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1. Sixty-minute locomotor activity counts of male rats in 28~day repeated dose oral
toxicity test of MPA (Week 4 of administration)

2. Sixty-minute locomotor activity counts of female rats in 28-day repeated dose
oral toxicity test of MPA (Week 4 of administration)

3. Sixty-minute locomotor activity counts of male rats in 14—day recovery test
following 28~day repeated oral dose of MPA (Week 2 of recovery)

4. Sixty-minute locomotor activity counts of female rats in 14-day recovery test
following 28~day repeated oral dose of MPA (Week 2 of recovery)

5. Body weight changes of male rats in 28-day repeated dose oral toxicity test and
14-day recovery test of MPA

6. Body weight changes of female rats in 28-day repeated dose oral toxicity test
and 14—-day recovery test of MPA

7. Food consumption of male rats in 28~day repeated dose oral toxicity test and 14—day
recovery test of MPA

8. Food consumption of female rats in 28-day repeated dose oral toxicity test and
14-day recovery test of MPA

T R R R R R R IR mﬁ‘
1. Experimental design for 28-day repeated dose oral toxicity test and l4-day
recovery test of MPA in rats

2. General appearance of male rats in 28-day repeated dose oral toxicity test and
14-day recovery test of MPA

3. General appearance of female rats in 28-day repeated dose oral toxicity test and
14-day recovery test of MPA

4-1~4-3.
Results of functional observational battery of male rats in 28-day repeated dose
oral toxicity test and 14-day recovery test of MPA

5-1~5-3.
Results of functional observational battery of female rats in 28-day repeated
dose oral toxicity test and 14—-day recovery test of MPA
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Results of functional observational battery of rats in 28-day repeated dose oral
toxicity test and l14-day recovefy test of MPA

Results of grip stréngth, splay, and locomotor activity counts of rats in 28-day
repeated dose oral toxicity test and 14-day recovery test of MPA

Body weight changes of male rats in 28-day repeated dose oral toxicity test and
14-day recovery test of MPA

Body weight changes of female rats in 28-day repeated dose oral toxicity test
and 14-day recovery test of MPA ' ’

Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day
recovery test of MPA

Food consumption of female rats in 28— day repeated dose oral toxicity test and
l4~day recovery test of MPA

Urinary findings of male rats in 28-day repeated dose oral toxicity test of MPA
Urinary findings of female rats in 28-day repeated dose oral toxicity test of
MPA

Urinary findings of male rats in 14-day recovery test following 28-day repeated
oral dose of MPA

Urinary findings of female rats in 14—day recovery test following 28-day repeated
oral dose of MPA

Hematological findings of male rats in 28-day repeated dose oral toxicity test
of MPA

Hematological findings of female rats in 28—day repeated dose oral toxicity test
of MPA

Hematological findings of male rats in 14-day recovery test following 28-day
repeated oral dose of MPA

Hematological findings of female rats in 14-day recovery test following 28-day
repeated oral dose of MPA

Biochemical findings of male rats in 28-day repeated dose oral toxicity test of
MPA

Biochemical findings of female rats in 28-day repeated dose oral toxicity test
of MPA

Biochemical findings of male rats in 14-day recovery test following 28-day
repeated oral dose of MPA

Biochemical findings of female rats in 14-day recovery test following 28-day
repeated oral dose of MPA

Gross findings of male rats in 28-day repeated dose oral toxicity test and 14—day
recovery test of MPA )

Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day
recovery. test of MPA

Absolute and relative organ weights of male rats in 28-day repeated dose oral
toxicity test of MPA

Absolute and relative orgah weights of female rats in 28-day repeated dose oral
toxicity test of MPA

Absolute and relative organ weights of male rats in 14-day recovery test following
28—-day repeated oral dose of MPA

Absolute and relative organ weights of female rats in 14-day recovery test
following 28-day repeated oral dose of MPA
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31
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Histopathological findings of male rats in 28—day repeated dose oral toxicity
test and 14-day recovery test of MPA

Histopathological findings of female rats in 28—day repeated dose oral toxicity
test and 14-day recovery test of MPA
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2-AFN-2-T 1 _T I K (CASNo. 79-39-0) D 0 (FEHSEXIER) . 30, 100 3 X T* 300 mg/kg/day
% 1 BEMEMER 7T Crj:CD(SD)IGS T v Mz 28 BMIRER KL L TEELKRITL, S HIZ0 (B
ﬁﬁﬁ)kiummmwgﬁ®%%%7ﬂ%ﬁVWd4Eﬁ@@ﬁﬁ%ﬁﬁfﬁfbto%@F%
UTORE LR

