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Sprague-Dawley % [Crj:CD(SD)IGS,SPF) M 7 «~ F D REIRTZ AR 38 L OB/ 72
LONCHETIIARERME THHARAA £ T, MTIHHRMM2E L UHFE3BE T, 2-(1-AF
N hFINEH ) —n (LIT MEE &BEEE) @ 0, 8, 30 BL TN 125 mglkg ##EAK
5L, M7 o MIHT HEMBEIC OV TRE L7,

BRI T O X S IcEZERESh D,

1L BB R,
WFNOBREFIZEWTHOREEBIIA b o, HED 125 mgkg BEHBLV
f D30 mg/kg LA LEDFREFICE VT, YEREHRICHFRERSBEINTL,
FEBSLUVEFRIZIE MEE BE5OEBIIHR NN T,
HRFTRB L UREBMARENRE T BBRPEOREILLD LEZ DN RFIIRD
Lot 2s, HEHE L HI2125 mg/kg BESFHOMBMIBERI M LT,

2 A TERE AR :
RS, TRPBIUEEEN. ARMFA. 220 IIHEREIZ MEE OkEIZiE
HLcEZEXONDIEIIRBD ORI DT,

S.HARATR
HAERDEFMEIS I FEIZIL, MEE REDEEIIFBO o o7,

4EZEE

U o). ARBREETIZRITS 2-(1- A F L bFINTF ) —LOBETWIZT
+BEREIL. HEO 125 mekg BER X UHED 30 mghkg BEBEC IV THRERS
RO LNIENSHECK L TIE 30 mgrkg/day, 23 UTid 8 mg/kg/day, BlEMpO4
FEREN B X UHAIRICHTHEEREIZ. & biT 125 mgkgE TORE T LR FH IR
HhnehrolEnb, WL 125 mglkg/day L HBT Sz,



OECD B LEVHEEZ M AREIRLBHATO-RE LT, 2-(1-AF LT b FY)
TH )= VOREURROBEEZELLHIZ. 7y PRV AMBAMENHRZER L
HEEBA D D AETERENIZ RIETHEBICOWTRFI LD T, ZORREBET 5,

AL, OECDILEMERBIEN A FIA T4 21 /ERE-REBEAS V—=>
SRR (5 4TEBIEAR) ) (19956 7A27AHFH) BEIC HL¥EHMEGLP) (185943
AB1A. RRFEFIIT, EHEF2295. 59EFFE5%. RT3 117 18 HCE, REMEE
233%. HAHEI8H. 63EFES23E. EAI2EIALARE, BRREHE415. LHFEFH268
B FE12-02- 14ERFELS) ITHERLTERE L,
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1. WHBRWE
2-(1-AF N b F V)T /= (AT MEE &REEE) ORI TROLBD THD,

b4 2- (I-AFAZIFY) =87 —0
B4 TF L) a—ng YT —7F 0
$eh Ethanol, 2-(1-Methylethoxy)-
CAS No. 109-59-1
04.15

STE 104.15
Wi b FERI PR IR - ERA R

Rl -60C

s 142.5°C

AEKE (257) : 0.347 kPa

AR K 20C T

Ty BIRTEREMR

i = (CH,),CHOCH,CH,OH
ARBRITIT. SRk E N MEE (B y FES: ME . 99.5

wt%LA b Rl Ky 0.1%LLTF) AW, #WRWEIIZEE, HHANE TERYE
SZHEEREZICRBVWTERTRE Lz, RBRETRIOGRE L BERDEIZ OV T, #EtFS
P EE AR AR & JEHE U 7RSSR PRI R DL TEME A HERE &7z (Appendix D).

2. EHBWME X UCEHETERIE

ABRIZIL, Sprague-Dawley%([Crj:CD(SD)IGS. SPF)HflfZ v F & BAF ¥ —L R -V
N—BREHEAFABT L 7 BBA L, AFTRE~DOEL & BE 2 FNTANELIMAA
. TEfs Lz, THEAFTP. Bo—iREOERIIFRDO b o7, 2BHHIETF
HRERICEREA A7 2RI, BEMMPIC2ELE, RS EEL 2004
BH U7c, RBICIIMEEERS2ICZ vy, RER TRONEGREZ b & ICEEDIBLIEES
MHEIZ L D 1B 13 A b 2 A4FC it 2, BT, T T oMk, BmiE7 = b
ALY RICEEHAMNES 2 RTEEERALL, ¥, SHEE VIR, BILEE
EORGDH— FICRREIES B B L OEESNES £ L THGTEER 0B &
L7, HAEROBEBANEITOR 7, REFRBRDEE T, ML LIZOBIRTH -7

().



() i A7 B : 20014F9A17R

AN lL% 5 4 : HE5TPC. #ET730T
ATTHRFEE : HE 196.4~230.9g. Hf 154.1~181.1g
B 5-BA B : 20014510828

B EBAERAE M 327.3~410.4g. M 183.5~252.9¢

Ehtpid. WRBAI26FR (7RF~10FF4T). KB EA151/M8F, FFAIRE21.0~25.0C. 7F
FREAO~T5%ICHE SN MBEET, €REESHEE s — (220w x270d X 190h mm)
WZ1E o (REHFFIFMIL, 7 —) [REL, FEgAEE (CE-2. BAZ L 7HARM) B
FOKEK (EHFTKERGK 2BRIZBRIETHE L, L, RESERIN
THEEDWTi, FIRI4E LM HE4EE T, AL TRF o7 (=27 Y- BE
TR —HFRER) 2ANETIRF I WT o FAERES— (850w X 400d X
180h mm) IZINE L7z, 7233, fABEHM P, AT ROREBEOERNIEIL, FHEILEE21.0
~24.5C, BESA~T5% Th oz, 7o, i Lz, KEKB LAV TH-F o 7
1203, RBRICKES 7= FREMED H SR AT 2 Ao T2,

