AEFTHFE12—-1895%
20024 783 88
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(= #]

Sprague-Dawley % [Crj:CD(SD)IGS, SPF] Wf#ftZ » b DZAIEIRT 2 BE L OREHM A2 LV
CHETIIRE R THIMRATA T, #TRERMAMEPBELCHT I BE T, ¢-(1-AFrx
F=N)T7 =/ (BT MEP LBEEE) @ 0. 4, 15 B 60mg/kg R OFEL, M#S ~
Mo 2EBBHICOVTRITLE, R, UTOLRERNESNS,

1. REBWATR
WTFNROREFIZBWTHRCEBMIALN D o7, HO 60ng/kg REHFHIZBWT, BE
ERIC—BHEORENRESII:, FEBLUEERIZIIVEP REOEEIDB D Ohih ok,
BIMRBFIZ 60mg/kg REBOMMECHBHEOIEENRAON, HERETINBORELED
HEBEOBEEBBO b, £, HORIBIZ OV T 60mg/kg BE5H THAEMDOEREMNHE
MEhi, BREEETIR, HOMROENERR KUHNEENMEMEEFRLE,

2. AFEBRATR
PR, MHORRERS LU, EIRMH. D72 0 TITME KRB MEP R EDREIT
ROLNRD2T,

3. HAERFR
HARDOKE, £FLOLWITEREIZIX, MEP REOEBIIRD N7,

4. BIERE

UEDRE» S, ARBREGTIZEIT S MEP OHEMY I T 2 BEARILX, 60mg/kg BEFE
ZEWT, BTR—B%ORERS LUEOELRABH L, MTIIEOEL, MBEEDKE.
BRBOMAEMDORENEHRINTLZ &M 15mg/ke/day. BBPOLEREE L L OHARK
o E|ERARIL, 60mg/kg ETOMEI MEP REOEBIRDONEh s b W
b 60mg/kg/day L HIEFE N B,



i

4~(1-AF N T =) 7 =/~ (LLF, MEP &BEEE) X, EX 7=/ — A ORBPYTH
5, FAYOBRFBERICOVTIX, IBEAERLN TR, FHBR T, 0ECD BEFLFY
BOZEMRIBRICFEIEUREMREEO-RELT. Zy FERVT MEP OROREICLS
55 A MEMRREZ TV, RMEADOUMREH RIETARBHEEIC OV TRFLEZDOT, 20
ERERET D,

ipds. ARBRIX, OECD (LEMHERRIEN A FIA 42 1 /EWBEBHEAZ VU —=2 7K
B (@S ATEBNRR) | (19959 7 A 27 A) BLO MeEHHE GLP)  (BE3F1 59 4 3 A 31
A, BMREE 39S, ERFE 2295, 9 E[BE 85, IBfMeE3E 11 A 18 AWE, REME 233
T, WAEFE B S, 3ERE 8 H, FHRI12FE I A 1 BRE, RIREH 41 5. LHRES 268

B TR 12-02- AERFE1H) ICERLUTERIBLE,



(75 #]

1. #HBME

4-(1-AFNxF =) T =/ — (LAT, MEP LBEEE) X, A X 4-(1-methylethenyl)-
phenol T& Y, CAS No. 4286-23-1, 43T & : 134. 18, & F= : CH, (0, AR :80~83COME
BRETH D,

ARRIZIX, LRI R MBP (ry FEE FEEE : 99wt % LA
B)ERweE, SELERRYHAIRRETRE CRRDERTAGEREICRE L, 28, &
REMFORRDEORTEHITREERBEIB LOEHE RBRTH) oRBRBEIC>W»
THRERBRZEMT S Z LI L VR Lk (Appendix A),

2. EABYE LUAEFE

7 I Sprague-Dawley & [Crj:CD(SD)IGS, SPF] M#tT v h 2 BAF v —/L R « Y S—f
REMEAFE LY 7 —nbBAL, ANAESE 14 B, HERE~0HUL L RE L HhT
FlREAT LIz, M 1 ERAMBICRAREZE LD, ¥AHRLE, 2OBE. EABHO
JEXR, BHRILBHABOOLN, BREIITMERITE L T\, 20/MOBMITIZ. FHRES T,
—RREBICRFIIBDO O » o7 (Appendix B), 723, MIITFHEATPICEBREBAA T2
DL, BEHMAPc 2 (U EERARBSERL, £/, 4 BRAHFER LB EEH LE., &8
3. MEREL LR EBRAATA OREZ ZICHEHBICEFEAMMBEIC I VST L, MEEL bE
BIBENL2S 4BCTE. BT, SREBOMET. RBCEERNES2TRTESE
Tz hRUTRALE, FREF— VIR, BEBRTLICARORRI I — FICRRHEF
SR LCEGEHINESZRALTHET., EEBNOME E Lz, HAROBEEKMAIZITHL2
Mole, REFMBFEOREBIX, L LIZOBEMTH .

ik, FREA 12 BER (7 Be~19 BEAUT) . MAREEAD 15 B,/ B, FFAIRE 21.0~25.0°C,
HARRE 40.0~75 0% BRESNIMEET, €RMEMAKS, — Y (220wX270d X 190h mm)
1T (RERT20E/7—2) IWEL, BREHR (CE-2, BAZ V7EASH) BIT
KEA (BETAERGK) *ERKERISERELEL, £EL. REVHER Sl
Wi, MR 14 DB 4B ET, AV TRF v S (R3S V- BRZAZ LI —
Het) 2 ATy FVRATZAF v 7 BB — Y (350wX 400d X 180h mm) {ZINAE Lk,
e, HEHMHAT. AFEOREEDOEAEIL. BE 23.0~24.5C. BE 48.5~66.5% Th -



7o, BB LR, KEKBIOEANLTH-S v 7I0E, RBRICEELZ Z - TEEOH DR
ANDiie o,

3. BERGOWAER

BERIL 0.5%CMC Na K (AARFUVAFLELR—RF MY DA (AEERFF I A
B—2F FY UL BUEERT 6209, AEMERNEH) BIOEHAK (BEES : 99128T,
AMERASH) ZAVTHRER) 28R U, REREIE MEP 28 REZTLICREL, #iEk
B L THRELE, AMLEREE. BE. SEBOZGTCREFL., WRE 1LAMUNICHE
ALk,
BEREOREMICOWTIE, HBWED 0.08 BIV 1. 2w/vAOREBRED, B, &5
ZBETTO8 BMOREMEEZMHFE L7 (Appendix C), FEEOTHBBRMEIIOVWT, HRHED
GRAERIUCH—MRAREZEREL-FER, BREOBREREIIZFTERED MEP 3-8
BHENTWBZ L BB ENT (Appendices D, E), ¥k, FAMBREPOHRMEORE D H
ElX, BEEEs e~ b7 7L VITo7% (Appendix F),

i

4. BREBBIURESIE

BERERIZ, OECD {LEMEBRBRIETA FIA 2L Ty PVABBERL2BHERESE L
foo BEBIIFERRERLE -(1-AFALZTF=)T7x /) —AO7y FEAVWLIRAKREMS
AFEEMRR (FHERR) | (RBRFEEESR-00-018) OFEEE D LICRELL, FHART
X, BB 3ITOBET, MEP 0 1000, 250, 60 3 X UF 15mg/kg % 10 SBuHAFIC 5 O, SEE3 LD
MK‘%Q1%‘mﬁlﬁlmym%ﬂ%HQE#ESEﬁﬁﬁbto