1. —iREEEE T, HMED 300ng/kg ETLADEHITHRRD O, BEOKERE S 61 R
DN, ZOERET 14 BEOEEHBPIC R L TR b,

2. 1TEMgEEEIER TIX. BIETAR THEMED 300 mg/kg BEICHB B OB YD DAEEROIET., HITRHA
MR T, PIEEE TS, HED 300 mg/ke FEIZATROE S OEE, #ERED 300 35 LTV 100
mg/kg B/ HNTHED 30 mg/ke BT B R EBEDEMEDRD biL,

FIEEAR DiRE Tid, BIEREE THERED 300 ng/keg BICHEROE T TR B 5 2>
Sk L TEED b, BIEEE ThH, HED 300 mg/kg BECEBOBIINE ORE, HERED 300
mg/kg BICHE OB NE LU A REREBOEENRD bk,

3. RE T, MHED 300 mg/kg BE TS 2 B L ERERINMGINFE O b1, BE5 7 HLUBRICHIE
B2 LTz, Z OKEIZEESIR PRI LBO bILz, £/, MO 100 mg/kg BEiC . &5 28
WAREBE NG S50 b7,

4. BEE T, MEHED 300 ng/ke B TRABORMENSRE 2 B LUEIIBA SN, ZOEEITE
EHR OB TITEE L.

5. RIAE T, #EREGETERSHRS L UREMR OV T NI B E(LIEFRBD bz 7eis, &
5 4 BOYOKEITHERED 300 mg/ke B TIREZ, #ETIXEE 2 E ’Mﬁﬁﬁﬁ D bz,

»

6. MIERFHIRE TIL, HEHED 300 ng/kg BB L UHED 100 mg/kg BET, ~~< h7 U v ME, ~F
o g, FHRMRER, FHRMENET S 0 © U EORMEFEOE MER RO biviz,
BEIEME TROKRETIZ, ELERIIIRD b0, ETII/IMIERORME, # Tt
BEROEBER LIV o }\ B EVERMOERSRD bk,

7. ML TR, MERED 300 ng/kg BET, 7T I L OBE, BASED a-Globulin
FOTNAVA IV HRRT 7 2 —EDEERRBO b, ETREADED asClobulin OIEME, #T
RV 7Y FORE., REZRBLUZ VLT FoUEEPRD bz,

BIER TREORE TiE, 300 mg/kg HOMET, A/GE, TILT I H) UABLIUERY
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OEfE. ER., JNVa—ABITRNI 7V EY FOKERRD N, T, 7TAH TR
A7 HE—=F AV TA 7o LBIOERY CORE. BREBBLOI Vo —XDEER
O LI,

8. FBRTIE., BEKTHZ 300 mg/kg BEDOHERED 1~3 BNZEERE D NIEFLED R bz, EiE
T RHER I TIIRLITRD 2o e,

9. BEEEBLIUHREEEFREL T, HRED 300 ng/kg BT, i‘hlj;]ﬁaﬁxio)ﬁ{ BT, 13
FLBECREEREOEMES SV REETEREELOBMEAED b, 100 ng/ks BT
HEOBRIIBEEES JURETEEAEORENED bk,

[E11 #& T ReAEFI B i, MERED 300 mg/kg BT, HIMBAFEOKMEICF - T, 2B FIHFTE
BORMEH 2 WVEIRBTEERELOSESRO N, Ll HOBR I BEEER L
UHREFEEFELOVWTNIZOEENRRD b,

10. JREMABRFRRE T3, HEEED 300 mg/keg BT, 25 OB MR HRAHME DL LUV
WANMENZ B 2 EEEAL (1~2 1) AL i, BEEENER ST, ZOEIEER
THRIAGF TLZOEESH D WVITEBEZE L (RO, £, 1FI0LDOELTIESH 55,
HED 300 mg/kg BEIZAT —V IX, XIZBITDAT v 7 19 B FHIRLD retention 234 b, &
E/ERBENR D bz,