3. BEWREDOFHR

MEE [ZKIZRIETH S Z &b, BRI A REHAA (BLEE S 9912ST, R
Bat) 2BIRLE, B5REE, LVEED MEE 2B L, ST L%, &R
AR THAR L, FRURETHET THATCHRT L., A& DERLIPICER L,

BEREOZEMEIC OV TIE, BICEFHET CER L2 SR 0 REEERR GER
FHEEEE  A-00-060) ICBWT, HEBRMED 0.05 B LU 40.0wh% D RERRIED H
TTO8HBOEEMESHER I TS (Appendix A),

PERFR L - SREOREIZONT, BMEOSEMELE R L-&R, REREIZ
IFTERED® MEE &8 3N T3 Z &R &7 (Appendix B), B—HRERIL,
BEREPBECTHDLI ENDLER Lihofz, 28, FARBETOWHRME DRE DR
T, SFAMNREL ImLTo8RL, A¥ / -V T—ERBL LE#EAY /- L TEHEAR
L. #xzua< b5 7GOIEZIVRIEL., RRFIERT 2BEREAVTRELZRD
7= (Appendix C),

4. BREEBIVRESE

BE5 ML, OECDILEMERBRIET A R4 12k 7y MABEIC L 2MAIERE
5L Ui, BE5RIT, ARRICBTOREBEZRETSAMTEELZ MEE 7 v b %
AV NEREMH5EMEE TRAR CIT, FHRABRL KL GUBREEE S :R-00-016)



DER%E G LICHRE L, TR TR, #iz, MEED 125, 250 53 500 mg/kg %
11BEREES D14 B . #ETiE. 62.5. 125 H BVt 250 mglkg X IHRAMAZ@ L TRE
HHEIAETHRE L, ZORE, #0 250 mgkg S LOBREHO2HB LV 125
mgkg REBDOIF TREREARSBO LN, HIZB N TH 125 mgkg M EOBREHOE
Bl LT 62.5 mglkg BEBOIFIZFERPBO b=, KERIZ. MEEDZ » M2 H
W5 28 R ERR N 5B RBREHEZES:C-00-008) &V TH 500 mg/kg D&
ETHEIN., FIRHSHIZER LEZRBREICBV TGAWBLREIEN A biLd & & bil,
BEHRE TREO MBS RE TITHRMERE, ~E/ oV BERLNICA~~ 7 U » ME
DETHEE G, HFRHEICLVIBEOLSEE TV Ll Sh, UEDOFERNL, AR
BROBSBIIRESABRLHEDIHR I UOMOSHIZRERNDBELESNZ125 mgkg & L.
UTAHAATERL T30B LV 8mgkg 2 HFHEB LI EAEICRE Ui, AREICIT,
MEE O#EIZRAWEERBAEZES L,

BEHIRE, #ioxt U TIREAT2EM., REHN (RE2RM) 2@ LCHRETAET
(e ERE%48E) ., #iox L CIIZEm2EM B L OREEHN (BRE2ERE), XbizxE
L7 TIAEREM A2 @B L CWHEIR (OB =r%E0R) =T (BREEHKL1~47E), &
RBEIRBDOLNEHLOD, DDA LN -3 R25 AN A £ © (REE%43~44
|) &L, 181E, 91 LI2BFORIRE L, HEARIIAE 1kg Y29 5mL &
LEEd X OEdnr, REHMP o T, BIERAIET 2 ]RELZEIC, REEREOMH T
. BFOREBOKRELEICEH LA,

FHORSE, REFE. AUBERLUEHESITKROEY TH D,

B BR5WE BER RBRERE BRE BMES
(mg/kg)  (mL/kg) (wiv%) HE i
1 st Ak 0 5 0 MX01001~013 FB01001~013
2 MEE 8 5 0.16 MX02001~013 ¥FB02001~013
3 MEE 30 5 0.6 MX03001~013 FB03001~013
4 MEE 125 5 2.5 MX04001~013 FB04001~013
5. BEIBIURE
1) Haw
(1) —fxiRnE

FEHMP. E0 1R LEEEL T,

(2) FERE
REHIHEHELE b NS BIZE L, RRBAHER SO TR0, 7. 145
KUR0HIZ, 2R LMETIE, WHOBIUC4BIZRE L,



(3) 1B BRI E

BREGRY (REHMEZR) Bl1E, AEREE LR UBICHKREEZMEL, £0%
BICERMEZAEL, 1IROBEELEH L=, LR, BEISRIIXEOMBATHLT-
DHRTELOBIEZEH U, REBVHE I N TIEIIR0, 7. 148X TU208., it
Ll CIIMBE3R A F CTORMHELZBIFE L,

(4) TEEH
TREFHFAPICSIEMOTHREFRBBLEL, SR, BEXAATZERRL T, HEHZ
BELE, 2B, BAATRBUIZRBHILE F THEL TITo 7k,

(5) AL

R, #E15B 04 Hrbir&E2ER. RBEFNOIREIZ SOWTIN1OERERIBLR T
Tot, REROWRIL, IZRAATROEFOEED D WVITEROIERIZL VITV, KRS
FERENMZOWTIE, TORETIR0OA & LTERT 2L bz, HELSHREL THE
BICEAT Lz, REOHKRL IUHROKRTICL D, FREHICBITOIRREER (REMHER
EhinE/ RECENME) X 100) . i ((RRTHMIE RETERENMDE) X 100]) . FRI/ERALEA
MDHEREBMEREABETOREBINETOREIZEG LAENORE A2 RD -,

(6) 53t - EREOBE

RRBTER SN, 20% BRS kST, SiikEOEBEHZ IR T2
IZOWTITWY, DR EL EBRETER oW ST H, D% OMIED G 451k
EEOFEAHM LT L, DiROMEIE. Fanoked 511 ORITITV., S 5E
TLTWAZ AR LIZTYICOVWTIE, TORZDMBMHEEOR)E L THEREIFGE
RO SN MAETORKZEN L, ShEIWERELZE08ELE,