HETIX 1000mg/kg M EBICBWTREE 2 BLRICAERDBA O, S/, BEML, 5,
EEMHIET. L5057, RE. BROBARL, FEREEEEZEO—RREBOBLIBEE SN,
2FBET L, 250mg/ks REBICEVWTL., —BRAREEROIBO LN, HRTIT,
1000mg/kg R EBEBNMOKBERELR L LN, 1 Flicoral, Bigoweik, BN
BUER, 2 FICETEHEO RS, BERIUFHEARO b, £, 250 LT 60ng/ks B5
B2, 15mg/kg REHT 1 HICHIBREO BBR S UIREI BRI,

METIE, 250mg/kg WMEBIZBWT L FMET LiEh, £FH 1 FITERIRMBOEREDS
BEENBD BN, 125mg/kg MEHETY 1 BUITRBEMOERVBA LN, E/, 260mg/kg
BREBHCBOWTHBRDEREOEBLEZZ DN EERI P A LN, 125 BXU 60mg/ks &



ERTIX. SR OBENRBD Lic, FETIL, 250ng/kg 5B DI HITHi O KIEHRZEL.,
RTEREAR DRIBE, PR OB E(L &/NEUE, BRO/PEHERRO b, RBEOAFFIZBWNTY,
RIEREOABS LUEE., REMEOBALSRL JUERL, BRBOKAELS XUV NEIEAE
Doz, i, 126mg/kg BEFHICBWTHATBREOIEENEER SN,

LEDFERND, 60mg/kg DBEZRELILEE, TIIREZEOKERIBRO LN, T
TEBAEODR  IEEXARD ORI E0E, ARBROBARCIL. HRHEORE AR
T&2¢E2bN? 60mg/kg XREL. AT, AFH4THET 15 3LV dmg/kg 2 HAEP
JTERARICRE L,

Xt PRBEICIE, MEP OB TH B 0. 5%CMC Na ZKESHEE AV e,

REHMIE, IO U CRRERT 2 M. REHM (Fk 2 BA) . BRI ET Ry
El% 47 [E]), oot UCIIACEERT 2 @, ZZEEHIM (& 2 @) . KR LM TIX, SiRE
MZBLTHE3R (SfEE=WE0R) £T (REEB¥K 41~564 E) . R LA2d o o fixH
RATEE T (RMEEFKSG4E) &L, 1A 1E, 9N 12 OMICRELE, REFRIIG
B lkg %729 5oL & L., HEROWNTATELRT, REMMFOMIB LI ORR L h ol Tix, &
1EIME LEERZEIC, RERRBROHETIZ, Ak 0 B (KEMHER) . 7H,. 4 BBLV
20 HDEEXEICHS L,

FHOREE, BREFE, FAMBRERSLIUBHESIROEY THS,

B HBRwHE kg BREFER BE BMmES

(mg/kg)  (mL/kg)  (w/v%) i3 i3
1  0.5%CMC Na 7K¥&iK 0 5 0 MX01001~013  FB01001~013
2 MEP 4 5 0.08  MX02001~013  FB02001~013
3 MEP 15 5 0.3 MX03001~013  FB03001~013
4 MEP 60 5 12 MX04001~013  FB04001~013
5. BEBIURE
1) B
(1) —MRIRAE

fREHET, 8 1RUEBRELL,



(2) ERE
REHMFE 1 EL2LICEH HICRIE L, REPERESR M TIZERO. 7. 14, 20 A
W, D LTI E 0B L 4 BITHIEL 7=,

(3) FHEENE

BEYEP (REHMEZR) B1E, fEELYHEL. 20oRBCEFELZAEL. 1 8
DEEREZEH L, RESHERD S WM TR 0-1, 7-8, 14-15, 20-21 BB XU LE
HECIT, HE -4 BOBEEFNE L,

(4) HEH

FREATICS MO TREABE, XESEEINS I E T, BEFAIPICER 27 E2EERL,
BRSAEA L ER L CTEERICI VAR ZBHE Lz, BIRGQITRFIH (Piproestrus) |
FEIEH (Erestrus) . RIFIRIEH (Didiestrus) oL, HEAHOEL, 58T 2 BME
LUORERME 2 AMOFBEHFANCH < LS 2 AU ELORBEHRBER LMD > b, H
AIC 4 BHA VTS AL KEBESERLEZbDE 4 HEAH (4-day) HBVE5 BEAH (5-
day) £ L, 4 BL 5 BORMMMRE L TRIEEZERLA-BMIX 4/5 BAH (4/5-day) &, =
NOHEHEEINRNVLOIFREMREH (Irregular) & L, R OMRAMETRTEHORE %K
D, FEYIcoE, BEFBENOREE TOR, BEHILREHNE TOFEHRIFEIF A
#H. REFABBICHERBPELILBMORE LR,

(5) %E2

REIX, 85 15 B0 Aok 2B, FAENOBEL 15 1 OERRFEFNTITo 7,
RROBEBIL. BAATRORFH 2 VEEROERICE VITV., ZTESER IOV
Tit. TOBR%MEHR 0 BL LTEETALLHIC, HLLHB L TENCEE Lz, REME
BLUOHEORECL Y, EREFBICBTI2XERE ((RESWE/REBWE) X100, %] .
TR ((FiREMME/ ZREBHE) X100, %) . AERKALLZRERAETORHR LT
FORICER LR OB RD I,

(6) Wit - HEREDOBE
REPHRIANMT, 2% BRI EL, SRRKBOERERIBARTRLBYICo



WTATW, SRENEHBETE P8I ONTL, SREOCBEN LS EEEOR
AR U CRBE L., SHROMEIL. Fa 9 B~11 BRIT, SIPET LTWA I & 4k
BLEBICONWTE, FORZSE (FE 0 BY & UTHRAB (Gik 0 B~ ADA
) REHLE, SERIWETREEEREL .

