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€= #1

Sprague-Dawley F& [Crj:CD(SD)IGS, SPF] MM v b DRECHT 2 A B & UZECH
72 6 I HETII ARG T 7 2 B, MTRERAMZEL THEIHET, 2-4F
V-2-7axRvy7I RO 0, 12.5, 50 HEU 200 mg/kg #REOHFS L. HEHET v b
R % HEFEE I D W THRET L,

RIEIE. UTo L) IcEHINn3,

1. B#mR

200 mg/kg FESBEOHEIFIF 1 FI, HELBIF A FIATET L. M1 HLILEER LI, —
R OEZ TIE. 200 ng/kg HEBOLHUIHITRESBE SN, HER 50 ng/
kg UEOHSBICHOTHEMPE RS SN, BEREIHETE 50 ng/kg KL, TR
200 mg/kg BEBCBVTUET L7, Hik - MIEBEMBARE T, 200 mg/ks RSB DN
RIEGHIBE I NI, WEAETESICIE 2-AFI-2-7Tax v 7 I FOBRSICER L/
LEZONBERETBOON D 5T,

2. HFEREJIARR

200 ng/kg |EBHOTERMET LA, HEARS LURKRIZE 2-AF)1L-2-7
ORV7 I FREOZEIA NS 5T, 200 ng/ke REB TR X oICEFRMMA LR
L. s L UWERRBICEENMREE NI,

3. HAERRER
200 mg/kg WEBHICHVWTHEROEFREMET L. AEIMKREEZ AL, HERD
FEREICEE B D onieh o7,

4. BEFE

PDEDORED» S, RRBEHTICHTE2-AFNV-2-7TaRVv7 I FORBY IR
THEIEAEIL 12.5 mg/kg, ATEREST IS A BIEAEIZ 50 mg/kg. HIERIINT 55
fEF &I 50 mg/ke LHIran s,



(8

il
[ 4

2-AFIN-2-7 a7 IR (LUF MPA &B&ED) 3. 77U N7 X ROFEEBRERTH D,
TIZYNLT I FREHULIEER2R 2 EZEAONTVA, 7y PERVAEEROKS
HFHRBRTOLDs Bk, HE 1789 mg/kg. M 1774 mg/kg TH B Z EHAWEINTL
5V, T7YNTIFEe bOEBREYICHIERZFERTAH0Y . MPA 12OV THME
BHERTEIREINTVEY, —H. T7IULT I FIREEHE T EOLEESEMES
BFETHLY, NPA IZOWTOEBEEHICE T 2REEF DRV, SRl OECDEEFLFEY
BOREMRBICEO2FEHAETARERO—REL T, 7y b2HVWT MPA 0RO
BEICLAEBEEEHFEREZITO.. NMLSH OREEENY I KT EfEEtE Il D> W TRES
L7cDT, ZDRERERET 5.

B, RRABRIE. OCLEMBEREBEN A N T4 42 1 /HE - BEBHZ 7Y —=
vRB (BHEEHEER) | (199%5F 7 A27TH) B LU MEFEYWHE GLP)  (BBHIS9E
3 H31H. BEEEINS., ERF25, HIEFHESSS . BMEIEIAIBANE. Bi
BIEE2335 . WHEFEBS. 63RF/H8235) ICHERL TEEL .




@] %]

1. #BmE

BBWEL LT, 2-AFL-2-7Tuxrv7 I F (LT MPA LB8ED) 2RV, KEEBRY)
B3, EZd 2-methyl-2-propenamide T& H . CAS No. 79-39-0. /5 F& : 85. 11, &
F:X : C/H:NO, &l 112 - 114T. A 215CORB#RDERTH 5, WPA D&
REUTIZRY .

*ﬁk%ft H2C=C(CH3)CONH2

. A Lot ns WPA (oy FEE R 2 99
wt%) RV, SELHEBYE L. RN CHBRYESEETEICSVT, TRT
RELE,

2. FERABYS L UEEAE

78z Sprague-Dawley F# [Crj:CD(SD) IGS. SPF] MfMES v b #HAF +—)L R - Y
N—HASHRAFAE V7 -2 OoBAL. ABRE~NDOEHE L EZ R TARRIZH
BT AT Lz, THRAEH. 16 (AR No.59) BREMBEZR LIz, A
DO LTc, 2B —RIREBOREIIFD onlshr o7z, b, I THES
HPICBHBERA AT ZHER L, HE#H 4 BEAMEz R LcBHOS 2HBRICH L. B
F. B THOGREZ EICHRERE(CEFRAEIC K OB IT L, M & 1 13T
OB AR e, TN ODMEREITIE, W7 =L b RVICE D BIEKBIES %
TAYESENFL, BEFEFY— VLR, BREF LB OER 28N — FICHBETE
ESBLUBEEENES ZEAL THT T, BERICE L TREFENITOR 72,
SR OB, e bIc 9B TH -2 (F) .

(#F) BYAGETH @ 19994 1 B13H
AJGfPCEy : HESTPT, MET3PT
ANITBFRE « # 217.0~244. Og. M 174.9~192. 7
#RE5RHE : 19994 1 A26H
B 5 FLEIRFRE « 1 346.9~399. 3g. M 217. 9~266. Og



g, BERE24E 1T, BEEELN~65%. BREEHI5E/H., BRAI28ER (7
R~ 198 T) ICHI S N-ABEET. €BE Y — (220wx270dx 190h mm) (2 1 pTg°
o (RS2 IWEL. EHEH (B2, BAY L7HRASH) b &ovkivk (%%
T/KEBBHK) ZEHRICERIYTHEB L, 270, KESHERI NI D0 T,
HRIABD» OB 4 HE T, 9V 78-F v 7 (ALPHA-dri hEise) 2 AN 7 5
2F v T8Sy FHBSE — (350wx400d % 180h mm) I[N BE L/, BH. FAERAR G,
Appendix A I RTHABREBOREN S ->720. RBICXBEE &/ dEE I ks
fzo Eiz. HHEU7fR. KBRS KONV TRF v TIcid, BB ER &/ 30k
WD BEBAMIIED - T2,

3. BEMRADHER

BEBRKIE, MPA 2 &8RRI LICHEL ., EHAK (BEES @ 9707SA. JLREKk2
) ICHERLCHEE L., BRLURERIRSRE ToB. BLEGETTREL., ARk
1EBLIRCER L7,

ARBRICEIL DS, BEUER CERL-ARMREOZTEFEHRBICEV T, HBRYED
0.26 BLU 4% Ww/v) OFEBGKD, WE. EXARETTORABMOREL ZHEZEL
7z (Appendix B) . F7c. #FEFAHBOZIREORSREIIOVT, HENEDEEAE
EEBELIER. WINOEREORTEEAICH S 2 L 2B L7z (Appendix () .
BHE. AREBRKZEBRTH S v o, H—HRBRIIEE L2 o7z, FHERAEF O
BWEOREIE. ¥R7o< 77 7L 0@IE L (Appendix D) .