(7) Ftk - IR ERE

HEBmiE, BEASROBRHIZ, BEBON ML LS —LF M) 7 AR F T -
HUESETHRLE, TO, IR, FEBL R EEAOERLIE Uiz, 7o, I,
BSIIRIEZE S X UNEE IR 2 & Hois B30 IM ) BRI 10% B~ ) IEIEl. . BELB &
U IR 77 B EEL. FRERBIURBHRICOWTHRR X U R LEDF
MEMERELEm L,

T O 5B, S L= MEEEAR I, R LAk Ll o F- TR 26 B 48
YARENENEIEBOAY b EZ—)LF M)y LRRERTF Th - BRES S THKRL
7o TOBE, WK, PPRBIVCFEZMAEL, BIBZOWTRERZNELSL, /4. 50
RIZHSW TR EFBEME T CHIRRGSEY, FEOVWTHEREEZ A, BHRE (FEK

.6-



MR EBE) X 100) 2HEH Lz, 72, MK, PR, FEB I UIERZ0.IMY B4R
10% 8= Y CEEIRICEE L, BRBIZ W TS A BB X USRI >\ TR BBk
RAEZEN U, 72, #f#l b, FRFICREORYOLNEZBBIZ SV TH0.1IMY
BE10% R <Y VIRIRICEE L, REMSERELEE LA,

2) AR
(1) EREBICIETCR
HEOBIZEIRKEFRAECIR) 2/, 4k (HEOE£ R /£ RE) X 100), ok
((FERB FEREH)X100), £RHER ((HEEREK/FRER) X100) 722 b I HE
R (ERHEME THREMHE) X 100] 2Rz, EFREAETEOFELRE L.,
WEOBLARILFECIRKEZE BRA, HAER ((HEAREKHERE) X100) BXUH )
ARAERE (HEAR ORI/ WHEORDEIRE)X100) 2R, BETELETIE -
FFER L, 0.1MY U EERIT10% R~ Y EHRICEE L,

() &
HHEOR LU BIZEEFINCRE L, ST LI OFEMEL I L,

@) #lHr
HARIHE4RICHRL, ARBIVANGEOCRFOFELBRE L

6. F—H ML

HRBMOEN LI-BMhORE, RRE, ZHRELBIUHAROEEREHBRBAEIZ SV
TitFisher OEEMERE LT o7, BEMBETRICOVWTL. v —Faid LT —
#x Mann-Whitney DUREZ AV, Bt L — FOEEHEIX Fisher OEBEMREDOH
REIZ L W xtBE L MEE B 5HOROBFEERERT-o72, ZOMMOF—# 1%, K
TEEBONTEH B VIEIET L OFHEE 1AL LT, %3 Bartlett HKIZ LD &
BOSBMO—IFEIZ OV TREZ T2, HEB—HTHEBAITE, —TREBEHOS
S EITO, BERICAEERED 5N 58A1, Dunnett HEIZL Y 2ELB 21T -7, —
FHWTALDBETHEB0E L DBEE L UM — TR 0wiEEIZ L, Kruskal-Wallis
DIERLRE 2TV, BERICA B3RS HNB810, IEZ4E U784 AV T Dunnett
B LY BEEEWEIToT-, AEKIEIS%NE L,
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1. Rifhdy
1) —ARIK#E (Tables 1, 2; Appendices 1-1~2-4)

WEHE & HICETEMILH B NR 2T,

—HREEDZE M E LT, #llalfs B 0oRGH4REZE D D RERPEE I, B#fo
BEATE T 125 mgkg WEBHOHEDTH, HDLHIEB LU 30 mgkg HEHOHED 14
BRI, RE2RUBICORIZBE S N2PoTc, ZOMIZ, 8 mgkg REHD
HED 1Bz MATIR OB ESBRE S T,

2) {x&E (Fig.1. 2; Tables 3~6; Appendices 3-1~6-4)
M & LI EHSI. MEE SR 5HEGRE L OMICAREZERD oot

3) BfEE (Fig.3. 4; Table 7,8 ; Appendices 7-1~8-4)

125 mg/kg WEHOHEOER 5 1~2 B BEE VAR & L L THE (p<0.05) 2 {K{HE %
RLTEDS, HETIRZEEIRD O o7, MHEL HIT 30 mg/kg LIT D MEE &% 58
TiX, WL OMICHEEZRIIRD ol

4) EMFTR (Table 9. 10 ; Appendices 9-1~10-4)

HETIXMEOMERS 1256 mglkg HEH OB E I /2iTH, 30 mgkg H 5 D4
Pl FE B O RIMED/NRIERRRD b, £ 05 B O TidiF R LA m{AtE o/ kA3
B bhiz, v

it TiX, 30 mg/kg WEFIZBWVTIRF R R BIYZIBE S 5 Wik A il BERESE
1], 8 mglkg BWEHDIHIZ BETRIZEENBE I NTE,

5) :22EEE (Table 11. 12 ; Appendices 11-1~12-4)

BRBICHEREADERIZE, IBRELMEESREH EOMICEEZIIEDLNA
mot, BHESOEERS LCHAEML, ML bIc 125 mghkg BABIRH T
BREEL LR L CAHEBQE<O.0DIZHEM U723, 30 mgikg BAT OB G I & X RBEOMICZER
BN oI,

6 FRFAAEAT R (Table 13, 14 ; Appendices 13-1~14-4)

HETIE, 125 melkg RS BEOIF B LUK BEOLIFICI VT, MMOBERIZIREE
FEME LT MAE BB S, 125 meg/kg EHO2HI TIIBHENICZZEMaRZD b
niz, BREFETIE, ZEHULEREPBEI N HIOFENICHIBEE R A b
73, 125 mglkg BEHOHIOFNZIBFRFEELAFED bz,

