 1
Mean 4.1 4.1 1.0
S.D. 0.2 0.3 0.0
™) a2) - (12) ' a2)

Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 35-4. Results of observations about estrous cycle

MMP 1000 mgkg

REBE S R-13-004

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) '
F04037 DDED EDDPEDD 4-day 4.0 P D DDDPED 5-day 5.0 DP PL 1
F04038 DDDP DDEEDDD S-day 5.0 P P DDPEED 5-day 5.0 D PL 1
F04039 DDED EDDPEDD 4-day 4.0 P P DPE DP 4-day 4.0 DDDPL 1 ‘
F04040 PEDD DDDEDDP 4-day 4.0 E EDDPEDDDE 4-day 4.0 D P PL 1
F04041 DDPE DEDDDED 4-day 4.0 D D DDDPED 4/5-day 4.5 P PL 1
F04042 DEDD DDDEDDD 4-day 4.0 E E PED DE 4-day 4.0 D D PL 1
F04043 DDPE PEDDPED 4-day 4.0 D D DDDEDD 4-day 4.0 PL 1 -
F04044 DDPE PEDDPED 4-day 4.0 D D EEDDDE S5-day 5.0 DDDDDDDDDDDDDPL 1
F04045 DDPE PEDDDED 4-day 4.0 D D DDDEDD 4-day 4.0 PL 1
F04046 EDDD DDDPEDD 5-day 5.0 D D EDDDPE S-day 5.0 D D PL 1
F04047 DDDE DEEDDDP 5-day 5.0 E P DDP DD S-day 50 P PL 1
F04048 DDPE PEDDPED 4-day 4.0 D D EDD EE S-day 5.0 D P PL 1
Mean 43 4.5 1.0
SD. 0.5 0.5 0.0
N (12) (12) (12)

Significantly different from the control group (*: p<0.05, **: p<0.01).
D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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_ HEB®E S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats l

Appendix 36-1. Results of observations about reproductive performance

Control (vehicle: water for injection)

Male Female Pairing days

No. No. ' Copulation Conception until copulation
M01001 F01001 + + 4
M01002 F01002 + + 2
M01003 F01003 + + 3
MO01004 F01004 + + 1
MO01005 F01005 + + i
MO01006 F01006 + + 3
M01007 F01007 + + 1
MO01008 F01008 + + 1
M01009 F01009 + + 3
MO01010 F01010 + + 1
MO01011 F01011 + + 3
MO01012 F01012 + + 1

Total ’ +12,-:0 +12,-:0

Mean 20

S.D. » 1.1

(N) (12)

+, confirmed

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 36-2. Results of observations about reproductive performance

MMP 62.5 mg/kg
Male Female Pairing days
No. No. Copulation Conception until copulation
M02013 F02013 + + 3
M02014 F02014 + + 1
M02015 F02015 + + 3
M02016 F02016 + + 2
M02017 F02017 + + 1
M02018 F02018 + + 3
M02019 F02019 + + 4
M02020 F02020 + + 1
M02021 F02021 + + 4
M02022 F02022 + + 4
M02023 F02023 + + 4
M02024 F02024 + + 1

Total +:12,-:0 +:12,-:0

Mean 2.6

S.D. 13

™) (12)

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

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 36-3. Results of observations about reproductive performance

MMP 250 mg/kg
Male Female Pairing days
No. No. Copulation Conception until copulation
M03025 F03025 + + 3
MO03026 F03026 + + 2
M03027 F03027 + + 2
MO03028 F03028 + + 2
M03029 F03029 + + 2
MO03030 F03030 + + 1
MO03031 F03031 + + 2
M03032 F03032 + + 2
M03033 F03033 + + 3
MO03034 F03034 + + 4
M03035 F03035 + + 2
MO03036 F03036 + + 2

Total +:12,-:0 +12,-:0

Mean 23

S.D. 0.8

™) (12)

Significantly different fromthe control group (*: p<0.05, **: p<0.01).