4. BERBOFEB LOREHE

5838813, OEC DIL¥WERBET A Fo4 vick b 5y MBEBEEIC X 2MERD
BEE Lz, 5B, BSEREO O OTFHAE GHEETEES : R-98-016) DR
EHLEHRELL, TRbE, HHES v Mz MPA © 0, 50, 100 B & U 200 mg/kg %14
HEKERORS LR, 100 ng/kg DL EDOR S THEIBMOMGH S L EHEE DR
THERS S S, 200 mg/kg RGBT, BEBIURRLAOERIEINT 5 HHHER
Honfht, 200 mg/kg WEHRATMEZ TEIIZLH ez &dh o, BAEIZIE 200
mg/kg #REL. DA THUTHRARIIE 50 ng/kg . EFARIZIE 12.5 ng/ke ¥R
FE LTz, MBEEICIE, MPA OBEAERTH BEFRKZE H Vi,



REHARNG. Mo LT acEeel 2 B, ZECHIM (&& 2BM) | FIMEIEET (R
HEmE42E) | ot U T3S 2580, TECHIH (R& 28H) b X UERAH %
BLTHEBEIH (HEE=HE0H) £T&L. H1E. IE»S13FOMIcES L1,

BEREIIARE | kg 720 5ol & L. BB XORER . KEHETDOMTIE, Al
BRE L - REZEIC, REROM T, BMOAERDAREZEICER LT,

BEHRORESE. REFE, FUEES LUPHESIIRDOBEY TH 5,

¥ wBYE R5E K5FE 2 EE BYES
(mg/kg)  (mL/kg) (w/v%) 1
1 HH K 0 5 0 MX01001~13  FB01001~13
2 MPA 12.5 5 0.25 MX02001~13  FB02001~13
3 MPA 50 5 1 MX03001~13 FB03001~13
4 MPA 200 ) 4 MX04001~13  FB04001~13

5. BHEB I UHRE

1) Hey

(1) —fIRRE

FEHEE. 80 | B EREL /2, FETHIC OV TRRREBELICHMR LU, £7z,
FHE THEEZORRRENS W R S NBFEHHIC OV T, BIROIEICEE L /RE
EiTo7z,

(2) HEHE

RESEMTE L@ (B85 1. 8. 15, 22, 29, 36, 43H. ME: /5 1. 8. 15
H CGREEMHIES522, 29, 36, 43, 50H) ) B L UBHHICHE L7z, TEAHEIN
TeMETIIEEIR 0. 7. 140 20BiC, D L7<METI3EE 0 B KU 4 BICHIE L 7,

Q) EEEHE

BSHEP (RESEZEKRO) B1H, AERAERLBUHICEEERZAEL. 1:8H
DIEEEFEE L, REMHERINMTIIERO~T7. 7~14. 14~200 5 LK UHR
LT3, WBE 0 ~4 HOEEEZAEL 2,



4) i

BRIFBBA LY. REMHRED E CHAA TEAZER Lz, TR, REISHDS 5,
Sixd 2R, RENOMEZ 135 1 CERER L TITo7c. TEOHERIZ., B A7
PORFOFES L UEROERICL D17V, KEVERS Wiz onwTi}d, Z0H%
AROBELTEET AL BIZ, HDPOABL CEIICEB Lz, XEHRED & UEHIRE
DREICELY ., EREHCHITITER (XEHVE/ RABEBHYWE) X100 . 2K
R ((@ERBYE/ ZEHHE) X100) . AEFKE> CXEHEHE TOHED &
U2 ORIz BlYE L /- RS 2Rk 7z,

(5) i - WEREOBE

LR AR X NI, 2B % B S H s, HUIRIED BB BE T B
ZDVTIO, SREDS BB T 22D > B0 T . MREOBIRED 558
EEOERE LN L TR L, SHORRIT. FH 0 B~ BT, SHAET LT
WaBZERBERLZEWICOVWTE., ZOHZ2KRHE (ME0H) & L CERA (iR
0 B~SREDRE) #HE L, SHEIEEREL FABE LT,

6) Hik - FER R
HEBMIT., |E5L280FRIC, BFEEDR Y MNLE Y —)LF b YU v LFREET TR -
IS¢, BMR LI, OB, BESIUREAOERZE L, i, BRES LU
BRI T Y VHCEEL . BREMS L URBROSHII DN T, W »
S U7z, BIRIC & D B 2 - BEIE. 0. Y YEHEE10%h )L~ U LIz EE L,

IR & e LT,

o5 b, o LUICEIIEE 4 Hic, XERERIND DB L 50 - 72T ik
200 MBIC. TRXEIERINGD - HMIIEARK T24AERIC. TNENEELE
DAY R IUVE S =L b LRREET ORI - BOES . SR L7, TOR. SEB L
UFE LR LT, BRI IRATME T B ML, FELOLTIRE
B A BRE ((BHRE EEE X100) 2EHLI, MEEOWTR, & 5127
T URCEE L. BREES LUNBEOSHIC VT, RIEESERE L EE L, )
Bl & 0 B EBEDLEEE. 0. M) VEEE10% L7 U LERICEE L. RS
WEEEREL,



2) mER
(1) EREHIUETCIR

HWE O BICERE (ARR+IETR) 2/AXT, 2R (BERE/ EFREH X
100) L PERMER ((HEERB/ERER) X100) &kl £z, HE
R [ (EREEMEEREME) X100) #BH Lz, EFERENREZHEL, Hhlb L
UHERHE BNRE2ET) OREEZREL/,