-8.-



FRRER I MIE OB RS HE SN 125 mekg WSO ORI T, BisMEm L
BREEDOILEPREO NN, TORERRESHIZVEPEETho, £, R
IR O/NRULPBRE a7z 30 megkg WS HEOAFI T, MNOBRIZRBIEICFERR
LEBAIENBE SR, €09 B2l TIER LEME OB thofI i LT <.
BAEMNICEZEEMIE GRS b, & his, HR_ EEONRIENIERY S - 200k R
BRI, FlEMICHIREB RS b, BEHES TR > 215 TIRREIERICEF23E &
ACFEST. HilaBEBOHBHRESNT,

TR, 125 me/kg BE5BR L OURREOINEIZRE IR bhiehot, T, H
BREFICRENBD LN BB LU S W EEORERIC A2 R ERRIIR
Lo,

2. HRERES
1) #HEMEB L UORERE (Table 15, 16 ; Appendices 15-1~16-4)

HEAMIZIE MEE REDOREZ RETLELIZA D2 o7, RELDORBR. XKBRIB
L UFEMFEICIE MEE #5 0RO o drol, £, KRREETOBREBIVED
MoZERIC L, BEFEL MEE SREHLEOMICAEZARD ORI T,

2) HERR L UYTIREARK (Table 17 ; Appendices 17-1~17-4)

PEIREARIL. 125 mg/kg REBESTIREE L i L THEQ<0.05)IZERE Lz, 2T0
T DS IER22 F 7= 123 RIS L T WA Z E ML BREAY 2 b D LT LT,

HEZIZIE MEE &5 0E2RETIEEA LN 2T,

3) HiEH, BERBIB I OEKE (Table 17 ; Appendices 17-1~17-4)
BRS, FIRER X USEREIC MEE BE5OREL RT3 DRI o7,

4) 7ifds L U ERRE
MMBEZEFUE2TORERIIEV T, 2B L UMERECRF IBE s 2hol,

3. AR
1) A7 (Table 17 ; Appendices 17-1~17-4)

HASE, ER¥. Hths, HEERK, £RMBEE, WMiw4R0ERK. HEREGFSE
BLOMEICE, B E MEE &5 H L OBIZEEZERRD ORI o7,

2) {A&E (Tables 18 ; Appendices 18-1~18-4)
HHEORB I UARIZRIT A ROERICIL, MRELMEE SR 5HL OMICAEZRIT
R bNihot,



3) WA IRME

WEORICEIT B AFRICAEEFIBRE N0,

83 L V30 mglkg HEBIZEBWTHENREEH (BEWME S FB02008, FB03007)
OB, WTHLHEIRE CEGFL, IREBVTHEFEIRD N1,

30 mg/kg REHIZBWTRTRPHAE (BEMWESFB03001 #10T, FB0O3002 HE1
T, FB03008 #E2pt) i, 161 (BEHES FB03008) THERSBE I, 125
mgkg BEHOAFIROBE TIIRMEORFIFRO LAV L. . FHARIZE
VWWCER L7 250 mgkg £ THD MEE BEICBWTRERFEIRIED LN TR Z &2
O, BREAENLGEE LRI, ZOMOFEC RIS WTBI 2o HRTIREFE I
RO DILRD DT,

- 10 -



MEE @8, 30 3L 1 125 mg/kg % Sprague-Dawley %7 v MIHEIZIZ488 M, #EZ

(FASECAT2BETR X ORI, IR 28 L THF3H £ TROKS L, MEE O47%
B OWTREIL -,
FORERE, ML HIT, —RREOEE LTHD 125 mgkeg #EB, Mo 30 mgkg M E
OEREFIZIWT, WEREEL 4 BREENDFBIIIMT TRARBBE I . REREAK
KRBT AIREBARETHIEMTER L THRAROHED 125 mg/kg A LD 58, iff
D 625mgkg U EDOBRERTHBREIN, 2-L-AFAT b FNTF ) -V DF v MEAW
3 28 AMIREROBEEHERR] YO 500 mgkg BEHIZBWTLEOLATWVWS, KIER
SEMRROYVIERERITITON I RBE CIRELRERA G, RSHER T RO MKRER
ETIE, RO, ~Tr o BE ~v b Uy MEOETBAZLNTWS, Tk, MR
RAEBRDED T v MIBITARARBICLI3BMHHBRIIBOTLRO LN TR Y BH%RME
DEREICLZFBLEELILND I, REBSFURRODMEFREIZS VTR S HIRK TR
3. AEEEMICRNERE, MEFKEEL L ICEYRMEKNARKEEOETS0R MKREN
RBHON, FBRFROIRLROEMNERD LN TWDE, X5IZ, BREMMKRTROBSIZINT
BEETIE~T YTV ORBERBO b, FECRIEZ & CgibEnsE Z o Tk, 57
DXF L FY a—rDE ) TAFNZ—FAOBEMERIZOWTHRI L Werner 5 D&
EHIZ Y, TFAT—FAR /A=A TaENLTI—FNAERBAT, ARROBBRWETH
5 MEE (=FLv oY a—nA 7 ailz—57/) Tit, FLEKEL2LVIT~TE o
BEOCETHREOOBEFHTHARS 1EMBICIIZRIIRD LN TR, ORGP
HTHRBROEKOEMR R END, LI, ZF LTV a—nLE ) TFLI—FNIIEBNT
LEMERBMAAEDONTEY 49 ZOHECBWTIXZOBERBBTHLIFL 7Y
S—)E ) TFNT—FTVZENEROEEEH D Z AL, invive DL in vitro AYFEE
WX THLMTZ->TWS %9, Miller HIiZEniE, AERBEOEE eHRIRFITRE S
O, RPREDIIEZA YT REF VT ET— RO EDCT Y VU BEETHDIZ EBH
EONICROTNBZ EMS 19, FRBOEHRME TH S5 MEE BELIZ X 5B % 510, i
DXF LY a—E ) TAXINT—T N EFHFOBF TELBOLAZEZ L, hfaERE
RIS |