2-AFN-2-T7 XTI RNETy MZ28 HRERERO®RS L2546, HFEVW-THE 300 mg/kg
B E THEER B L O EEINIH 2320 b, HEMAEFENIC I THREEIRD b, 2o
BB, 14 BRORESRR TRICEEEIIERO b ofz, F£72. 100mg/kg BETH,
HHENTAC D BRESEOEME. &6 TAMERS L UBROBREERKELOBE, H
TEEEMME RO bz, 30 ng/kg &5 TiE., M THEHREDHEDOKEIRD b/,

b Enh, ARBREG T COEZEE (NOEL) (38T 30 ng/keg/day, #ET 30 mg/ke/day
IVEVWHELEZ DN,
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OECD BEFFLEMEDOREMRREEDO R L LT, 2-AFA-2-F o7 I N (CaS No. 79~
39-0) 27 v M 28 BREIREROZE LTEEEZRET L. 51214 BEOEEME R R Lz,
P, ARBIT THHREDEICRIBBRRUVEECEYEICRIAEHEORECEBE L ED
HPE ARICHET 2RBRERICET 2 E%E] (BFo69 4 3 A 31 BRRES 39 FRETLER
BERE - ERE 2 BEARAEERE -9 ERFE S S EMELE ENELREEL BMNR I U
Fn63 4 11 A 18 ARIZIE®E) 12V, BB EIL DHRCFEWEIR 2RO FIEIZ OV T
(BEFn 49 45 7 A 13 ARIRFESE 5 SRETEERERE - BREF 615 SRLEERHERE -9 ZRE
392 BBPAEEA EMEEREEAEN) BIU HEEEHEIBZIRBROFEIONT] O—
HWEZIZHSWT (R )= 7B ERBIEORIE) (Bfnel 4 12 A 5 ABRMRESE 700 S8R5
JTEBEFRERE - BERE 1039 BEAREERRE - 61 £/RE 1014 S@EEEEY EHEXREE4
WA ICERL L7,

MR LU HE
1. #RSR%'E
WERME 1T, 2- A FIL-2-7 o F I R (2-Methyl-2-propenamide. BLTF MPA & W& . CAS No.
79-39-0, By FEE M 99.5%) T. BEOKETHD, WPA

TEXRERBRICAN, ERTHRE L7z (Appendix 1~3), 28, BRERMEOZEM % 8%
REDGN L. BREHAMTOWRBRME OLEM 2R L (Appendix 4),

2. HRWEOFREH
MPA #fBEFEL. 6. 20 B X TR 60 mg/ml DPE L7422 L O ICEAERBHERAK (2 vy FEE  7XTL,
76L1 B LU 8241, Y7 N BREERASH) BRI E, RRRIT. MEBEAEXT T AR
RETH D (Appendixb) T &b, FARRELIHELTE 2BERICAN THBREAN (3~7C)
WARTEL, AR T BUNICER L, FRICEL TEERICELTHOEELE, ¥, 20 b
DRBHENZ DT, IR L UEKREEEICRERR L ER L, BESKEANICHD Z L 2R L
7= (Appendix 6. 7),
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3. XERME

SEBYEIIEBRME ORI L THWE BARERFERA (oy FEE  7XT1. 76L1 BL W
8241, ¥ I/ N URIERKSH) 2HV. EETHRE L,

. RBRE

A 4 BERD Crj:CD(SD)IGS T v » (SPF) DMfMESR 47 [T (KEEEH : & ; 72~89, HE; 70
~79¢g) Z1998FE 2 A 18 HIZBEAF ¥ —1V R « UNR—BRAESH IV ZIT AN, MHHESLLH 8 B
OEEZE - BRI 2 ]I 7.

RPRORRE - BHEHIRI B, — X REBEEL 1 B 1RSI MEERE2 SEERL., 20
BIBENRL, JERRZREE 2R L MRER 42 T2 BRIV,

. FERERM

B, RE 22~24°C, 1BE RH50~63%. HEREIEL 10~15 [B],/FFRI 3 K OERBARERT 12 B
(4FRIl 8 BED B 8B E TARUT) ICHIEENZNY TURT LAOREE 301 BX) T/ 77
9%&&@@@%%&vﬁf@wwxwomqunm ZHAWTHEL., #9017 —Vd
720 2EH VLG EZIE L, BT BIEEHICET L, F—YOZRSH ST H, T0H%
i 282 1 BIOBEE TIT o 72,