HE 0 HUREBRTREzBEAN. HAER (WEERE RERE) X100)
FUHAEREER ((HE 4 HOERE/HE 0 HOARE) xX100) ZXkodiz, LT
RIZBRL, ARBLUARBEDOREOAEZHE L,

(2) hE
BOBLU 4 BITEFRICREL ., SE IR OTFIGEEZHE L,

Q) Bl
HARBHE 4 HicBR L. ARBLURNHFEDEFEOFEL2BEL I,

6. 7 — 5 T

RER., ZHEL LUMEROHERYE HBMEIC DWW T Fisher O EHEHERIRTES
4T oo, REEBFIR TR, 7L - F3F LT — 5. Mann-Whitneyd UE® ©
2k, BT L — ROAEHEIL Fisher DEMRDFAIRIEIC & O XIBEE L MPA /5
BHOBMOBEEMERTo/, TOMDTFT—71, BRI BN EL 2 NVIEED
EDFIER | FEARE LT, £ Bartlett & 12k W EHOLEO—HFRMEIC OV TRE
EiTo7c. HHD—HRTHBBEICIE, —nEBEOSEANY 2170, BHEICEEHED
RO oNBHGEE, Dunnett EV ICK Y BEUEBEITo7, — A, WTNLOBETHED
0LRBHEBLUHME—FTRVIEEIZIZ. Kruskal-Wallis DIEAIRE® %17
W, BERICERENRD 5N 55EI1CI3, Dunnett BLOMEEIC K ) BERB #1772,



(& ]

1. e
1) FET &) (Tables 1. 2 ; Appendices 1-1~2-4)

200 mg/kg WSREDHE 1 Blb L UM 4 FIARS2THLREICRFIET L7z d . FEEOE
1Pl ZYhamEs Lz, 50 mg/kg LT OREFICS VTR, ATHYPI VLD > 72,

2) —RIREE (Tables 1. 2 ; Appendices 1-1~2-4)

SITERE GIET0HT) 5 200 ng/kg RSHOMBESPICHES N, HTEE
BELBWHYTHRELAL SBEI N, WTho#BIcs W THERBE % /23 THH
FTEL TR oz, ABTIREOICHIENE2 G, 15l BFERED M1 Hl.
—BYEDORISEE | Hi. BHERBO VMRS 1 §I. BHIFRNME 1B, RRBET 28 2
Bl KLERHME 1 B, BERS L OZEHE L. OE2ZHREORBOENNE 1 f,
4 PlicBE SNz, TOMDT SR T, AIOBRENXIRBE QMR 161, 12.5 mg/kg
RSO 1 flic, RS NRHEOR 1 fl5 &0 12.5 ng/kg HEHOE 1 fllcBEIN
2o

3) &
(1) HE (Fig. 1:Tables 3. 4; Appendices 3-1~4-4)

50 mg/kg LLEDHREREZ BV THEDBMINE S 5N 7z, 50 mg/kg FIBTEIHR S
FIEAIC AR IME A X BE L LB LU CHERIZET L. 200 mg/ke REFH TR 2R SHM %
WL T, RENNRBEE L O BIRKETHES LT,

(2) #f (Fig. 2; Tables 5~10 ; Appendices 5-1~10-4)

50 mg/kg LA EDREBEICH W THREDBMIMEIL S o7z, 50 mg/kg RFBHFTIIRT
| ~ 8 HOEERMELXTERF L B L THERIZET L. 200 ng/kg BEB TRIERS &
Uik e SCLRSMMEEL T, AEINREL D bRETHER L2, T 12.5
BEU 50 mg/kg BB T, MR 0 ~ 4B OBER B IIIREE & LB L THREICHEN

L7z,




4) {BEE
(1) # (Fig. 3; Table 11 ; Appendices 11-1~11-4)

50 mg/kg ALDHEGEICHENVTEEEDORTHED S1fz, 50 mg/ks REFHTRES
8§ ~15HDEHE A NRE L B L THERITE T L. 200 mg/ke B#EHTII LR EHE2
BLT, EEENNBRL D LRETHER L,

(2) M (Fig. 4; Tables 12~14 ; Appendices 12-1~14-4)

200 mg/kg HEGBHICHFVWTEEEDVETIRDON, BE5 1 ~8H, k7T ~14HB &
UHBE 0~ 4 HOMEINBEL D EEIET Lz, 50 ng/kg UTOBREBICBWT
F. RBEOMICEREZIIRD o hd o T2,

5) AAR
(1) FECHLUYEERHF (Table 15)

FEOEHRIERI M 1 fllcBlZ s ns, MR EaiR i 2 . a8 HE 1 fl. if4
PlicBZE X nizid D BROWRS L OBEROILIRL M 1 flI2Z8D Shiz,

(2) %54 THREIB] (Table 16 ; Appendices 16-1. 16-2)

FEORBBRESHNBED 1 flIcBD on, HBEEEICIIRBREHHINRBED 2 b &
U 200 mg/kg EFD 1 Flic, BEMEEHLS 12.0 mg/ke #EFHD 1 flicBEEINT,
S 51T, 200 mg/kg REBFDIHIZIE, WEIHMERES 2 B, BEEEAHE 6 B, I 3 HI. B
BRAHE | flicBREI I,

6) 23SEEE (Table 17 ; Appendices 17-1~17-4)

BELLURELAOEERICZ, NBHL WA EREHEOBICAREZIRD S
nhotc, BRBIUVBELAEDOIAEMEIR. 200 ng/kg H5BOELSX B & HE L
THERBEZ R,

7) RIEHEBRTR
() FETH L UNEEFHRH| (Table 18)
R, REBIUBRELRIIEZIRD oAb -7z, FiTiE. EMEMRE - W



SFREAME 4 Bl TKIES K UFHERREAE 1 fl. M4FIc, <707 7 —D DR

LG, o3 Blic, BINROIIETLEAME | fl. HMAHE 1 flIcBREIn, SEX TN
HPEROBES KUEY MBI, # 14, BRTIIBEIcFHRkoRES LUEAME
AN 1B BEREIC (REIE T o i At | BllcERE s e,

(2) ¥B5#THEIEG (Table 19 ; Appendices 19-1. 19-2)