R & B iz 125 mg/kg @ MEE 512X VIO EE BN L, HOJR Crgo
JERLBRIN, FERE CRSIERS I UCBEGFEOLRENPRD LN, BltEKSA
TRMIEE R OBIRHEM BB ONE Z EBMLNATVS, ARBRICEBWVWTHES
N-fElgE RO #SMLhsEm b MEE oREICLAENAFRREZEZ OGNS,

ARBRITE T, MoMEAR, MEORRE, ZIEtER & CEEMMICMEE #5 0%
BERETAEIRBOONT, T, BAROATFE, FELRLCIIEREEREICBWT
. MEE &5 0B RET IEMEFED N1,

-11 -
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FEBDEOBEREUM THEI=F LT a—VE ) AFLT—FT ), ZF LT
a—)VF ) FAT—FT)N, ZF LT Y a—FE ) AFALT—T AT ET—F, =F 1
A —NE ) EFAT—FLATEF— b, VTF LT a— LD AF L —F L
LRz F Ly a— e ) TFLZ—=TNVIBWTIIEEEED 5V I RE L
WO mATRBEENRSERIIND ZENTTIZHEINTE Y'Y, -1+ U A THEEE
RREEMBLILER, =F L) a—nT /) 7FLo—FARLF L) a—)LE )
7o V=T VIIBOWTHIEREOETAALN, =FL 7Y a—E )T FLo-—-
TATIIEARH CIEREORTARD LN TWAEY, —F BREROETR=FL
TYVa—nAlTorvryyY)a—i, ol la—Lx ) AFLc—F)N JSxF
L Z ) a—E ) 2 F LT L TERDLNARNI LML TNARY, EHLIZ
LB ATORFHZINIE, =F L) a—AT /) TAF LT —FLVOBREHRITT
WELVEOBREIZL>TERY, BFEVKREL ARDIIVH o729, ZOBRERD
ETHIBRTFERESICLZLOTHY, ZORFEREFTIEISF—T VHREBRIZED
B ZDZEDBHANIR-TWAY, EFLICIIE, ZoRFEREEISHRSRIC
HTAHBECIDZLDEEEINTWNBENY, = F LY a—LE) AF LTV
WEBREREBMER, ANV ULATR I -THBIRTINRINCEoTRET S & T8E
Nz F LS a—E ) AFLI—FLERE SN B OEETOEHRENED
TEHELERELERRDENDY,

Ty MIBWIEZ Y =M I D RBIEEEZE - SRR I, =F L7 )a—n
T AFNZ—T VL BRBERBENHEEETH I EBALNIR-TEY ., BEEFERIIE
DEERFREM TCHEITFLL T a—LF ) AFLZ—FATET—MILE LD
THDHIEWTRENTNEY, mF L) a—LE) AFNT—FT LT ET—}F, =
FLoZYVa—nNE ) TFAR—TNT T~ bR F LT a—)vE ) TF
N —FNT T — &RV oin vitroDBETH ., T SOMEIZ LB 3% —F HIF
BHIROEFEOEEMER OIS FEICE2FMOENFRINL TV AY, §iE0EY,
FHEBMEDEELRFREDII=F L) a—nA Y ol m—F LT T — b
ROV EDT ) VAR ETHDZ e nY | AERYER=F LI ) a—LF )T
FLx—TIOKREFIEBATFLVEIZBRINZLOTHE2ELD L, ZRBRHHE
DREREBEE LT TAREMR RS S E X DK,

REBWMEIZONWTE, ZhEDFEHR1L, FHRABRICSHNTHET v MZ 125, 250 B
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Table 1

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Clinical signs of males

Compound MEE
Dose group
(mg/kg) ' 0 a) 8 30 125
No. of males examined 13 13 13 13
No. of males with abnormality 0 0 0 7
Category of abnormality; N
Reddish urine 0 0 0 7

a): Vehicle control, Water for injection (5 mL/kg)



Table 2
Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Clinical signs of females

Compound MEE

Dose group

(mg/kg) 0 a) 8 30 125
No. of females examined 13 13 13 13
No. of females with abnormality 0 1 1 13

Category of abnormality; N
Reddish urine 0 0 1 13
Loss of fur 0 1 0 0

a): Vehicle control, Water for injection (5 mL/kg)



Table 3

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Body weight of males (g); mean + S.D. (N)

Compound MEE

Groups (mg/kg) . 0 a) 8 30 125

Days of administration
1 (initial body weight) 367.6 £ 19.1 (13) 372.5 £ 22.2 (13) 370.2 £ 16.9 (13) 365.9 +23.2  (13)
8 397.8 + 28.2  (13) 406.0 + 29.4  (13) 402.5 + 27.6  (13) 392.7 + 33.7  (13)
15 423.0 + 37.5 (13) 436.1 + 34.1  (13) 431.0 + 35.3  (13) 424.1 + 41.8 (13)
22 449.9 + 43.5 (13) 460.3 + 38.3 (13) 459.0 + 39.5 (13) 450.9 + 46.9  (13)
29 475.3 £ 52.4 (13) 489.5 + 40.7 (13) 488.8 + 44.3 (13) 477.9 + 52.7  (13)
36 494.7 + 58.1  (13) 508.6 + 43.4 (13) 513.7 + 46.6 (13) 496.8 + 55.5  (13)
43 514.1 + 60.9 (13) 529.3 *+ 43.8 (13) 533.0 £ 49.4 (13) b11.8 £ 59.3 (13)
49 529.6 *+ 63.6  (13) 542.6 + 45.4 (13) 549.1 + 52.6 (13) 529.6 + 62.8 (13)

a}: Vehicle control, Water for injection (5 mL/kg)



Table 4

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Body weight gain of males (g); mean * S.D. (N)

MEE

Compound

125

30

0 a)

Groups (mg/kg)