(1) H - FEERERE

HEMW L, BE5 47T BOBRIT, BEEEDOY L E S — A+ MU 7 ARRERT THUIL - Bt
i, HRLE, TOB, KR, ME. SREIUEREEOEREZME L. MR, Fii. JRIE.
B. BISCARAEZE, BEREZSOHEEIX 0.M UV UBHEH 10% A~ Y UIBIRICEE L. BE
BIUORBREKIT 7 VRICEEL, 20l0o~v b XY 23V UER H-E BX) &21{F
BL, HBHESIUCRAEHC OV TREEMFARELER Lz, BIZ oW T, 60mg/ks &
E#CHBRFICRESRBOONED, HE EXRE2ERLFBEEBIRELERLIZER. &
RAEHOMBICIRELEOBEBMEOBEBRPBERINLIEND, 16 BLT dng/ke REH
KOWTHRBHEMFRELEE L7, £ofl, HRFICBEBENTRER (FF. RBHMOK
&) oW THREBABRERE L EMR L7,

MBOS L, S LIEIHEE 4 RIC, RRLA2R» 73R E 54 HOBBIZEThEREK
FERDAY b ALY LT b Y D ARET TR - BOES . BBk, TOR. BB X
VRBOEEFXFEL, MERBLIUFERBLL T, IR OW T REBERE T TIEREAE
¥]aw, FECOWTIEREE L, FRE ((BERE/REFEE) X100, %) Z#HH L,
o, MR, MR, B, SE, FE. BIX o.M U VEEEE 10% 80~ Y VEBEIEICEE LT,
IRELT, 280 H-E ZEAREER L, HRER XU 60ng/kg |EFICODVWTUREBHEBTERELE
L7, B oWTiE, 60mg/kg EBTHBRIFICETRRBHONIH, H-EEATHER LR
HHEMERESERLULER. iTBCRTELEOMHEBMEOBIK. ATEMBRERREORE, R
BHEOBMSORENBEBEINILIENG, 15 BET dng/kg BEFHICOWTHREMABF
AL R LT, MRIL 60mg/ke BREFE T, MBI 4ng/kg REBTERICAEZEVNROLNL
7o, H'E EAZERL, MERINRERL XU 60ng/kg E5FHIZOWT, BEBIISFIZONT
TREAMERELY ER L7, TORR, 60mg/kg BEBICIHWTHROEROREIEEICH
By AEMBALNLIEDND, 15 BET 4ng/kg REFICOWVTHREMMBFREEZ R/ L
oo EOM, FRFFICEEINRERS P, HERORE) oW THLHBREFREL
FEHE L 7=,

- - 3T T T T T Ty ¥ I W T X - T == T - — T I - T T e



2) HAER

(1) ERHEBLIUECRE

MWE 0 BIZERK (EFRAECE) 2@ T. St (R ERELR X100, %) .
ARHER ((WELNE / BFRER) X100, %) | HAeR ((HELARKRERE) X
100, %) BEUME 0 AOME ((HE 0 REEAREHE 0 BRERE) X100, %) ko
oo o, HER (ERNESE/IEIREME) X100, %) 2BHLE., AFRINRLEE
L. BRI RFHOFELRE L,

WE 1 RUBIIEC REEEBERAN, FERAEGER ((ME 4 BOLZRHE /WE 0 Ao4R
) X100, %) BLUWHE 4 BOML ((BH5 4 AEAREWHE 4 ARERH) X100, %) %
R, BETRERECRITIFRLE,

(2) E o
HE ORIV 4 BICEGBRICHEL, ST LICHENOEAELER Lk,

(3) Hikr
HAERITHE4BZHRL., ARBIUVNHRETOREOFELRE L,

6. F—FHMTIE

HEMPEN LB OEE., REE, THRESICHEROERERE HIHEEIZ W T
Fisher OEBHEBRE " 21To%k, FHEMMERERNRTIZ. L KOT LEF—413,
Mann-Whitney DURE “2ick v, BiEY L — FOAFHEIT Fisher DEBERERDFRREIC
AR L MEP BREBROMOTEERERTTo ., TOMOT— 71X, AT LIIBLNE
BHDVIEET L OTPHEE 1ERE LT, %7 Bartlett i YIC X 0 SRHOSBO—HRMHIC
DNTREET 7, FBB—HTHEHECR, ~RREHOSEAN ¥ 2T, HECH
EHARO LN EHAIL, Dunnett & YITK VS ELRBERITok, —H. WTRLLOBETHR
B0 ERBPAB LOSENR—ETRVEEIIE, Kruskal-Wallis OIEARE ¥ 217\, B
CHEBMNRD LN BHEAITIE, Dunnett HOBEERIC LV BEEBREITol. BEAER.
5%& L=,



(i )

1. HE®
1) —fRIRHE (Tables 1, 2; Appendices 1-1~2-4)

MEHE & BICFETEMMITS Bzt

TR, &5 21 BLUE, 6 LCRSERICRENERENT, RETRS 1BFH 20 HHBET
WAZEIE L, EOMO—REORE/LLE LT, BTiX 60mg/kg HREH 1 [T, #ETiIxmEE 2
PLIS X T8 15 meg/keg ¥ 5-BE 1 RIC TR & B VXA b BERIC AT TOREMNED bk,

2) A& (Figs. 1. 2; Tables 3~6; Appendices 3-1~6-4) PR
MERE L Hiz, HERMERS LCHEMBOWTRICY MEP REFLBELOMICHERZERR |
Hohiahot,

3) fZ8EE (Figs. 3. 4; Tables 7~8; Appendices 7-1~8-4)
HEHEL Bz, WThORHOEERICYH MEP REHLIBBLIOMICAREZERROLAR
hole,

4) HRFTA (Tables 9. 10; Appendices 9-1~10-4)

BETIL, 60mg/kg REHO 7 LICHBERRDOEERBEEN, £, 15mg/kg REFH L UN
FRBEDE | LM ICARERPBESIIZD, 15mg/ke REBD 1 LOBRME EFCHRERERES, ~
60mg/kg BEFHD 1 MITRFNLZRENR TN ELBERIh T, ng/ke FEFITIZ. BFIIBRS
hehot,

#ETIL, 60mg/kg WERED 7 MICRIBEABEDOIEER, L 1 LICATEMBEOEERS K URE
BRI RAINES 2 44 5 BAEABD ONE, T, 15mg/ke BEBHO 1 LIFROBKAILS LV
MRRD /IR ABE S NIE . 15mg/ke WEFHO 1 T, }RED 2 LIBEZRENEE
=¥ gl