R ERIZE, BTIRIFES 200 ng/kg REHD 2HlICBRIN, BEBLUHR
RicBFEEISoNLGD oz, SHIRERE LT 200 me/kg BEBEDOHET HI. 3
Blofis L UKE L ZHRE LSRR, FCEY EMia% M- AFES MRS 3 5. A
TFREAHE | B, JKEEAHE | 6 & Ot 3 Bl IFHEREESHERFIC, < 7u 7y —Y
DRFMERELS 3 B, BIAROIMETLE MRS 1 5. HMARE 2 PlIBH SN, JEXLT
FRER OEFREGRTEAHE 2 Bl M 1 Flic. KB XN ORZE | flicBE s ni,

2. HEFERES
1) WREAS L O (Tables 20, 21 ; Appendices 20-1~21-4)

HEAHICIE WPA 5o B 2R RBRT 2L AONLEI o7z, KEREOHKER.
200 mg/kg BEBCXEEMET L7ch', ZKREICIE WPA BEOREIFTBD o nLH
otz £z, XEETOHRBS LUOZOMORERIC, MBH L MPA BFRS5HLOM
CHEBREERD oheh T,

2) HERP & CHEIRIR (Table 22 ; Appendices 22-1~22-4)

HEERIZIZ MPA REOEE X RET5ELLREH SN d -, ERAMIIZ 200 mg/
kg EBICHOTHBRIZEE Lo, 50 ng/ke LT OREGHTIINRE c OMICHEEE
BEH oL -7,

3) EHAY., BEMP LUERKRE (Table 22 ; Appendices 22-1~22-4)
AR, BRED L UBRRIC WPA REOFEZ BT HELEIA LN T,

4) Hihd X UTHERRE
AEREDOBRE Tl HIREEEOEREL 200 ng/kg BEFHD 2HICBHEIN, £0D



AD 1 FIITEE 2 BICHEMMOZET L, #0 | fHIEE 3 Bic2RAET Lz, HEIRRE
DERETI. RIZIWI 2Ky FAHERINZWHH 12.5 ng/kg BEHO 1B LU
200 mg/kg TS5 HD 4Pz, FLBEEHARD 12.5 ng/kg HEEHD 1 HlE LU 200 mg/kg
BEHO2PIcBEI N, 200 ng/ke BEHTIIE Sz, REEDLOVHL 2 HlIcBR
N7z,

3. HER
1) &7 (Table 22 ; Appendices 22-1~22-4)

200 mg/kg WEBORBERESMETHAZRL, SR, HEERE, AR, &7
HER, HE 4 HOERBS LOHEREFLESANRBE L LB L CHRICET L,
50 mg/kg LT OB ERICEEERHS5Ned - Tz,

2) YKE (Table 23 ; Appendices 23-1~23-4)

200 mg/kg IREBWMOHE 0 HORFENMHE & LHRITET L. HE 4 HOBRELIMHE L
bIETHEAZRL7, 50 mg/kg UTOHRSFHICH VWL, B L OMICAEEEIR
HoNIEhoTz,

3) &
HE 0 HOEFRICHERFHIZREI N D) o7z, b, BNRD 50 ng/kg H5HIC
1 81, 200 mg/kg S5HED 1 EIC6FlH oMz, HE 4 BOBRTRIEF IR D Snzd

=77,



[z %]

MPA @ 12.5, 50 B & T 200 mg/kg # Sprague-Dawley RIMEHEZ v M IZAKEIRT 2
B S L UEHE. o ICHETIIREM TR 2 8. MTEREzEL THE 3
HE cROHKS5 L, NPA OEFESEIC O W THE LTz,

ZT DR, 200 mg/kg THEFHIZBOVTHTERHP2PICBRES N, I 1 HlB XU 4 f
DT L7ci3d . EREOME | 2 Oh8ERK Lz, MPA &7 7 Y IL7 I FIZEELLL 7z Kigh
OHBEELEZTIWEEL L THEY ANTH Y, Wistar Ty PERVWEER'OIZEWVWT
REBH L UBFEERICHEHOEMOERIRBOONTVS, LIt > T, REBTHON
IRITRER WA ORSICEIVFIRINLZELLHmEIN S, KEB L UEHEER,
50 mg/kg KL EOHEEGH W THBKEN IR IS N, Ty FEHAW528HBRIE
BREEMHR'Y BV TH, BROEEDNAONTVWEZ LN S, RES L UEER
DOELD MPA OB GICERLZ{LEZZON S, 8B, 12.5 BLU 50 mg/kg B 58
@H!IE 0 ~4HDHEEMELSNBHEL D L OPEEEZRLY. TNOHIMERNREE
ItTH o, MPA DFEZTET S5 D TRV EHI Lz, HIRS L ORBEEEMRET
1. 200 mg/kg BEHOBICHEGIBREIN, TORBIRTLHTER TH-T. 77
YLT I FEECEIME . ARBTH ONIIMREDRERN%ZFE T & 2 BHIIES
b oteh, ARABO 50 ng/kg ITOREHTEIMIIER IS o TwRnT &,
200 mg/kg BEHTRIEXIBERNIIEYNHAONTVAIIEREDN S, REED MPA
DRSO HREEICHEELLEWES SR LATRRENEZ SN S, — A, HIE
HRERRICIE. ECH 2 ECL OB TELIRD SN ol D ddY vV 2%
HWEERYICHEWTSH, MPA o7 7 VL7 2 RELMEEREZ D, BRICEZES
FESRNZEPMEINTVASEZ &M S, WPA IERRERZETSIHEZRERSLT
LAERETESS DR FE IR I AV D EEZ Shtz, 7B, 200 ng/kg BEHOKBES &
VR FADHENEENNBE L D DEEE R LN, Zh SRR ORI RAESMEE
THo7zZ LIZRAET S DT, MPA DOHEMETER DX E L RERT 2B TIIRN LH
W L7z,

EFERESIC O W TR, 200 mg/kg RS BETRERMET Uiz, MOMEARS L UZKER
1213 MPA DEEBRAONRL -7z, TZYNLTIFZEWTHLREEREZEY
ABTRTRITHICRE D AREINTVS I LR EHN S, WPA IBTERELSMIZE