FEENOERBIUCRERREOBRES T 1 A 1EOHETITo7, B, BECIHES
ZEEE (Y7 T v IR, PIONVEERKESH) BLOI ORREEE XA v, HF3ML
FTEKRISH) % 1 BRBEM CTREIHER Lz,

fAkhix, ¢ BB EREE (CRF-1. Lot No. 971112, 971208, 980110, 980207, %V =1 &
LR TEKRRSH) 2&BREGIERETY AV T, fBkidkaEk FLIBHTKEAR) % B8k
BEHOTENENEHICEBRS ¥, HEEROZEEHSTRIC1E, To#% T2 I 1 /O
HET, BEHKERNOAE S ITE | BOBECENENER L,

EEL D ST B L OREICOWT, MHAEABAERSHT L #— (Appendix 8~11) :FSJ:U‘%‘
Yz VBB TERRSH (Appendix 12~15) (CEFEL THER L72fER, SEHIIIHRICE
Er RITTREYORBNTED 5227,

B DABREIZOWT, BAREKRKXESH (Appendix 16, 17) ZEFEL TEBLZER.

RRICEEL RIETREMDOBRNTEBD b hr o7z,

. BERBLOERERLFOREHRM

HEHER % Table 1127”7,

Mkt 1 BER-5UCD T » MZ 150, 300 38 L TR 600 mg/kg @ 3 AIE% 14 AREE L= TR
R 600 mg/kg THEIZ 341, HEZ 1L FIDEL H 2V IEEEZFAMSTED b, —fREE, &,
BEE . MEE L OR{EFRE, Jk, FEEREOREEEL S VIIREERRERIE
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WTHEHEW TS MPA BEE OFENFRD Hiv7o, 300 mg/kg TIIAE, BEE, Mmikds L Um
TRAVZHORTE., M, B, R, AREEEREORFTERDL S VIR E EERELIC I THKE
WIS WPA B EDORENRD b, BEIURRSNT, 150 ng/ke TIIVHEEIZISNTH
RRRE L LB L THABERRD bR - o0, (RERMER & CHRESMNEIC B THEVTR
FEIRD O, MFELFERET, BORKER BIN) ICHEREMES, HOEHY)
WHBRZRESRED I BOMOBREERICAEREESBO LN, ZTHHDIZ &M b, 300
mg/kg ZARBROBAEIZIREL, 150 mg/kg THHOVWEERLLATWVDZ b, FHRAR
THWZAL 2 ZFRBBRTIIAKA 3 & L, FARBROKBRERIL, 300, 100 X T30 ng/kg DEF
3BELRIT. WHAERHFBEKEBRETOMBELED 4 BHERE LT,

. BT B X OME A

BEAY I, BMEHIROREE (508~ B) 12, BHLHIRS O—BIRES X Ch RS 5
ZWLCHERAOBES #RE LS, SEOEENY 225 L) CEEBILE/EATEEE A
W ERE LT, .

B ORI, BES T RTIC M = 1 ko VTR B 4«@a%g
BEOANBEIT > THEZBI L, £/, £ — VRGBT L h— FICRBES
BEUBWE S 2R LR L. BT %0 B e TR L,

L BEREEB IO R
BSRERE . BRE S AR DAY CRESNDMEEAEE L, HRIEEREICR R
BROFHEIC OV T B L OTHFREEWEIE L RBROFEIC OV T O—BHEZICSNT (R
7 V== VEERBIEORIE) [t TRAOKE L Lz, B34 % 5 BRICERKL, 7 v b
ABY 7 2BV TREENCEACRE Lz, REFBISAEE 1 kg B0 5nl & LTHRERIC
—EEVRE R OFEICESVWTEH Lz, BEIRH# - —VIER (12 FE) 2BNT, F
ﬁ9ﬁ#%uﬁ@ﬁt\1Bulﬁmaﬁ@%%ﬁimbto
BB, BEBOEWEE (FESHE) 3 T166.7 g (1562~183 g). HET 143.4 g (128~154
g) Thotl,

9. B, HEBLUHREEE
UTOBEBIZOWTEM L, 2B, &5HREII&RERFBRZHRE 1 B L LT, EESR R
HE2BOFRAZEME I R LTENEFNERE L. BEFAGBENGEE 14 B TRHEEMM &L L
7,
(1) —fRreEss
EFNCHONWT, BHRE LR, 2. M2ICL 0178, ABRELEBE L, BEINTEFTROR
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BARSZ B S OYH R A 2 /8 L7,