5) 2¥EEE (Tables 11, 12; Appendices 11-1~12-4)
HTiX, BR, B, BRBIUCEELEOWFRICH, BXBEEBICHEMNERE bIIX
FEREL MEP EREFHLOMICEEZIROON o7,

- T ¥ ¥ T W T I ¥ ¥ Yy v — TY WO T T — - - > - - -



HETIX, 60mg/kg WEBHICBWTHROENEERIVHEMNEESSBE LB LTHE
(p<0.05) 2MERfEZ R LT, Eie. 4ng/kg REBIZBWTHBOENEEL LU EEN B
BEL LB L THE (p<0.05, p<0.01) REEHF LT,

6) MBI OREIEMETR (Table 13; Appendices 13-1~13-4)

60mg/kg WEBHIB LU BHOEE, BELEIEFRRO Lo,

B Ti. 60mg/kg WEFHOLFIDRE ICRFELEOBWBHEOBHEENPRESIN, BE, HELD
IR REEL B L THEZE (p€0.01) ALK,
FIRBFZIICRERPREBSNEEBYO 3 b, HRBEO 1 LIITEKMROEES L UBIIR
SR E DR S NI, TOMDKEE (15mg/kg R EBOMI L VMR LK, 60mg/kg H4
BOBERRE) IXIREIIEOLOhehod,

7) MBI OFRIEMMET R (Tables 14-1, 14-2; Appendices 14-1~14-4; Photos 1~4)

60mg/kg REFHB L USRBEOINRIZREIZRD bl h ok,

B TIX, 60mg/kg |EHED 10 It (REARIH 1 LxETr) ORE ICRELREOBEEEDIBR
BABEIh, TORERIVCHEEL DICHBRLEBRLTEREEZ (p0.01) BB DAL
(Photos 1, 2) 2D 5 H 2 CITKREH BICRIEE o TV IEA, 1 TR EREICER Y
BEINE, O, 60 LT dng/kg WEHOE 1 ILITITREDOEEEFRIZY) A ROBEAH
Blgan,

R T, MR ZETEREHOLPICHMENS L BERROURFBREI N, 60mg/ke
BEBH TN EOORENSTRE LR L TAE (p<0.05) IKEHESh, BAGREOREDRE
LR S h AHANED bl (Photos 3. 4), 72, BRICOWVWTIINBERLSLER
BET 2~3 FICERA BB SN MEEL MEP FE 53 L OMICEERS I UHEDH 72
EZIRO N7,

FIRERHCIRALDNER I 15ng/ke HEHO 1 EOFETE. MIREARG L OPREFFICEL
WEFHIBE ORISR b, MENPBREINIHBRO 2 [0 ) H 1 K, RELCREED
MmERBEIhE,

-10 -



2. AJHEES

1) MAHB L URERAE (Tables 15, 16; Appendices 15-1~16-4)

PERHITIT MEP REDEREZTRT IELITBD bR o7, REDOHE, KREL IV
EBRIZIT MEP REDEBIIBDONR N -7, £, REF TOREBIVCEOBOREFEHE
o, AR MEP SREH L OMICHEERRB OO0,

2) HELR L OMEIRRM (Tablle 17; Appendices 17-1~17-4)
HERL X OEERHAMICIIMEP # 5 0R B2 TR 38 kiiZ D b ho -,

3) B, HEHEBLUHEEKE (Table 17; Appendices 17-1~17-4)
BEH, EREBLCERZICMEP REODEEEZ TR TAIEILRBH LN,

4) FifeE L OEEIRE
SERIIIRERBOONARD o7, i, 60 mg/kg REHO 1 W THBE4RARINVI AR Y
FRRWEETRBBDOONTD, 1| HOZORBETHY ., BRALELLEELLhE, TOIZ
2TiE, WMERBORE L, WThoREHIBWTILERSh 1T,

3. HiAR
1) 47F (Table 17; Appendices 17-1~17-4)

AR, RER, S¥E, HEARE, ALHER WE 4 AOERK HEREERD -
FUMERCIZIT, SBREE VEP £ R ERE L OIICHBERBESD LA ST, |

2) {KE (Table 18; Appendices 18-1~18-4)
HWE ORIV 4 BRI 2HAROEEIZIE, #EEEL VEP EREELOFICEEZIIRD
bl hoi,

3) hE

WE 0 BOAEFROARBRIIEWT, HBHOBE1IL (BE4EF S FB01007) IZRE TR
PEEINEN, HE 2 BETIZRE (FH) Lk, i, dng/ke REFORE 1 T (BHYE
+:FB02008) ICHIRBBE I,

-11 -



WE 4 BOFBRTIE, ARVBREEN dng/kg REBHORE 1 LE2RE, WTHOMBEIRIZY
ARBIUATHREICRE IR D ohaho T, ‘

FETIRGE, *FREE 1 T, 15mg/keg REB¥ 4 [T, 60mg/kg TS 10 RIEDH LN, BEF
BETH-7IEIE (15mg/kg TEH 3 [T, 60mg/kg I 5EF 9 L) OFMTIXEHITRD LA
AT,

-12-



(= £]

MEP @ 4, 15 3 LU 60mg/kg % Sprague-Dawley 27 o MIZHEIZIX 47 B, HEICIXASEIAT 2
B L OREHME, HRMMEZEBELTHEE 3 B2 TROKE L, MEP OARERICOWTE
L,

—HRREEDELE LT, 60mg/kg REFHDHICE W T, BEZIC—BHEORESHKRAINE,

PR T, 60mg/kg BWEFHOHEICAHBREDOIEENBO O, BOFRBHEBENRED
R, BB FEROBEBHOBERBRBO N, I LI T, DEFICKERERED
HE, BRESEOEMLBZE K, REEETIL. HOWROEFTERI LU EESEK
EERL, ZhoDRbT, FVEAEEZRELETFHARICBVWTHRO LN TV BEE(L
THY, MEP BEDOEEBLTRTIREMEBZOND, 26, HED dng/keg HFEEIZI VTR
HEXFRBICHMEEZTR LA, MEP ORI BIEFL TRV I NS, me/kg BREBHC
RODN-MBEREOBEITBERENRELLEBZ bR, LA L, 60mg/kg 85EE D ME D BRI
DREBMBRECRO LA SN OREDEE 2 ER, BEAROREOHBERITOL
TIIMEP REICERLAELTHD LEZDN S,

HOMREAR, HEORERR X URIFEEIIC MEP REOREIIRD o2 o, £, TR
. S LUMHEREBICY MEP REDEBIIH D ONAR o, HEROHE., £F2LV
(CEEICIL, MEP REOEBIIROOhih o, 28, 15mg/kg BREFOHARICHENBR
SNz, 1EDHTHY, MEP O BEITRTF LI BB TER2WI &0, BRIEAENRELE
Zxbh3, ’