ITEICLREZRII TR R I Nz, £ oM, 200 ng/kg |58 CIIBE I DIER
I ERL . B LUHEREBICELTH, MRBHOEERPRZEDLZVWRZEDE
BERLULPINBERS N LD 5, WA REDEESEDNI, b, ROk
B, EREB LUERLKICE., WPA REDEBRIAONRD ST d S, T7YLT 2

NTHEINTOVIERNOEZE Y 3. MPA L3RV EEZ OGNS,

MAERICOWTIE, £FEEA 200 ng/kg HEBICBWTET L, ABFOHERAKE
LIKMEZ /R LTz, Swiss <7 REHWHASHAR'Y <id. 180 ng/kg/day D5
W& O HAEROEFEHDKRT. 120 ng/ke/day WALOHEGIZ & O HERGEDET 28R E
ENTVBEZENG, MPA PRERICHEZ LTI RRHEREETERL, LOILAEHNS,
ARRERD 200 mg/kg HEBICHEO TR, BEVMOREEB L NRBE LIRSS LEL
CAETLTWAZ &, HAERDERICEMSEEIRDON TN EREL L, HAE
RicaronizZid,. BRRBOEIH Tt RNPELEX B HPRETHS ),

D EDORIED & ARBEMTICH 5 MPA OBRBWICHNT 2 BIEHET 12.5 ng/ke.
B o LTI T 2 BIEAER 50 ng/ke. HAERICH T 2BIEAEIL 50 ng/
ke L¥lErahs,
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Preliminary reproduction toxicity screening test of MPA by oral administration in rats
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Table 1

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

Summary of clinical signs of males

Compound

Dose group
(mg/kg)

MPA

12.5

50

200

No. of males examined
No. of males with abnormality

Category of abnormality; N

Death

Dragging of hindlimbs
Wasting

Temporary salivation
Decrease in feces volume
Reddish tear

Loss of fur

Soiled fur

13

Qr OO0 0O000O

13

COCORODOOOO

13

COCOOCOOOOo0Oo

13
13

—0 O = N O =




Table 2

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

Summary of clinical signs of females

Compound

Dose group
(mg/kg)

MPA

12.5

50

200

No. of females examined
No. of females with abnormality

Category of abnormality; N

Death

Sacrificed at moribund
Dragging of hindlimbs
Wasting

Low-spirited

Decrease in feces volume
Gasping

Subnormal temperature
Reddish tear

Tachypnea

Piloerection

Loss of fur

Soiled fur

13

O OO0 OOOoOOCOO0O

13

O OO0OOO0OODOOOOOOC0O

13

COOCOOOOOOOOOO

13
13

I O DD e b e (O e




Table 3

Preliminary reproduction toxicity screening test of HPA by oral administration in rats
Body weight of F, males (g); Meanzx S.D. (N)
Compound HPA
Dose (mg/kg) 0 12.5 50 200
Day of treatment
1 370.4 ¢t 14.2 13) 371.3 ¢ 13.4 « 13) 370.9 * 13.6 13) 369.4 * 12.5 ( 13)
8 412.6 * 20.3 13 408.6 + 17.8 ( 13) 402.5 * 24.2 13) 381.9 £ 21.7™ ( 13)
15 445.9 * 24.0 13) 440.0 * 22.2 ( 13) 425.8 + 29.6 13) 407.3 * 28.4" ( 13)
2 473.3 * 26.9 13) 470.9 * 25.1 { 132 483.5 2 32.9 13) 428.5 + 33.9% ( 133
29 505.4 = 29.6 13) 506.3 * 26.7 ( 13) 487.4 * 37.6 13) 429.3 £ 43.4 ( 12)
36 537.0 * 32.3 13) 533.2 * 30.7 « 13) 517.9 + 42.8 13) 433.5 ::45.6”( 12)
43 560.7 + 33.1 13) 551.6 * 34.9 ( 13) 541.7 * 46.1 13) 432.4 *+ 50.0% ( 12)
*%: significant difference from control, p<0.01 (by multiple comparisons)



Table 4
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

Body weight gain of F, males (g); Mean*x S.D. (N)

Compound . KPA

Dose (mg/keg) ' 0 12.5 50 200

Day of treatment

10.6 ( 13) 31.6 £ 13.5 ( 13) 12.5 * 12.8% ( 13)

i- 8 42.1 + 9.4 (13 37.4 ¢
8§-15 33.3 ¢+ 8.7 ( 13) 31.3 ¢+ 7.7 ( 13) 23.3 ¢+ 7.9% ( 13) 25.4 + 9.0 ( 13)
15-22 27.4 *+ 4.9 ( 13) 31.0 £+ 9.9 ( 13) 27.7 = 6.2 (¢ 13) 21.2 + 13.4 ( 13)
22-29 32.1 &+ 7.5 ( 13) 35.3 ¢+ 5.1 ( 13) 33.9 + 8.2 ( 13) 4.0 + 15.6* ( 12)
29-36 31.6 + 6.4 ( 13) 26.9 £+ 6.8 ( 13) 30.5 ¢+ 8.1 ( 13) 4.2 * 12.3% ( 12}
36-43 23.6 + 6.7 ( 13) 18.4 £ 8.1 ( 13) 23.8 + 7.2 ( 13) 1.1 & 9.8% ( 12)
1-15 ‘ 75.4 * 15.1 ( 13) 68.7 *+ 12.3 ( 13) 54.9 * 19.0% ( 13) 38.0 + 19.5* ( 13)
1-22 102.8 &£ 17.2 ( 13) 99.7 + 14.4 ( 13) 82.5 * 21.7* ( 13) 59.2 + 24.4% ( 13)
1-29 135.0 * 21.1 ( 13) 135.0 * 16.6 ( 13) 116.5 * 25.8 ( 13) 60.8 + 32.8% ( 12)
1-36 166.6 *+ 24.7 ( 13) 161.9 + 21.1 ( 13) 147.0 * 30.5 ( 13) 65.0 * 34.5% ( 12)
1-43 190.2 * 25.7 ( 13) 180.3 + 24.3 « 13) 170.8 * 34.0 ( 13) 63.9 * 39.6% ( 12)

¥: significant difference from control, p<0.05 (by multiple comparisons)
¥%¥: significant difference from control, p<0.01 (by multiple comparisons)