-------

1- 8
8-15
15-22
22-29
29-36
36-43

Days of administration
43-49
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Vehicle control, Water for injection (5 mL/kg)
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Table 5
Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Body weight of females (g); mean * S.D. (N)

Compound MEE

[e=)
(%]
(]

Groups (mg/kg) 0 a) 125

A am m i = = i -

- i A - s m oA

e -~ & A e -

Days of administration

1 220.0 = 20.8  (13) 220.8 + 20.4 (13) 216.2 = 20.1  (13) 219.5 £ 18.7 (13)

8 233.9 £ 26.7  (13) 232.4 + 24.1 (13) 223.4 + 24.2  (13) 225.2 * 23.0 (13)

15 247.0 + 28.2  (13) 242.1 + 25.2  (13) 234.0 + 26.4 (13) 241.2 + 26.3  (13)
Days of pregnancy

0 250.4 = 30.6  (13) 250.6 £ 27.5  (12) 237.8 £ 25.1  (12) 246.0 + 25.4 (13)

7 288.7 £ 33.7 (13) 288.6 + 31.7 (12) 272.5 + 28.0 (12) 289.9 + 29.1 (13)

14 326.2 = 35.6 (13) 323.0 + 36.2 (12) 308.1 £ 30.6 (12) 327.1 + 33.1 (13)

20 399.0 + 45.3 (13) 392.7 £ 39.9 (12) 379.3 + 36.8 (12) 400.0 £ 39.9  (13)
Days of lactation

0 287.5 + 36.2  (13) 288.3 + 32.7 (12) 279.2 + 33.5  (12) 290.2 £ 33.0 (13)

4 325.4 + 37.2 (13) 315.2 + 34.7 (12) 306.6 + 32.9 (12) 325.4 + 27.1 (13)

a): Vehicle control, Water for injection (5 mL/kg)



Table 6

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Body weight gain of females (g); mean * S.D. (N)

Compound MEE
Groups (mg/kg) 0 a) 8 30 125
Days of administration
1- 8 13.9 + 8.7 (13) 1.6 + 10.4 (13) 7.2 + 7.7  (13) 5.7 £ 7.3  (13)
8-15 13.0 £ 4.4 (13) 9.7 £ 5.0 (13) 10.7 £ 4.7 (13) 16.1 £ 6.2 (13)
1-15 27.0 + 10.4  (13) 21.3 £ 13.0 (13) 7.8 £ 9.1 (13) 21.7 £ 10.8 (13)
Days of pregnancy
0- 7 38.4 + 6.0 (13) 37.9 =+ 8.9 (12) 34.7 + 8.6 (12) 43.9 + 11.6 (13)
7-14 37.5 £ 6.1 (13) 4.5 £ 7.2 (12) 35.6 £ 10.0 (12) 37.2 + 5.6  (13)
14-20 72.7 + 14.5  (13) 69.7 + 10.2 (12) 71,2 £+ 14.1 (12) 72.9 + 13.3  (13)
0-14 7.9 + 9.1 (13) 72.4 £ 14.1 (12) 70.3 £ 12.9 (12) 81.1 £ 14.7 (13)
0-20 148.6 + 20.4 (13) 142.1 £ 19.2 (12) 141.5 + 18.8 (12) 154.0 *+ 23.6 (13)
Days of lactation
0- 4 37.8 £ 14.9 (13) 26.9 £ 15.2 (12) 27.4 + 14.9  (12) 35.2 + 15.2 (13)

a): Vehicle control, Water for injection (5 mL/kg)



Table 7
Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Food consumption of males (g); mean + S.D. (N)
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a): Vehicle control, Water for injection (5 mL/kg)
* ; Significant difference from control, p<0.05 (by multiple comparisons)



Table §

Preliminary reproduction toxicity screening test of MEE by oral administration in rats
Food consumption of females (g); mean * S.D. (N)
Compound MEE
Groups (mg/kg) 0 a) 8 30 125
Days of administration
1- 2 18.6 + 3.1 (13) 18.6 =+ 4.0 (13) 16.5 = 3.5 (13) 15,3 £ 3.8 (13)
8- 9 18.4 £ 4.2 (13) 18.5 + 3.5 (13) 18.8 + 3.9 (13) 18.5 £+ 3.3 (13)
14-15 20.4 + 3.1 (13) 19.8 + 3.3 (13) 19.5 = 3.0 (13) 21,3 £ 2.9 (13)
Days of pregnancy
0-1 22.5 + 3.8 (13) 20,6 £ 5.2 (12) 19.6 =+ 3.4 (12) 22.0 £ 3.7 (13)
7- 8 25.5 £+ 3.5 (13} 25.1 + 4.2 (12) 25.1 = 3.7 (12) 26.6 £ 4.2 (13)
14-15 21.1 = 3.2 (13) 17.9 £ 4.6 (12) 19.9 £ 2.9 (12) 20,6 £ 3.4 (13)
20-21 20.8 + 3.0 (13} 9.1 + 6.4 (12) 18.6 + 4.2 (12) 21.4 = 5.0 (13)
Days of lactation
3- 4 37.9 + 12,1 (13) 37.2 + 10.3 (12) 38.9 + 7.4 (12) 38.4 £ 10.6 (13)

a): Vehicle control, Water for injection (5 mL/kg)
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Table 9

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Macroscopic findings in males at the end of the dosing period

Compound MEE
Groups (mg/kg) 0 a) 8 30 125
Grade [N] - + [N] - (N] - (N] -
Spleen [13] [13] [13] [13]
Enlargement 13 0 13 13 11
Testis [13] [13] [13] [13]
Small, bilateral 13 0 13 9 13
Epididymis [13] [13] [13] [13]
Small, bilateral 13 0 13 11 13
a) . Vehicle control, Water for injection (5 mL/kg) -: Negative
+: Positive



Table 10 - 1
Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Macroscopic findings in females at the end of the dosing period (Subject to autpsy on day 4 of lactation)