UEDORBEN L, ZRBREMHTICBITS VEP OFBHICH T 5 BIEAEIX, 60ng/kg REE
RWT, BETIHR—IBMEOREL & URTERBEENRD i, M TIATEMEEE, WRE
BOKE., BBOMAERS LUCBAAROTFORENSBIRSNLI &5 D 15mg/ke/day,
HE OAETEE R I UHARICH 2 BEAERIX 60mg/kg £ TORAEI MEP R EDOEEITER
WENRNotZ Ehbh, 60mg/ke/day EEZ LN D,

-13-
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1) mlEE . TAEPRErEAR] o BRE, T (1992)

2) FHERER: [EFE~0O#EFFE] (HIIEcERE) | BaEE, Fx (1985)

3) AR . THZFFME-FE & AT . BOTRFEHRS. BR (1977)

4) Dunnett, C.W.: New tables for multiple comparisons with a control. Biometrics 20:
482-491 (1964)

5) Kruskal, W.H, and Wallis, W.A.: Use of ranks in one-criterion variance analysis.

J. Amer. Statist. Assoc. 47: 583-621 (1952)
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600 -

—O—MEP 0 mg/kg
—&—MEP 4 mghkg
—{1—-MEP 15 mg/kg
—8—MEP 60 mg/kg

Body weight (g)
oy (] (73] £ n
> o] o > &
] Lo =] =] o~

Fig. 1 Body weight of males

22

Days of treatment

29

36

43



—O—MEP 0 mg/kg
—A—MEP 4 mg/ke
500 4 —O—MEP15mg/ke
—e— MEP 60 mg/kg

Body weight (g)
(] o
] =]
< <o

200 -
100 A
0 T T L D T T T T T T T T T L N L T L 1 1
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Table 1

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

Clinical signs of males

Compound MEP
Dose (mg/kg) 0? 4 15 60
No. of males examined 13 13 13 13
No. of males with abnormality 0 0 0 7
Category and number of abnormality
Loss of fur 0 0 it 1
Salivation 0 0 0 6

a: vehicle control, 0.5% CMC Na

solution (5 mL/kg}
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Table 2

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

Clinical signs of females

Compound MEP
Dose (mg/kg) 02 4 15 60
No. of males examined 13 13 13 13
No. of males with abnormality 2 0 1 0
Category and number of abnormality
Loss of fur 2 0 1 0
Salivation 0 0 0 0

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 3

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

Body weight of males; MeantS.D. (N)

Compound MEP
Dose (mg/kg) o? 4 15 60
Days of treatment
1 345.4 + 14.3 (13) 345.0 £ 16.7 (13) 346.9 £ 17.6 (13) 344.0 £ 13.3 {13)
8 383.3 £+ 18.5 (13} 382.4 + 23.0 (13) 379.5 £+ 27.3 (13) 378.8 + 19.9 {13}
15 416.8 £ 20.4 (13) 419.3 £ 30.5 (13) 414.7 £ 33.9 {13) 414.3 £ 27.1 (13)
22 440.3 £+ 22.8 (13} 448.6 + 32.3 (13) 439.5 £ 40.2 {13) 439.9 + 25.5 {13)
29 470.9 £ 22.9 {13) 480.7 £ 36.5 (13) 471.3 £ 43.6 (13) 472.0 £ 27.9 (13)
36 496.3 = 27.1 {13) 509.1 £ 38.8 (13) 497.7 £ 48.5 (13) 497.4 + 28.4 (13)
43 514.6 = 29.7 {(13) 524.7 £ 41,9 (13) 518.4 £ 48.8 (13) 518.1 + 26.5 (13)
a: vehicle contrel, 0.5% CMC Na solution (5 mL/kg)
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Table 4

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

Body weight gain of males; MeantS.D. (N)

Compound MEP

Dose {mg/kg)} 0? 4 15 60

Days of treatment
1- 8 38.0 £ 7.1 (13) 37.4 + 7.9 (13) 32.6 £ 11.7 (13) 34.8 £+ 9.5 {13)
1-15 71.4 + 11.7 (13) 74.3 + 15.2 (13) 67.8 + 18.2 (13) 70.3 + 15.8 (13)
1-22 95.0 + 14.5 (13) 103.6 + 17.3 (13) 92.6 + 23.8 (13) 95.9 + 14.8 (13)
1-29 125.5 & 16.5 (13) 135.7 + 21.5 (13) 124.3 £ 27.0 {13) 128.0 + 18.3 {13)
1-36 150.9 £ 20.0 (13) 164.2 + 23.9 (13) 150.8 £+ 31.7 {13} 153.4 £ 20.1 (13)
1-43 169.2 + 23.8 {13} 179.8 + 28B.2 {13) 171.4 £+ 32.3 (13) 174.1 £+ 19.5 (13)

a: vehicle control, 0.5% CMC Na solution {5 mL/kg}



Table 5

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

Body weight of females; Mean#5.D. (N}

Compound MEP

Dose (mg/kg) o? 4 15 60

Days of treatment

1 228.6 + 8.9 (13) 224.5 £ 7.9 (13) 225.5 £ 5.7 (13) 224.8 + 11.7 (13}
8 243.8 + 12.3 (13) 244.3 £ 10.7 (13) 242.3 £ 10.5 {13) 245.6 £ 10.6 (13)
15 258.8 £ 12.0 (13) 258.2 £ 12.6 (13} 256.0 £ 14.1 (13) 260.0 + 12.7 (13)
22 299.9 (1) 289.7 (2) 312.6 (2)
29 317.6 (1) 313.3 (1) 336.3 (1)
36 313.8 (1) 325.9 (1) 345.6 (1)
43 317.7 (1) 333.9 (1) 338.2 (1)
50 326.2 (1) 331.7 (1) 335.3 (1)
Days of gestation
0 265.4 + 14.7 (12) 269.2 £ 11.3 (13) 264.7 £ 13.6 (12} 269.1 + 20.4 (12}
7 306.1 + 15.1 (12) 309.6 £ 15.4 (13) 305.0 £+ 14.2 (12) 307.3 £ 21.0 (12)
14 343.2 £ 17.9 (12) 345.8 £ 16.7 (13) 341.9 £ 14.7 (12) 346.8 = 21.5 (12}
20 414.1 £ 20.7 (12) 412.7 £ 25.6 (13) 416.6 = 12.1 (12) 427.7 + 25.8 (12)
Days of lactation
0 309.2 £ 27.1 (12) 312.1 + 28.2 (13) 303.0 £ 20.9 {(12) 312.7 + 24.9 (12)
4 337.5 £ 18.5 (12} 341.9 + 23.2 (13) 327.1 £ 29.4 (12) 328.4 £ 31.6 (12)