Table 5
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

Body weight of F, females during pre-mating period (g); Meanx S.D. (N)

Compound HPA

Dose (mg/kg) 0 i2.5 50 200

Day of treatwment

1 242.9 * 9.6 « 13 243.7 * 12.0 « 13) 242.9 *+ 11.8 (-13) 242.7 * 14.5 « 13)
8 259.7 ¢+ 13.8 ( 13) 256.3 * 12.4 ¢ 13) 251.8 * 11.8  13) 241.8 * 12.6™ ( 13)
15 270.9 * 18.9 ( 13) 272.9 * 10.9 « 13 263.9 ¢ 13.5 ( 13) 246.4 £ 17.8™ ( 13)

¥%¥: significant difference from control, p<0.01 (by multiple comparisons)



Table 6
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

Body weight gain of F, females during pre-mating period (g); ¥eanzx S.D. (N)

Compound KP4

Dose (mg/kg) 0 12.5 50 200

Day of treatment

1- 8 16.8 =+ 6.3 ( 13) 12.6 = 5.5 ( 13) 8.9 =+ 8.2% ( 13) -1.0 £ 6.7 ( 13)
8-15 11.2 ¢ 8.0 ( 13) 16.6 *+ 9.4 ( 13) 12.1 * 4.8 (. 13) 4.6 £+ 7.9 ( 13)
1-15 28.0 = 11.1 ( 13) 29,2 + 8.6 ( 13) 21.0 ¢ 10.3 ( 13 3.7 ¢+ 7.3 ( 13)

¥: significant difference from control, p<0.05 (by multiple comparisons)
¥x: significant difference from control, p<0.01 (by multiple comparisons)



Table 17

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

Body weight of F, females during pregnancy period (g); Meanzx S.D. (N)

Compound KP4

Dose (mg/kg) 0 12.5 50 200

Day of pregnancy
0 280.6 * 19.0 ( 13) 275.6 * 14.0 ( 12) 275.2 * 19.2 ( 13) 249.7 + 20.1* ( 8)
7 318.6 * 21.1 { 13) 319.5 + 15.4 ( 12) 318.1 * 16.4 ( 13) 284.6 * 22.7% ¢ 8)
14 3583.2 ¢ 23.5 ( 13) 358.2 * 19.7 « 12) ‘388.1 + 17.2  13) 307.4 + 27.9% ¢ 7)
z0 429.8 * 32.9 ( 13) 430.2 + 28.1 ( 12) 436.8 ¢+ 17.6 { 13) 3656.4 ¢ 32.5% ¢ 73

*%

significant difference from control,

p<0.01 (by multiple

comparisons)




Table 8

Preliminary reproduction toxicity screening test of MPA by oral administration

in rats

Body weight gain of F, females during pregnancy period (g); Neamzx S.D. (N)

Compound iPA

Dose (mg/kg) 0 12.5 59 200

Day of pregnancy
0- 7 38.0 = 6.9 13) 43.9 = 5.8 « 12) 42.9 = 7.2 « 13) 34.9 * 10.2 ( 8)
7-14 34.6 * 5.0 13) 38.7 =+ 6.7 ( 12) 40.0 + 6.4 ( 13) 24.1 t 10.3%% ( 7)
14-20 76.6 * 19.0 13) 72.0 * 17.6 ( 12) 78.6 *+ 7.4 ( 13) 58.9 ¢ 14.6 ( 1)
0-14 72.5 ¢ 7.2 13) 82.6 = 9.2% ( 12) 83.0 = 8.7% ( 13) 57.5 £ 10.7% ( 7)
0-2¢ 149.1 = 20.5 13) 154.6 ¢+ 23.3 ( 12) 161.6 * 10.5 ( 13) 116.4 = 19.1% ( 7)

¥: significant difference from control,
¥%: significant difference from control,

p<0.05 (by multiple comparisons)
p<0.01 (by multiple comparisons)



Table 9

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

Body weight of F, females during lactation period (g); M¥ean=* S.D, (N)

Compound MPA

Dose (mg/kg) 0 12.5 50 200

Day of lactation
0 316.8 * 28.9 ( 12) 324.1 ¢ 25.6 ( 12) 329.7 = 26.1 ( 13) 277.0 = 31.8% ( kp)
4 347.6 * 23.6 ( 12) 346.2 + 34.5 ( 12) 355.9 + 22.5 ( 13) 257.2 + 43.9% ¢ 6)

¥: significant difference from control,
¥%¥: significant difference from control,

p<0.05 (by multiple comparisons)

p<0. 01

(by multiple comparisons)



Table 10
Preliminary reproduction toxicity screening test of HPA by oral administration in rats

Body weight gain of Fo. females during lactation period (g); Meanz S.D. (N)

Compound iPA

Dose (mg/kg) 0 12.5 50 200

Day of lactation

0- 4 30.9 £ 17.4 « 12) 22.1 + 28.4 « 12) 26.2 * 15.8 ( 13) ~17.3 £ 19.1** ( 6)

¥%¥: significant difference from control, p<0.01 (by multiple comparisons)



Table 11
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

Food consumption of F, males (g); Heanzx S.D. (N)

Compound UPA

Dose (mg/kg) 0 12.56 50 200

Day of treatment

1i- 8 219.3 £ 19.1 ( 13) 205.9 ¢ 15.7 ( 13) 203.6 ¢+ 20.0 ( 13) 184.0 + 19.0%™ ( 13)
8-15 218.2 * 18.7 ( 13) 204.4 *+ 12.0 ( 13) 195.3 + 19.9% ( 13) 200.7 + 18.2% ( 13)
29-36 228.2 *+ 16.6 ¢ 13) 222.9 £ 15.0 ( 13) 225.9 ¢+ 21.6 ( 13) 175.2 = 29.6™ ( 12)
36-43 226.5 * 11.8 ¢ 133 213.0 *+ 15.2 ( 13) 221.6 % + 26.3™ ( 12)

19.7 ( 13) 169.5

¥: significant difference from control, p<0.05 (by multiple comparisons)
¥%: significant difference from control, p<0.01 (by multiple comparisons)



Table 12

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

Food consumption of F, females during pre-mating period (g); Neanx S.D. (N)

Compound EPA

Dose (mg/kg) 0 12.5 50 200

Day of treatment
1- 8 146.7 * 12.3 ( 13) 147.8 = 7.4 ( 13) 140.0 * 10.0 ( 13 126.9 = 7.1% ( 13)
8-15 150.5 *+ 14.1 ( 13) 154.7 ¢+ 10.1 t 13) 146.6 + 10.9 ( 13) 140.7 * 11.6 « 13)

¥%: significant

difference from control,

p<g.