+, confirmed

-, not confirmed
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REBREE R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats
Appendix 36-4. Results of observations about reproductive performance

MMP 1000 mg/kg

Male Female Pairing days
No. No. Copulation . Conception until copulation
M04037 F04037 + + 3
M04038 F04038 + - 2
MO04039 F04039 + + 4 .
M04040 F04040 + + 3
M04041 F04041 + + 2
M04042 F04042 + + 3
M04043 F04043 + + 1
M04044 F04044 + - 14
M04045 F04045 + + 1
MO04046 F04046 + + 3
M04047 F04047 + + 2
MO04048 F04048 + + 3

Total +:12,-:0 - 10,02

Mean 34

S.D. ' 34

N) (12)

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

+, confirmed

-, not confirmed
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- ABRF 5 :R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats |

Appendix 37-1. Observation of offspring (F;)

Control (vehicle: water for injection)

Dam No. Gestation Number of Numberof Implan- Delivery Number of offspring at birth Delivery  Birth  Livebirth Number of live offspring External
lengh  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 18 18 100.0 + 18 8 10 18 0.44 0 100.0 1000  100.0 7 10 041 94.4 0 0.0
F01002 22 14 14 100.0 + 14 5 14 0.36 0 100.0 100.0 100.0 5 9 0.36 100.0 0 0.0
F01003 22 19 19 100.0 + 17 9 7 16 0.56 1 89.5 84.2 94.1 9 6 0.60 93.8 0 0.0
F01004 23 19 19 100.0 + 18 8 9 17 0.47 i 947 895 94.4 8 9 047 100.0 0 0.0
F01005 22 16 16 100.0 + 16 5 11 16 0.31 0 100.0 100.0 100.0 5 11 0.31 100.0 0 0.0
F01006 22 18 18 100.0 + 18 11 7 18 0.61 0 100.0 100.0 100.0 11 7 0.61 100.0 [ 0.0
FO1007 22 17 17 100.0 + 17 7 10 17 0.41 0 100.0 100.0 100.0 7 10 0.41 100.0 0 0.0
F01008 22 15 15 100.0 + 15 9 5 14 0.64 1 100.0 933 93.3 i 2 033 21.4 0 0.0
FO1009 22 16 16 100.0 + 15 7 7 14 050 { 93.8 875 93.3 7 7 0350 100.0 0 0.0
F01010 22 14 14 100.0 + 13 10 3 13 0.77 0 929 92.9 100.0 10 3 0.77 100.0 0 0.0
Fo1011 22 15 15 100.0 + 15 6 9 15 040 0 100.0 1000 100.0 6 9 040 100.0 0 0.0
FOL1012 22 17 17 100.0 + 14 8 . 6 14 0.57 0 824 824 100.0 8 6 057 1000 0. 0.0
Number of dams 12 12 12 12 129 12 12 12 12 12 12 12 12 12 12 12
Total 198 198 190 93 93 186 4 84 89 0
Mean 22.1 165 16.5 100.0 15.8 78 78 15.5 0.50 03 9.1 ° 94.2 97.9 7.0 714 0.48 92.5 0.0
SD. 03 18 1.8 0.0 1.7 1.9 23 1.7 013 0.5 57 6.8 31 26 28 0.14 225 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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HERE S R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 37-2. Observation of offspring (F;)

MMP 62.5 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) (%)
F02013 22 15 15 100.0 + 14 6 8 14 043 0’ 933 933 100.0 6 8 0.43 100.0 0 0.0
F02014 22 15 15 100.0 + 14 4 10 14 029 0 93.3 933 100.0 4 10 0.29 100.0 0 0.0
F02015 22 17 17 100.0 + 14 9 3 12 0.75 2 824 70.6 85.7 9 3 0.75 100.0 0 0.0
F02016 22 15 15 100.0 + 15 2 13 15 0.13 0 100.0 100.0 100.0 2 13 0.13 100.0 ] 0.0
F02017 22 16 16 100.0 + 16 7 7 14 050 2 100.0 87.5 8715 7 7 050 100.0 0 0.0
F02018 22 19 18 94.7 + 18 10 8 18 0.56 0 100.0 100.0 100.0 10 8 0.56 100.0 o 00
F02019 22 15 15 100.0 + 14 8 6 14 0.57 0 93.3 933 100.0 8 6 0.57 100.0 0 0.0
F02020 22 16 16 100.0 + 15 7 8 15 0.47 0 93.8 938 100.0 7 8 0.47 100.0 0 0.0
F02021 22 15 14 93.3 + 14 8 6 14 0.57 0 100.0 100.0 100.0 8 6 0.57 100.0 0 0.0
F02022 22 21 20 95.2 + 20 13 7 20 0.65 2] 100.0 100.0 100.0 13 7 0.65 100.0 0 0.0
F02023 22 17 17 100.0 + 12 7 5 12 058 0 70.6 706 1000 7 5 058 100.0 0 0.0
F02024 22 15 15 100.0 + 12 5 7 12 0.42 0 80.0 80.0 100.0 5 7 042 100.0 0 0.0
Number of dams 12 12 12 12 129 12 12 12 12 12 12 12 12 12 12 - 12
Total 196 193 178 86 88 174 4 ’ 86 88 0
Mean 220 163 16.1 98.6 148 72 73 14.5 0.49 03 922 90.2 97.8 7.2 73 0.49 1000 - - 00
SD. 0.0 19 1.7 2.6 23 29 25 2.4 0.16 0.8 9.6 10.9 52 29 25 0.16 0.0 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 KW KW KW DU AN AN DU AN KW AN KW Kw AN AN AN Kw AN

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.