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)
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Table 6

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

Body weight gain of females; MeanitS.D. (N)

Compound MEP

Dose {mg/kg) 0 4 15 60

Days of treatment
1- 8 15.1 =+ 6.2 {13) 18.7 £+ 6.7 (13) 16.7 £+ 8.1 (13) 20.8 + 4.6 {13)
1-15 30,1 £ 7.4 (13) 33.6 + 8.1 (13) 30.5 £ 11.90 (13) 35.2 £ 9.1 (13)
1-22 72.4 (1) 61.5 (2) 79.0 (2)
1-29 S0.1 (1) 81.0 (1) 96.6 (1)
1-36 86.3 (1) 93.6 (1) 106.2 {1}
1-43 90.2 (1) 101.6 (1) 98.5 (L)
1-50 98.7 (1) 99.4 (1) 85.6 (1)

Days of gestation
0- 7 40.7 £ 7.3 (12) 40.4 =+ 8.3 (13) 40.3 £+ 7.1 (12) 38.2 £+ 6.7 (12}
0-14 77.7 £ 11.7 {(12) 76.6 + 12.8 (13) 77.2 £ 9.0 (12) T77.7 £ 7.5 (12)
0-20 148.7 + 10.7 (12) 143.5 £ 25.3 (13) 151.8 + 9.8 (12) 158.6 £ 15.1 (12

Days of lactation .
0- 4 28.3 +* 15.5 (13) 24.0 + 27.8 (12) 15.7 + 27.3 (12)

{12) 29.8 £ 12.5

a: vehicle contrel, 0.5%

CMC Na solution (5 mL/kg)



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

Food consumption of males; MeaniS.D. (N}

Compound MEP

Dose (mg/kg) o? 4 15 60

Days of treatment

1- 2 29.8 ¢ 2.0 {13) 30.0 £ 2.3 (13) 28.5 £ 2.8 (13} 30.3 £ 2.5 (13)

8- 9 2%.8 £ 2.5 (13) 29.9 + 3.1 (13) 29.0 £+ 2.6 {13} 2.2+ 2.8 (13)
14-15 29.7 + 2.3 {13) 31.3 £ 3.7 (13) 30.8 £+ 3.4 (13) 30.5 ¢+ 3.1 (13)
29-30 29.9 + 2.5 (13} 31.4 £ 2.6 (13) 30,7+ 3.1 (13) 31.5 = 2.4 (13)
36-37 28.6 £ 3.1 (13) 30.5 £ 3.5 (13) 30.4 £+ 3.3 (13} 3.2 £ 2.2 (13}
43-44 29.9 £ 3.6 (13) 32.1 £ 3.9 (13) 31.6 £+ 2.8 (13) 32,2+ 1.6 {13)

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 8

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

Food consumption of females; MeantS.D. (N)
Compound MEP
Dose {mg/kg) o® 4 15 60
Days of treatment
1- 2 20.1 ¢+ 2.2 (13} 21.4 + 2.7 (13} 20.5 £ 3.7 {13) 20.9 = 3. (13}
8- 9 21.5 ¢+ 3.0 (13) 20.4 + 3.6 (13) 20.5 + 3.4 (13) 20.1 £ 3. {13)
14-15 21.0 £+ 3.3 (13) 21.9 + 2.9 (13) 21.9 + 3.9 (13) 22.0 £+ 3. (13)
Days of gestation
0-1 22.6 £ 3.0 {(12) 22.7 + 3.7 (13) 22.9 + 2.6 (12) 21.8 £+ 3. ({12)
7- 8 28.0 £+ 2.8 (12) 28.4 + 3.4 (13) 27.7T + 2.4 (12) 29.0+ 4. (12)
14-15 20.9 £+ 1.7 {(12) 20.9 £ 3.0 {13) 21.1 £ 1.7 {12) 20.8 £+ 3. {12)
20-21 20.7 £ 5.7 (12) 23.6 £ 2.8 (13) 21.4 £ 5.3 (12) 22.3 + 4. (12)
Days of lactation
3- 4 44.8 + 5.0 (12) 45.8 £+ 6.5 (13) 44.4 + 14.8 (12) 42.7 + 14. (12)
a: vehicle control, 0.5% CMC Na sclution (5 mL/kg)



Table 9

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

Macroscopic findings of males

Dose {(mg/kg) 0 4 15 60
Grade - - - -
(Stomach) [131° [13] [13] [13]
Thickening, mucosa, forestcmach 13 13 13 6
{Lung) [13] {13] [(13] [13]
Spot, red 12 13 12 13
(Epididymis) [13] [13] [13] [13]
Area, pale yellow, right side 13 13 12 13
(Skin) [13] [13] [13] [131
Alopecia, local 13 13 13 12
(Others) [13] [13] [13] (13]
Abnormality 13 13 13 13

a: vehicle control, 0.5% CMC Na solution (5 mL/kg}

b: number of males examined
-: negative
+: positive
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Table 10

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

Macroscopic findings of females (copulated)

Dose (mg/kg) 6 4 15 60
Grade - + - - -
{Stomach) [121° [13] [12] (121
‘Thickening, mucosa, forestomach 12 0 13 12 5
Edema, mucosa, forestomach 12 0 13 12 11
Spot, black, with recessed area,
glandular stomach 12 0 13 12 11
(Liver) [121 [13] [12] [12]
Pale 12 o 13 11 12
(Thymus ) (12] {13] [12] [12]
Small 12 0 13 11 1z
{Skin) [12] [13] [12] [12]
Alopecia, local 10 2 13 11 12
{(Others) [12] [13] [12] i12]
Abnormality 12 0 13 12 12

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)
b: number of females examined

—: negative

+: positive



Table 11

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

Organ weight of males; Mean * S.D. (N}

Compound MEP

Dose (mg/kg) 15 60

Terminal body

weight (g} 531.3 30.1 {13) 541.8 48.8 (13) 531.3 + 50.9 (13) 533.6 + 26.9 (13}

b )

Thymus {mg} 338.9 60.3 {13) 358.8 65.8 {13) 380.6 + 88.0 {13) 353.6 + 107.3 (13)
64.1 11.6° (13) 66.5 12.5 (13) 72.4 £ 19.6 (13) 66.4 £ 20.2 (13)

Spleen (g} 0.94 0.12 (13) 0.97 0.22 (13) 0.92 £ 0.12 (13) 1.03 + 0.14 (13)
0.18 0.02 {13) 0.18 0.03 (13) 0.17 £ 0.01 (13} 0.19 £ 0.02 (13)

Testes {g) 3.52 0.33 {13} 3.28 0.31 (13) 3.43 £ 0.27 (13) 3.41 £ 0.42 {13)
0.67 0.08 (13} 0.61 0.08 (13) 0.65 + 0.07 (13) 0.64 + 0.07 (13}

Epididymides {g) 1.28 0.07 (13) 1.25 0.11 (13) 1.29 + 0.08 (13) 1.24 + 0.10 (13)
0.24 0.02 {13) 0.23 0.03 (13) 0.24 £ 0.02 {13) 0.23 + 0.02 (13)

a: vehicle control,
b: absolute weight

c: relative weight (g or mg per 100g body weight)

0.5% CMC Na solution (5 mL/kg}



Table 12

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

Organ weight of females; Mean % S.D.