01 (by multiple comparisons)



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

Food consumption of F, females during pregnancy period (g); Hean* S.D. (N)

Compound HPA

Dose (mg/kg) 0 12.5 50 200

Day of pregnancy

0- 7 178.7 £ 14.5 ( 13) 185.9 * 16.5 ( 12) 182.9 + 11.8 ( 13) 176.6 * 14.1 ( 8)
7-14 1%0.3 x 12.3 ( 13) 201.8 = 17.7 ( 12) 200.6 * 10.6 « 13) 173.0 + 13.5% ¢ )
14-290 142.8 + 8.1 ( 13) 145.4 * 9.4 ( 12) 153.3 ¢+ 7.0 ( 13) 129.3 =+ 22.5 ( 7)

¥: significant difference from control, p<0.05 (by nmnultiple comparisons)




Table 14

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

Food consumption of F, females during lactation period (g); Neanzx S.D. (N)

Compound ¥PA

Dose (mg/kg) 0 12.5 50 200

Day of lactation

0- 4 132.3 + 27.2 ( 12) 121.9 = 38.7 ( 12) 131.6 ¢ 26.5 ( 13) 46.1 = 28.8** ( &)

¥%: significant difference from control, p<0.01 (by multiple comparisons)



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

Macroscopical findings in individual male and females sacrificed or died in dosing period

Dose 200 mg/kg

Sex . Female (FB04-) Male (MX04-)

Animal No. 001 006 007 010 Ol1 004

(Uterus)

Macerate fetus - + - - -
(Lung)

Area, pale + - -

Area, dark + -+ o+ o+ "
(Kidney)

Dilatation, pelvis -+ - - - -
(Urinary bladder)

Dilatation - + - - - -

+
1
]

-, negative; +, positive.



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

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 12.5 mg/kg 50 mg/kg 200 mg/kg
Grade - + - + - + - +
(Epididymis) [ 13] [ 13] [ 13] [ 12]
Nodule, pale, unilateral 11 2 13 0 13 0 11 1
Nodule, dark, unilateral 13 0 12 1 13 0 12 0
(Lung) [13] [ 13] [ 13] [ 12]
Area, pale 13 0 13 0 13 0 10 2
Area, dark 13 0 13 0 13 0 6 6
Spot, dark 13 0 13 0 13 0 11 1
-, hegative, +, positive.
[ ], number of animals examined.
Macroscopical findings in females at the end of dosing period
Dose 0 mg/kg 12.5 mg/kg 50 mg/kg 200 mg/kg
Grade - + - + - + - +
(Uterus) ’ [ 13] [ 13] [ 13] [ 8]
Macerate fetus 12 1 13 0 13 0 8 0
(Lung) [13] [13] [ 13] [ 8]
Area, pale 13 0 13 0 13 0 6 2
Area, dark 13 0 13 0 13 0 5 3

-, hegative; +, positive.
[ ], number of animals examined.



Table 17

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

Organ weight of F, males ; Nean=* S.D. (N)

Compound ) MPA

Dose (mg/kg) 1] 12.5 50 200

Terminal body weight (g) 560.7 + 33.1 ( 13) 551.6 * 34.9 ( 13) 541.7 =+ 46.1 ( 13) 432.4 * 50.0% ( 12)

Testes (g) 3.38 * 0.18% ( 13) 3.39 * 0.19 ( 13) 3.43 =+ 0.26 ( 13) 3.45 + 0.30 ( 12)
0.61 ¢ 0.04% 0.61 ¢ 0.05 0.64 * 0.06 0.81 &+ 0.08%

Epididymides (g) 1.20 ¢ 0.07 ( 13) 1.25 2 0.05 ( 13) 1.25 ¢ 0.08 ( 13) 1.14 = 0.09 ( 12)
0.22 ¢+ 0.02 0.23 * 0.02 0.23 &+ 0.02 0.27 ¢+ 0.02%*

a: absolute weight
b: relative weight (g per 100g body weight)
¥%: significant difference from control, p<0.01 (by multiple comparisons)



Table 18
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

Histological findings in individual male and females sacrificed or died in dosing period

Dose 200 mg/kg

Sex Female (FB04-) . Male (MX04-)

Animal No. 001 006 007 010 O11 004

(Ovary)
Abnormality - - - - -

(Testis) ‘
Abnormality -
(Epididymis)
Abnormality -
(Lung)
Granuloma, foreign body / giant cell ++ ++
Edema +++
Cellular infiltration, neutrophil o+
H
+

++ -
+++ 4+

+ H o+ +

Cellular infiltration, macrophage
Mineralization, artery
Hemorrhage - - - -
(Bronchus)
Cellular infiltration, neutrophil, lumen ++ S S & +++
Foreign body, lumen + ++
(Kidney)
Cellular infiltration, neutrophil, papilla +
Cast, proteinous +
(Urinary bladder)
Hemorrhage, submucosa +

+ 17

-, negative; %, very slight; +, slight; ++, moderate; +++, severe.