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 lay out).
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BT R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 37-3. Observation of offspring (F;)

MMP 250 mgkg
Dam No. Gestation Number of Number of 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 22 16 16 100.0 + 15 6 9 15 0.40 0 938 938 100.0 6 9 040 100.0 0 0.0
F03026 22 16 16 100.0 + 16 11 5 16 0.69 0 100.0 100.0 100.0 11 4 0.73 938 0 0.0
F03027 22 16 16 100.0 + 14 10 4 14 0.71 0 875 875 100.0 10 4 0.71 100.0 4 0.0
F03028 ) 22 16 16 100.0 + 16 7 7 14 0.50 2 100.0 87.5 875 7 7 0.50 100.0 0 00
F03029 22 16 16 100.0 + 16 6 10 16 038 0 100.0 100.0 100.0 5 10 033 938 [\ 0.0

F03030 - 6 1 16.7 - Not delivery, dead fetal remnant .
F03031 22 16 16 100.0 + 14 6 8 14 0.43 0 87.5 875 100.0 6 8 043 100.0 ¢ 0.0
F03032 22 17 16 94.1 + 15 7 8 15 0.47 0 938 938 100.0 7 8 047 100.0 ¢ 0.0
F03033 22 15 15 100.0 + 14 7 7 14 0.50 0 933 933 100.0 7 7 0.50 100.0 G 00
F03034 22 19 19 100.0 + 18 9 9 18 0.50 0 947 94.7 100.0 9 7 0.56 889 Q 0.0
F03035 22 15 15 100.0 + 15 7 7 14 0.50 1 100.0 933 933 7 7 0.50 100.0 Q 0.0
F03036 22 15 15 100.0 + 13 4 8 12 0.33 1 86.7 80.0 923 4 8 0.33 100.0 0 0.0
Number of dams 1 : 12 12 12 1ne 11 11 Il 11 I 11 11 11 11 i1 11

Total 183 177 166 80 82 162 4 79 7% 0
Mean 2290 153 148 926 15.1 73 75 14.7 0.49 0.4 943 gl9 976 7.2 72 0.50 97.9 0.0
SD. 0.0 3.1 4.5 240 14 20 18 1.6 0.12 0.7 53 59 4.4 2t 1.8 0.13 39 0.0
% ] 91.7

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DU AN Kw Kw KwW DU AN AN DU AN Kw AN KW KwW AN AN AN KwW " . AN

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.

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 lay out).
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FHERE 5 R-13-004
Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 37-4. Observation of offspring (F;)

MMP 1000 mg/kg

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) (%)
. F04037 23 15 15 100.0 + 11 5 6 11 045 0 733 733 100.0 5 6 0.45 100.0 0 0.0

F04038 Not pregnant . .
F04039 22 16 15 938 + 14 10 4 14 0.71 0 933 933 100.0 10 4 0.71 100.0 0 0.0
F04040 23 18 16 88.9 + 14 5 9 14 0.36 0 87.5 875 100.0 5 9 0.36 100.0 0 0.0
F04041 22 14 14 100.0 + 14 4 10 14 0.29 0 100.0 100.0 100.0 4 io 0.29 100.0 0 0.0
F04042 22 18 17 94.4 + 17 8 9 17 0.47 0 100.0 100.0 100.0 7 8 047 88.2 0 . 0.0
F04043 23 14 14 100.0 + 12 2 4 6 0.33 6 85.7 42.9 50.0 0 o 0.0 0. 00

F04044 Not pregnant .
F04045 23 15 13 86.7 + i3 4 8 12 033 1 100.0 923 923 4 8 033 100.0 0 0.0
F04046 23 15 15 100.0 + 12 6 5 11 0.55 i 80.0 733 9.7 3 3 0.50 545 0 0.0
F04047 22 15 15 100.0 + 14 7 7 14 0.50 0 933 933 100.0 6 6 0.50 857 0 0.0
F04048 22 15 15 100.0 + 14 6 7 13 Q.46 1 933 86.7 92.9 6 7 0.46 100.0 0 00
Number of dams 10 10 10 10 0% 10 10 10 10 10 10 10 9 10 10 10
Total 155 149 135 57 69 126 S 50 61 0 .
Mean 225 155 149 9.4 135 57 69 i2.6 045 09 %0.6 843 92.7 . 50 6.1 045 828 V 0.0
SD. 05 14 1.1 52 1.6 23 21 29 0.13 1.9 9.0 173 15.4 26 30 0.12 324 0.0
% 100.0

Significance b NS NS NS NS * NS NS * NS NS NS§ NS NS§ NS NS NS NS NS
Statistical method DU AN KW KW KW DU AN AN DU AN KW AN KW KW AN AN AN KW - AN

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.