Compound MEP
Dose {mg/kg) o? 4 15 60
Terminal body
weight (g) 337.5 £ 19.5 (12) 341.9 £ 23.2 (13) 327.1 £ 29.4 (12) 328.4 t 31.6 (12}
Thymus {mg) 209.4 £ 86.4° (12) 211.0 £ 73.5 {13) 1%0.1 % 72.2 (12) 136.1 + 45.0 * (12)
61.4 + 23.5° (12) 60.9 £ 19.4 (13) 57.1 + 20.3 {12) 41.2 + 13.6 * (12)
Spleen (g) 0.63 £ 0.12 (12) 0.80 £ 0.15 * (13) 0.67 £ 0.16 (12) 0.68 £ 0.12 (12)
0.19 + 0.03 {(12) 0.23 £ 0.04 ** (13) 0.20 + 0.04 (12) 0.21 £ 0.02 (12)
a: vehicle control, 0.5% CMC Na solution (5 mL/kg)
b: absolute weight
c: relative weight (g or mg per 100g body weight)
*

signifiant difference from control, p<0.05
¥*¥: signifiant difference from control, p<0.01



Table 13
Preliminary reproduction toxicity screening test of MEP by oral administration in rats

Histopathclogical findings of males

a

Pose {mg/kg) 0 4 15 60
Grade - * + ++++t Pos. - x 4+ 4+ ++t Pos. - x4+ A+ +++ Pos. - & 4+ 4+ 4+ Pos.
(Testis) [ 13] [ 01 [ 0] [ 13 ]

Abnormality 13 ¢ 0 0 O 0 13 o0 0 0 O 0
{Epididymis)} [ 13]) [ 01 [ 11 [ 13 1]

Abnormality 13 0 0 0 O 0 1 ¢ 0 0 o0 0 13 0 0 0 0 [
(Stomach) [ 13] [ 12 ] [ 13 ] { 131

Squamous, hyperplasia,

diffuse, forestomach 13 0 O 0 0O 0 i2 0o 0o 0 O 0 13 0 0 0 ©O [ 0 3 10 0 O »» 13 w

(Lung) [ 11 [ 0] [ 11 [ 01

Mineralization, artery 0 1 0 0 ¢© 1 1 0 0 0 o [¢]

Accumulation, foam cell 0 1 0 0 0o 1 i1 0 0 0 O o]
(Skin) [ 01 [ 01 [ 01 [ 11

Abnormality i 0 0 0 O 1}

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)

-, negative; £, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade

[ ], nunber of males examined.
** significantly different from control, p<0.01 (Two-tailed Mann-Whitney U test)
##, significantly different from control, p<0.0l1 (One-tailed Fisher exact test)



Table 14-1

Preliminary reproduction toxicity screening test of

Histopathological findings of females {(copulated)

MEP by oral administration in rats

Dose (mg/kg) 0o* 4 15 60
Grade - + ++ 4+t Pos. - £ 4+ ++ +++ Pos. - + ++ +4++ Pos. - + Pos.
(Ovaxry) [ 121 [ 03 [ 01 [ 12 ]
Abnormality 12 0 0 0 0 12 ¢ 0 0 o]
{Stomach) [ 12 ] [ 13} [ 12 ] {12 ]
Squamcus, hyperplasia,
diffuse, forestomach 12 o 0 ¢ Y] 13 0 0 0 O 0 12 ¢ 0 0 ] 3 3 0 0 ** S #
Edema, lamina propria,
forestomach ’ 12 g 0 0O 0 130 0 0 O 0 12 0 0 © [ 10 o 1 0 2
Erosion, mucosa,
glandular stomach 12 0 6 0 0 13 0 0 0 O 0 12 0 0 0 0 11 0 0 O 1
Cellular infiltration,
lymphocyte, lamina propria,
glandular stomach 12 0 6 ¢ 0 12 1 0 0 0 1 12 o 0 ¢ 0 11 0 0 0 1
(Spleen) [ 12 ] { 13} [ 12 ] [ 12 ]
Bematopoiesis, extramedullary 0 8 4 0 12 0 0 5 8 0 13 0 6 5 0 12 [+] 1 311 0 * 12
Deposit, pigment, brown 0 5 6 0 12 0 1 6 6 0 13 7 12 0 10 12
(Thymus) [ 12 ] [ 13] { 12 ] [ 12 ]
Atrophy 10 6 0 0 2 111 1 0 0 2 10 0 1 0 2 9 z2 1 0 3
{Liver) [ 0] [ 01 [ 1] [ 01
Fatty change, hepatocyte, [¢] o 0 1 1
periportal area and midzone
(Skin) [ 21} [ 01 [ 11 [ 0]
Crust, focal, on surface 1 o 0 o 1 1 o 0 0O 0

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)
+, slight;

-, negative; i, very slight;

[ ], number of females examined.