3



Table 19
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

Histological findings in males at the end of dosing period

Dose 0 mg/kg 200 mg/kg
Grade -+ Pos. - = 4 Pos.
(Epididymis) [ 13] [ 12]
Granuloma, sperm 13 0 0 0 O 0 10 0 2 0 O 2
(Testis) [ 13] [ 12]
No abnormalities
(Lung) [ 7]
Granuloma, foreign body / giant cell 4 0 0 3 0 3
Granuloma 6 0 1 0 O 1
Edema 6 01 0 O 1
Cellular infiltration, neutrophil 0 1 3 3 ¢ 7
Cellular infiltration, macrophage 4 1 2 0 O 3
Mineralization, artery 6 1 0 0 O 1
Hemorrhage 51 1 0 O 2
(Bronchus) [ 71
Cellular infiltration, neutrophil, lumen 5 2 0 0 O 2
-, negative;, %, very slight; +, shight, ++, moderate; +++, severe;, Pos., total of positive grade.
[ ], number of animals examined.
Histological findings in females at the end of dosing period
Dose 0 mg/kg 200 mg/kg
Grade - = 4 A4 Pos. - =+ At Pos.
(Ovary) [ 13] [ 8]
No abnormalities
(Lung) [ 3]
Granuloma, foreign body / giant cell 0 0 0 3 0 3
Edema 0 0 3 0 O 3
Cellular infiltration, neutrophil 0 0 3 0 O 3
Cellular infiltration, macrophage 0 0 2 1 O 3
Mineralization, artery 2 0 1 0 O 1
(Bronchus) [ 3]
Cellular infiltration, neutrophil, lumen 2 0 1 0 O 1
Foreign body, lumen 2 0 1 0 O 1

-, negative;, +, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.
[ ], number of animals examined.



Table 20
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

Summary of estrous cycles

Compound MPA

Dose group - . .
(mg/keg) 0 12.5 50 200
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 (13) 4.0 = 0.0 (13) 4.0 = 0.0 (13) 4.0 £ 0.0 (13)
Treatment period; Mean + S.D. 4.0 £ 0.4 (13) 4.1 £ 0.3 (13) 4.0 £ 0.0 (13) 4.2 +£ 0.4 (13)
Changes of estrous cycle after treatment
Number of animals changed 2 1 0 3
Number of animals changed
{pre-treatment period) (treatment period)
4-day — 5-day 0 1 0 0
4-day —  4,5-day 1 0 0 2
4-day — irregular 1 0 0 1

Mean times of vaginal estrus during
mating period; Mean + S.D. 1.0 + 0.0 (13) 1.0 + 0.0 (12) 1.0 + 0.0 (13) 1.0 + 0.0 (9)




Table 21

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

Reproductive performance of animals

Compound MPA
Dose group
(mg/kg) 0 12.5 50 200
Number of mated pairs : 13 13 13 13
Number of copulated pairs 13 13 a) 13 9
Copulation index 100 100 100 69.2
Number of pregnant animals 13 13 a) 13 ' 8
Fertility index 100 100 100 88.9
Pairing days until copulation
Mean = S.D. (N) , 2.7 £ 1.4 (13) 1.8 £ 1.1 (12)b) 3.3 = 3.4 (13) 2.8 =*= 1.2 (9)

a): included the data of pregnant case that failed to confirm copulation
b): excluded the data of pregnant case that failed to confirm copulation
Copulation index = (number of copulated pairs / number of mated pairs) X100, %

Fertility index = (number of pregnant animals / number of copulated pairs) X100, %



Table 22

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

Development of pups up to day 4 of lactation; Mean * S.D. (M)

Compound MPA

Dose group

(ng/keg) 0 12.5 50 200

Number of pregnant females 13 13 a) 13 7

Number of pregnant females with live pups 12 13 a) 13 7

Gestation index 92.3 100 100 100°

Gestation length in days 22.4 £ 0.5 (12) : 22.6 £ 0.5 (12) 22.6 £ 0.5 (13) 23.3 £ 0.5 xx( 7))

Number of corpora lutea 16,8 =+ 1.2 (13) 15.8 £ 2.4 (12) 17,3+ 1.1 (13) 17.6 + 1.9 (C 7))

Number of implantation sites 14.8 = 4.4 (13 14.3 + 3.5 (12) 15.8 £ 1.7 (13 15.3 + 4.3 C 7))

Implantation index 87.9 £ 25,1 (13) 89.3 * 15.9 (12) 91.2 + 9.1 (13) 87.1 * 24.0 ( 7))

Day 0 of lactation
Number of pups born 15,5+ 1.6 (12) 13.1 3.4 (12) 14.1 + 2.5 (13) 10.3 £ 4.3 (C 7))
Delivery index 96.9 £+ 5.0 (12) 92.1 * 9.2 (12 89.3 = 12.3 (13) 68.0 *+ 18.3 *xx( 7 )
Number of live pups 15.3 £ 1.8 (12) 129 £ 3.4 (12) 13.6 £ 2.8 (13) 8.4 X 4.4 xx(C 7))
Birth index 96.0 =+ 5.3 (12 91.0 £ 9.0 (12) 86.4 * 5.7 (13) 57.8 £ 24.3 xx(C 7 )
Live birth index 99.1 = 3.0 (12) 98.9 = 2.6 (12) 96.5 = 9.2 (13) 82.6 £ 22.4 x ( 7))
Sex ratio on day 0 46.3 * 8.7 (12) 53.1 + 16.1 (12) 49.0 * 12.9 (13) 52.6 + 17.3 (C 7))

Day 4 of lactation ‘ -
Number of live pups 15,83 + 1.2 (12) 12.8 * 3.3 (12) 13.6 £ 2.8 (13) 6.3 £ 6.0 *xx( 6 )
Viability index 99.5 + 1.7 (12 99.5 £ 1.8 (12) 100.0 = 0.0 (13) 61.0 + 47.9 *x( 6 )
Sex ratio on day 4 6.7 £ 9.2 (12) 53.2 = 15.8 (12 49.0 £ 12.9 (13 ) 58.9 + 12.2 ( 4)

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 on 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)

*%:Significant difference from control, p<0.01 (by 1ltiple comparisons)

a):Included data of one pregnant animal that failed . confirm copulation



Table 23
Preliminary reproduction toxicity screening test of MPA by oral administration in rats

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

Compound MPA

Dose group
(mg/kg) 0 12.5 50 200

Day 0 of lactation

Weight of pup (g)

Male 6.8 == 0.6 7.4 = 0.9 7.1 = 0.7 5.9 & 0.9 %
Female 6.4 = 0.5 6.9 = 0.7 6.7 = 0.6 56 * 0.8 %
Day 4 of lactation
Weight of pup (g)
Male 16.6 + 1.5 11.9 *+ 2.5 1.5 =+ 2.0 8.7 £ 2.9
Female 10.1 =+ 1.1 11.3 = 2.4 11.1 + 1.9 8.9 = 3.0

¥ :Significant difference from control, p<0.05 (by multiple comparisons) |
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