¢): Total litter loss on the lactational day 4.

Significantly different from control (vehicle: water for injection) (*: 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).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate 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
Male body weight Female body weight

0 4 0 4
F01001 6.0 (8) 9.7 (N 6.2 (10) 9.3 (10)
F01002 65 (5 100 (5) 6.0 (9 96 (9)
F01003 6.4 (9) 101 (9) 6.0 (7) 9.2 .(6)
F01004 69 (8) 29 (8 68 (9 10.0 (9
F01005 6.7 (5) 89 (5 6.5 (1) 9.1 (11
F01006 59 11 9.0 (1) 56 (D 81 (N
F01007 64 (7) 9.0 (M) 64 (10) 8.5 (10)
F01008 68 (9 63 (2) 65 (5 59 (%)
F01009 68 () s 64 () 104 (7)
F01010 7.1 (10) 11.9 (10) 6.5 (3) 112 (3
F01011 6.4 (6) 10.1  (6) 63 (9 93 9
FO01012 6.7 (8) 118 (8 64 (6) il4  (6)

Number of dams 12 12 12 12

Mean 6.6 9.9 6.3 9.3

S.D. 0.4 1.5 0.3 1.5

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 38-2. Body weights of offspring (F,) before weaning

MMP 62.5 mg/kg

Dam No. Day s after birth
Male body weight Female body weight

0 4 0 4
F02013 64 (6) 10.5  (6) 59 (8 9.7 (8)
F02014 63 4 109 @) 6.4 (10) 104 (10)
F02015 77 ) 120 9 71 () 122 (3)
F02016 68 (1) a 9.1 (2) 63 (13) 98 (13)
F02017 63 (D 103 () 60 (7 96 (M)
F02018 5.6 (10) 88 (10 5.5 (8 87 (8
F02019 6.7 (8 9.7 (®8) 62 (6) 9.6 (6)
F02020 72 (D 11.0 () 6.7 (8) 103 (8)
F02021 66 (8) 104 (8) 60 (6) 98 (6)

F02022 6.0 (13) 92 (13) 59 (M 83 (1.

F02023 70 (D 121 (7) 6.6 (5 11.8 (5
F02024 7.4 (%) 1.7 (5) 6.6 (7) 103 (7)

Nuimber of dams 12 12 12 12

Mean 6.7 10.5 6.3 10.0

S.D. 0.6 1.1 0.4 1.1

Significance NS NS NS NS

Statistical method DU AN DU DU

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.

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: Analy sis by variance (one-way layout).
a) Data of one male body weight was excluded because of artifactitious value.
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 38-3. Body weights of offspring (F,) before weaning

MMP 250 mg/kg
Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F03025 69 (6) 104 (6) 66 (9 104 (9
F03026 7.0 (11) 99 (11 63 (5 93 @
F03027 69 (10) 10.6 (10) 65 (4) 10.1 @)
F03028 65 (7) 10.1 (D) 64 () 95 (M)
F03029 6.6 (6) 93 (% 6.1 (10) 89 (10)

F03030 Not delivery, dead fetal remnant

F03031 6.8 (6) 10.7  (6) 67 (8 110 (8
F03032 7.1 (D 99 () 67 (8 9.6 (8)
F03033 72 (D) 113 (7 69 (M 1.t (M
F03034 64 (9 93 (9 61 9 9.3 (7
F03035 71 (D 108 (7) 65 () 10.1  (7)
F03036 72 &) 116 (4 69 (8) 116 (8)

Number of dams il 11 11 11

Mean 6.9 104 6.5 10.0

SD. 0.3 0.7 0.3 0.8

Significance NS NS NS NS

Statistical method DU AN DU DU

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring,

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).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl 3-methoxypropanoate by oral administration in rats

Appendix 38-4. Body weights of offspring (F|) before weaning

MMP 1000 mg/kg

Dam No. Days after birth
Male body weight Female body weight

0 4 0 4

F04037 63 (5) 99 (5) 59 (6) 92 (6)
F04038 Not pregnant
F04039 6.2 (10) 9.7 (10) 59 87 &)
F04040 69 (5 106 (5 62 (9) 99 9
F04041 6.5 (4 85 @ 6.5 (10) 7.8 (10)
F04042 59 (8) 83 (M 63 (9 83 (®
F04043 5.8  (2) Total litter loss 5.2 (4) Total litter loss
F04044 Not pregnant