Compound MEE

Groups {(mg/kg) 0 a) 8 30 125

Grade [N] - + (N] - [N} - + (N) -
Stomach [13] [12] [12] [13]

Thickening, mucosa, local,

Glandular stomach 13 0 12 11 1 13

Lung [13] [12] [12] [13]

Area, black, right lobu i3 0 12 11 1 13
Skin (13] (12] [12] [13]

Alopecia, local 13 0 11 12 0 13

a): Vehicle control, Water for injection (5 mL/kg) ~: Negative

+. Positive
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Table 10 - 2
Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Macroscopic findings in females at the end of the dosing period (Non—pregnant)

Compound MEE
Groups (mg/kg) 0 a) 8 30 125
Grade [NJ] - + (N] - + [N] - + [N] -
Stomach [ 0] [ 1] [ 1] [ 0]
Thickening, mucosa, local,
Glandular stomach 1 0 1 0
Lung [ o} [ 1] [ 1] [ 0]
Area, black, right lobu 1 0 1 0
Skin [ o] [ 1] [ 1] [ o]
Alopecia, local 1 0 1 0
a): Vehicle control, Water for injection (5 mL/kg) ~: Negative

+: Positive



Table 11

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Organ weight of males, Mean + §.D. (N)

Compound MEE

Groups

(mg/kg) 0a) 8 30 125

Final body weight (g) 529.6 +63.6 (13) 542.6 +45.4 (13) 549.1 +52.6 (13) 529.6 +62.8 (13)

Spleen (g) 0.8494 +£0.1113 b) (13) 0.8935 £0.1277  (13) 0.9198 +0.0863 (13)  1.1322 +0.1677 =* (13)
0.1620 +£0.0261 ¢) (13) 0.1651 £0.0224 (13) 0.1682 £0.0163 (13) . 0.2144 10,0246 *x (13)

Testes (g) 3.2364 +0.2604 (13) 3.1799 £0.2138 (13) 3.0174 +0.6980 (13) 3.2266 10.3448 (13)
0.6164 +£0.0627  (13) 0.5893 +0.0365  (13) 0.5515 +0.1316 (137 0.6166 +0.0968 {(13)

Epididymides (g) 1.1876 +0.0932 (13) 1.2119 £0.1077 (13) 1.1164 +0.1949 (13) 1.1813 £0.1319 (13)
0.2263 +0.0245 (13) 0.2245 +0.0242 (13} 0.2041 +0.0369 (13) 0.2258 +0.0358 (13)

a): vehicle control; Water for injection (5 mL/kg)

b): absolute weight

¢): relative weight (g per 100g body weight)

*x; Significant difference from control, p<0.01 (by multiple comparisons)



Table 12

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Organ weight of females, Mean + §.D. (N)

Compound

Groups
(mg/ke)

MEE

0a)

8 30

125

Final body weight (g)

Spleen (g)

325.4 +37.2 (13)

0.6366 +0.1107 b) (13)
0.1950 +0.0202 ¢) (13)

315.2 +34.7 (12) 306.6 £32.9 (12)

0.6489 +0.0905  (12)
0.2069 +0.0277  (12)

0.6728 £0.1350  (12)
0.2182 +0.0262  (12)

325.4 £27.1 (13)

0.8353 +0.1620 *x (13)
0.2574 £0.0487 *x (13)

a): vehicle control; Water for injection (5 mL/kg)

b): absolute weight

c): relative weight (g per 100g body weight)
*%: Significant difference from control, p<0.01 (by multiple comparisons)



Table 13

Preliminary reproduction toxicity screening test of MME by oral administration in rats

Histopathological findings in males at the end of the dosing period

Compound MEE
Groups (mg/kg} 0_a) 8 30 125
Grade IN] - +/- + ++ +++ Pos. IN] - +/— + ++ +++ Pos. IN] - +/- + ++ +++ Pos. [N] - +/— + ++ +++ Pos.
Testis [13] fo] [ 4] [13]
Atrophy, seminiferous tubule,
focal, bilateral 12 0 1 0 0 1 o 0 2 1 1 4 10 1 0 9 3
Multinucleated giant cell,
lumen, seminiferous tubule 3 0 0 0 O 0 2 2 0 0 O 2 11 0 0 0 2
Epididymis [13] [ o] [ 2] [13]
Cell debris, lumen, bilateral 12 0 1 0 0 1 ¢ 1 0 0 1 2 10 1 0 0 3
Decrease, sperm, lumen,
bilateral 130 0 0 0 0 1 0 0 0 1 1 13 0 0 90 0
Spermatic granuloma, unilateral 130 0 0 0 0 20 0 0 0 0 12 1 0 0 1
Spleen [ 0] { 0] [ o] [2]
Hematopoiesis, extramedullary 0 1 1 0 2
Deposit, pigment, brown 4] 2 0 0 2
a): Vehicle ceontrol, Water for injection (5 mlL/kg) - ! Negative Pos. . Total of positive grade
+/-: Very slight
+ ¢ Slight
++ @ Moderate
+++! Severe
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Table 14

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Histopathological findings in females (Subject to autpsy on day 4 of lactation)

Compound TSA
Groups (mg/ke) 0a) 30 S
Grade [N] - 4/- + ++ +++ Pos. [N) - +/- + + ++ Pos. ] - +- + + ++ Pos. INT - H- 4 Pos.
Ovary [13) [0) [ 0] [13]
No remarkable change
Stomach o] { 0] [1] 0]
No remarkable change
Lung {0l [0 [1] [ 0}
No remarkable change
Skin [ 0] [1] {o] [ 0]
No remarkable change
a): Vehicle control, Water for injection (5 mk/kg) - 1 Negative Pos.: Total of positive grade
+/-: Very slight
Jb o Slight
++ : Moderate
++4; Severe



Table 15
Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Summary of estrous cycles