++, moderate;

+++, severe;

*, significantly different from control, p<0.05 (Two-tailed Mann-Whitney U test)
** significantly different from control, p<0.0l1 (Two-tailed Mann-Whitney U test)

##, significantly different from control, p<0.01l {One” “iled Fisher exact test)
. /

Pos., total of positive grade



Table 14-2
Preliminary reprcduction toxicity screening test of MEP by oral administration in rats

Histopathological findings of females (not copulated)

Dose (mg/kg) 0? 4 15 60
Grade - & 4+ 4+t Pos. - F + 4+t Pos. - % 4 4+ 4+ Pos. ~ & o+ At Pos.
(Ovary) f 13} [ 01 [ 01 [ 11
Abnormality 1 0 0 0 O 0 i 0 0 0 ¢ 4]
{Stomach) [ 11 [ 01 [ 1] [P 1]
Squamous, hyperplasia,
diffuse, forestomach i 0 0 0 0 [ i1 0 0 0 ¢ 0 o 0 1 0 O 1

Edema, lamina propria, :
faorestomach 1 0 ¢ 0 O 0 1 0 ¢ 0 O 0 i 0 0 o0 ¢ 0

Erosion, mucosa,
glandular stomach 1 0 0 0 0 4] 1 0 0 0 O 0 1 0 0 ¢ 0 0

Cellular infiltration,
lymphocyte, lamina prepria,

glandular stomach i 0 0 0 o 0 i 0 0 0 O o 1 0 0 0 O 1}
(Spleen) [ 11 [ 0] [ 11 [ 11
Hematopoiesis, extramedullary 0 1 1] 0 0 1 1 a 1
Deposit, pigment, brown 0 0o 1 0 0 1 0 0 0 1 o 0 O 1
{Thymus) [ 11 [ 01 [ 11 [ 11
Atrophy 1 0 6 0 0 o 10 0 0 © 0 1 0 0 0 O 0

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)
-, negative; %, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade

[ ], number of females examined.



Table 15

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

Estrous cycles of females

Compound MEP
Dose {(mg/kg) 0® 4 15 60
Number of females examined 13 13 13 i3
Mean length of estrous cycle in days

Pre-treatment period; Mean = S.D 4.0 + 0.0 4.0 + 0.0 4.0 + 0.0 4.0 = 0.0

Treatment period; Mean % S.D. 4.0 £ 0.0 4.1 + 0.2 4,0 £ 0.1 4.0 £ 0.0
Number of animals showing each type of cycle
during pre-treatment period

4-day cycle 13 13 13 13
Changes of estrous cycle after treatment
Number of animals whose estrous cycle was not changed 13 12 12 13
Number of animals whose estrous ¢ycle was changed
{pre-treatment period) (treatment period)

4-day - 4/5-day 0 1 1 0

Mean times of vaginal estrus during mating period

Mean + S.D. (N} 1.0 £ 0.0 (12) 1.1 + 0.3 (13) 1.1 £ 0.3 (12} 1.0 £ 0.0 (12)

a): Vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 16
Preliminary reproduction toxicity screening test of MEP by oral administration in rats

Reproductive performance of animals

Compound MEP

Dose (mg/kg) . 0° 4 15 60
Number of mated pairs 13 13 13 13
Number of copulated pairs 12 ' 13 12 12
Copulation index | 92.3 100.0 : 92.3 92.3
Number of pregnant animals 12 13 12 12
Fertility index 100.0 100.0 100.0 100.0

Pairing days until copulation
Mean * S.D. 2.6 £ 1.2 3.0 + 1.5 3.5 ¢ 3.5 3.3 3.2

a: Vehicle control, 0.5% CMC Na solution {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, %



—a . A L L .

Table 17

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

Development of pups up to day 4 of lactation; MeantS.D. (N}

Compound MEP
a
Dose (mg/kg) 0 4 60
No. of pregnant females 12 - 13 12
No. of pregnant females with pups alive 12 13 12
Gestation index 100 100 100 100
Gestation length in days 22.3 % 0.5 22.7t* 0.5 22.6 0.5 22.3+ 0.5
No. of corpora lutea 17.0 ¢+ 1.1 15.7+ 2.4 16.8 + 1.1 16.7 1% 2.1
No. of implantations 15.4 + 2.1 13.51% 4.1 16.2 £ 1.0 15.7f 2.3
Implantation index 90.6 £ 9.4 84,7 £19.9 96.7t 5.6 94.2 £+ B.S
Day 0
No. of pups born 14.2 £ 2.4 12.5 £ 3.8 14.6 £ 1.3 14.8 £ 2.2
Delivery index 91.8 £ 7.8 92.8 ¢+ 7.5 90.4 + 8.6 94.8 £ 5.2
No. of live pups 14.2 ¢ 2.4 12.5 & 3.8 14.5% 1.3 14.3+ 2.7
Birth index 91.8 &+ 7.8 92.8 £+ 7.5 90.0 £+ 8.9 891.7 £11.3
Live birth index 100 100 9%.4 £ 1.9 96.6 t 9.6
Sex ratio 42.5 £10.1 48.4 +£11.4 50.9 £12.2 53.0 £ 12.6
Day 4
No. of live pups 14.1 ¢+ 2.5 12.5+ 3.8 14.3+ 1.4 14.0+ 2.3
Viability index 99.2 + 2.6 100 98.3 + 4.3 98.2 + 6.1
Sex ratio 42.0 £10.1 48.4 +11.4 50.7 £12.2 51.8 £13.

a: vehicle control, 0.5% CMC Na solution (5 mL/kg)

Gestation index =
Implantation index »
{no. of pups born / no. of implantations) x 100, %

Delivery index =

(no. of pregnant females with pups alive / no. of pregnant females) x 100, %

= {nc. of implantations / no. of corpora lutea) x 100, %

Birth index = (no. of live pups / no. of implantations) x 100, %

Live birth index

(no. of live pups on day 0 / no. of pups born) x 100, %

Sex ratio = (no. of male live pups / no. of live pups) x 100, %

Viability index =

{no. of live pups % day 4 / no. of live pups on day 0) ™ 100, %
7 v s



Table 18

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

Body weight of pups up to day 4 of lactation

Compound MEP
Dose (mg/kg} 0® 15 60
Day O
No. of live pups
Male 6.0 1.8 (12) 6.2 % (13) 7.3x 1 (12) 7.6+ 2.2 (12)
Female o §.2+ 1.9 (12) 6.2 t (13) 7.2+ 2 (12) 6.8 £ 2.0 (12)
Body weight (g}
Male 6.9+ 0.4 (12) 7.4 & (13} 6.9+ 0 (12) 6.8+ 0.5 (12)
Female 6.4t 0.5 (12} 7.0+ (13) 6.5+ 0 (12) 6.5+ 0.4 (12)
Day 4
No. of live pups
Male 5.9+ 1.8 (12) 6.2 % (13) 7.2+ 1.6 (12) 7.3+ 2.3 (12)
Female 8.2+ 1.9 (12) 6.2 £ (13) 7.1 % 2.1 (12) 6.8+ 2.0 (12)
Body weight (g}
Male 11.1+£ 1.4 (12) 12.2 £ {13} 16.7+ 1 (12} 10.8+£ 1.9 (12}
Female 10.6+ 1.4 {12) 11.7 (13) 10.3 % 1 (12) 10.4 £ 1.8 (12)

a: vehicle centrol, 0.5% CMC Na solution (5 mL/kg)
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