F04045 63 @ 94 () 58 (8 88 (8
F04046 56 (6) 102 (3 52 (5 85 (3)
F04047 62 (7 93  (6) 59 (D 82 (6)
F04048 6.7 (6) 93 (6 63 (7N 9.1 (D)

Number of dams 10 9 10 9

Mean 6.2 9.5 5.9 8.7

S.D. 0.4 0.7 0.4 0.6

Significance NS NS NS NS

Statistical method DU AN DU DU

Each value shows mean per dam (g).
Figures in parentheses indicate number of offspring.

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).
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl

3-methoxypropanoate by oral administration in rats

Appendix 39-1. Geh_eral 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 18 18 18 17 17
General appearance, No abnormality 18 18 17 17 17
General appearance, Death 0 0 1 0 0
F01002 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01003 Number of offspring 16 16 15 15 15
' General appearance, No abnormality 16 15 15 15 15
General appeé.rance, Death 0 1 0 0 0
F01004 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F01005 Number of offspring ' 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F01006 Number of offspring 18 18 18 18 18
General appearance, No abnormality 18 18 18 18 18
F01007 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F01008 Number of offspring 14 14 13 13 12
General appearance, No abnormality 14 13 13 12 5
General appearance, Death 0 1 0 1 -7
F01009 Number of offspring 14 14 14 14 -14
General appearance, No abnormality 14 14 14 14 14
F01010 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
FO1011 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01012 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
Number of offspring 186 186 184 183 182
General appearance, No abnormality 186 184 183 182 175
General appearance, Death 2 1 1 7
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl

3-methoxypropanoate by oral administration in rats

Appendix 39-2. General conditions in offspfing (F,) before weaning

MMP 62.5 mgkg
Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F02013 Number of offspring 14 14 14 14 14
" General appearance, No abnormality 14 14 14 14 14
F02014 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02015 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F02016 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02017 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02018 Number of offspring 18 18 18 18 18
General appearance, No abnormality 18 18 18 18 18
F02019 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02020 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 I5 15
F02021 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02022 ~ Number of offspring 20 20 20 20 20
General appearance, No abnormality 20 20 20 20 20
F02023 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F02024 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
Number of offspring 174 174 174 174 174
174 174 174 174 174

General appearance, No abnormality
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl

3-methoxypropanoate by oral administration in rats

Appendix 39-3. General conditions in offspring (F}) before weaning

MMP 250 mgkg
Dam No. Number of offspring Days after birth
and general conditions ¢ 1 2 3 4
F03025 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03026 Number of offspring 16 16 16 16 15
General appearance, No abnormality 16 16 16 15 15
General appearance, Death 0 0 0 1 0
‘F03027 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03028 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03029 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
F03030 Not delivery, dead fetal remnant
F03031 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03032 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03033 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03034 Number of offspring 18 18 17 16 16
General appearance, No abnormality 18 17 16 16 16
General appearance, Death 0 1 1 0 0
F03035 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03036 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
Number of offspring 162 162 161 159 158
General appearance, No abnormality 162 161 159 158 158
General appearance, Death 1 2 1
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Combined repeat dose and reproductive/developmental toxicity screening test of Methyl

3-methoxypropanoate by oral administration in rats

Appendix 39-4. General conditions in offspring (Fy) before weaning

MMP 1000 mgkg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F04037 Number of offspring 11 11 It 11 11
General appearance, No abnormality 11 11 i1 11 11
F04038 Not pregnant
F04039 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04040 Number of offspring ‘14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04041 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F04042 Number of offspring 17 17 15 15 15
General appearance, No abnormality 17 15 15 15 15
General appearance, Death 0 2 0 0 0
" F04043 Number of offspring 6 6 1 1 1
General appearance, No abnormality 6 1 1 1 0
General appearance, Death 0 5 0 0 1
F04044 Not pregnant
F04045 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F04046 Number of offspring 11 11 6 6 6
General appearance, No abnormality 11 6 6 6 6
General appearance, Death 0 5 0 0 0
F04047 Number of offspring 14 14 13 12 12
General appearance, No abnormality 14 13 12 12 12
General appearance, Death 0 1 1 0 0
F04048 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
Number of offspring 126 126 113 112 112
General appearance, No abnormality 126 113 112 112 111
General appearance, Death 13 1 1
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