Compound MEE
Dose group
(mg/kg) 0 a) 8 30 125
Number of females examind 13 13 13 13
Mean length of estrous cycle in days
Pre-treatment period; Mean + S.D 4.0 + 0.0 4,0 = 0.0 4,0 + 0.1 4,0 =+ 0.0
Treatment period; Mean % S.D. 4.0 + 0.0 4.0 £ 0.0 4.0 = 0.1 4.1 + 0.4
Number of animals showing each type of cycle
during pre-treatment period
4-day cycle 13 13 12 13
4,5day cycle 0 ] 1 0
Changes of estrous cycle after treatment
Number of animals not changed 13 13 12 12
Number of animals changed
(pre-treatment period) (treatment period) _
4-day - 4,5-day 0 0 1 0
4-day - irregular 0 0 0 1
Mean times of vaginal estrus during
mating period; Mean + S.D. (N) 1.0 + 0.0 (13) 1.0 + 0.0 (13) 1.0 + 0.0 (13) 1.1 £ 0.2 (13}

a): Vehicle control, Water for injection (5 umL/kg)



Table 16

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Reproductive performance of animals

Compound MEE

Dose group

(mg/kg) 0 a) 8 30 125

Number of mated pairs 13 13 13 13

Number of copulated pairs 13 13 13 13
Copulation index (%) 100.0 100.0 100.0 100.0

Number of pregnant animals 13 12 12 13

Fertility index (%) 100.0 92.3 92.3 100.0

Pairing days until copulation

Mean *+ S.D. (N) 2.5 £ 1.1 (13) 2.4 + 1.0 (13) 2.5 + 1.1 (13) 2.5 + 1.5 (13)

a): Vehicle control, Water for injection (5 mL/kg)
Copulation index = (number of copulated pairs / number of mated pairs)x100, %
Fertility index = (number of pregnant animals / number of copulated pairs)x100, %



Table 17

Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Development of pups up to day 4 of lactatioa; Mean * 5.D. (N)

Compound MEE
Groups (mg/kg) 0 a) 8 30 125
Number of pregnant females 13 12 12 13
Number of pregnant females with live pups 13 12 i2 13
Gestation index 100.0 100.0 100.0 106.0
Gestation length in days 22.3 £ 0.5 22,3 0.5 22.3 £+ 0.5 22.8 + 0.4=x
Number of corpora lutea 15,0 + 1.9 15,4 = 1.9 14.8 + 1.2 5.9 + 2.4
Number of implantation sites 14.7 £ 2.0 148 + 1.8 13.9 + 2.4 14.9 = 2.7
Implantation index 98.0 + 4.1 95.8 + 4.2 93.8 + 14.3 93.6 + 0.9
Day 0 of lactation
Number of pups born 13.8 £ 1.9 13.9 £+ 2.4 13.2 + 2.4 i3.3 £ 3.2
Delivery index 94.3 £ 4.3 93.9 + 7.3 94.4 + 6.4 88.3 + 12.0
Number of live pups 13.8 + 1.9 13.9 + 2.4 12.9 £+ 2.4 13,2 + 3.1
Birth index 94,3 £ 4.3 93.9 £ 7.3 92,7 £+ 6.8 87.8 = 11.6
Live birth index 100.0 + 0.0 100,0 = 0.0 98,2 + 4.4 99,5 + 1.8
Sex ratio on day 0 43.7 £ 16.0 54.4 + 15.7 48.7 £ 15.8 49.3 + 10.8
Day 4 of lactation
Number of live pups 13.8 £ 2.0 13.9 + 2.4 12.6 + 2.4 13.2 + 3.0
Viability index 99.4 + 2.1 100.0 = 0.0 97.6 £ 6.3 99.5 £+ 1.6
Sex ratio on day 4 48,5 + 15.8 54,4 + 15.7 49.3 £ 16.6 49.5 + 10.6

a): Vehicle control, Water for injection (5 mlL/kg)
Gestation index = (number of pregnant females with live pups / number of pregnant females) x 100, %
Implantation index = (number of implantation sites / number of corpora lutea) X 100, %

Delivery index = (number of pups born / number of implantation sites) x 100, %
Birth index = (number of live pups on day 0 / number of implantation sites) x 100, %

Live birth index = (number of live pups on day 0 / number of pups born} x 100, %

Sex ratio on day 0 = (number of male live pups on day 0 / number of live pups on day 0) x 100, %
Viability index = {(number of live pups cn day 4 / number of live pups on day 0) x 100, %

Sex ratio on day 4 = (number of male live pups on day 4 / number of live pups on day 4) x 100, %
* ; Significant difference from control, p<0.05 {by multiple comparisons)
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Table 18
Preliminary reproduction toxicity screening test of MEE by oral administration in rats

Body weight of pups up to day 4 of lactation; Mean & S.D. (N)

Compound X MEE

Dose group
(ng/ke) 0 a) 8 30 125

Day 0 of lactation
Number of live pups

Male 6.8 + 2.4 (13) 7.5 + 2.3 {12} 6.4 + 2.6 (12) 6.5 = 2.0
Female 7.0 £ 2.6 (13) 6.4 + 2,2 (12) 6.5 £ 2.2 (12) 6.8 2.3
Weight of pups (g)
Male 6.8 0.5 6.7 £ 0.5 6.9 = 0.9 6.8 *+ 0.7
Female 6.3 £ 0.4 6.4 + 0.6 6.5 + 0.7 6.5 £ 0.8
Day 4 of lactation
Number of live pups
Male 6.8 + 2.4 {13) 7.9 £ 2.3 {12) 6.3 = 2.3 (12) 6.5 * 2.0
Female 7.0 + 2.6 {13) 6.4 + 2.2 (i2) 6.3 £ 2.3 (12) 6.7 + 2.2
Weight of pups (g)
Male 10.6 = 0.7 10.7 + 1.1 10.9 = 1.8 10.7 £ 1.8
Female 10.1 = 0.8 10.2 + 1.1 10.5 £ 1.6 10.4 + 1.9

a): Vehicle control, Water for injection (5 mL/kg)
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