(2) FTEhAEESE (FOB)

HEREEBED 7T BIFF D 4 FRZDONWT, LLTFD 1) ~3) &SRR ER L7z, 7z, RLE
WERNT, BERTRENGIIRE 7, 14, 21 BXU28 AICYH, EEKTEMBEAEIZESE 7
BION14 BICHOREBRICERL, b1, BE4EHDVIIEE 2 BICBREERD 4) BIW
BIEEE D 1) ~3) %, FUB#MEANT, ZRZHEM L, OB HA K542 D BLULF
VR U—RRREEY 2BECLT, HLALHEDEA DT U RS L CREEICE, &

RBICHEDORERETER LI, 28, THRERREDO 27T ) 7 —F % Appendix 18 IT/RY,
(Bl&mEA]

) r—=VhnroF =y 7 HBESZATIE. YO LERO S — VPR E LT OEE
oW TF v L, '

Frys7HEB EE RBPAS. PR, R - RE. FRTE (BEs EED.

BEITE) (BE) o .

2) F—Vhr bRV HTRS v 7 S8R RY) M RICFICRE - T, BioRE:
UTFOEBIZOWTF =y 7 LTz, ‘
FryJHEB BOVHLES, BB S, BRIE LB HKEORE, BE. R

BEALAR, FIRANIR. WRIE. . AR

3) A—F v T 4V FATTFzv 7 " 8HEN1LoallF0Ty NAF—T 7 41— )L FEEE
NOFRIZ 1I~2 HHES, BOTBEZLUTOERBIZOWTTF =y 7 LT,

Fxy BB EE ST REDRE. SR, HEE, TR, BRTE (B, GRE),

RETE (BHRE £EF) ‘

4) BEEAEETFzv s REEET, UFOEBIZOWTF v T LT,

FxyZ7HEB H1E EEIRS)  BOEREBWOERN?D 2~3 cn £ TEDITRED

B4 0 KIS
RE (ERRT)  EOE TEMNAN AN FEOBIM O KL

®

éﬁ:ﬁr

ER (FIERTARE) ;s ANV N UBEBD LEROE D KIS

BE (BREEED)  BOMITRE 7y b TRAEROEBH O G

_Eﬂ%§§%2§ﬁiﬁi (BRHIES L OER)  BIEO—F2EFICEI WO
YD B ,

ZehIE MRS 5 30 cm EFH D BIEREIAZ EICENT TRRICE & LZBFOEI D

B
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[EEE ] ‘

1) #BhH BARTEER (CPUF—Y, TAa—xz o o=7 U U IlRRER) nER SN~ T
—%, BMORKS 2 VRIERICELE, BMEEFIIVEEORKE (B, o 2k
WOWT3EB LGB OWTIERAEL, ENENDOFHE (g) Z2HEH L,

2) BREOBRMIE | SO REICA 2 2B, 30 on EH7OIAEE- TRICES LisROH%
BEOMBIES, R R 2 ERGR L, £EORECEROTHE (o) FEHLE,

3) EREEE 4 EOBEBREHEREEE (Actomonitor 11, AF 4 HNV - A Pz ~e)

WENENT TAF 78— UhkBE & 1FIOEME AT 4 BIFIRFIZEM OEEE

ZRIE Lz, 10 oRfR Tt e MOEESE (B) ZREL. 2. 60 mORESNELHEH L
7o

(3) FEME

BREFRICOW TR SBIGE. 52, 7. 14, 21 BL U028 Bic, EEHRICSWTIZEE
1, 7RIV M4 Bz, £HFKRTOREAOHKRABZ2ED T, £8%BE Lz, EFXENFER (&
VR U TR 140TMP8-1, I —vY 7 A ABRE) ZRAVWTHE LR, BSonREENA L. &
HIEINE (REMKTRAFRG - [(RE28 BIFE) — (BREHKBAGE) ], BIEL TREAH

[(EE 14 HiFE) — (EE 1 BEE) D) BIORESEME E5-&TRMEAR © [ (REEM
B) / (BRERIGHEE) X100], BEEA&TRARRG - [ (FESNE) / (BE 1 AEE) X
1001 #HH L7,

(4) BAFERE

BERIRNCOW TS BGE . ®E5 2, 7. 14, 21 B XU 28 BT, BESEIC W TIXEE
1, 78XV 14 Bz, 2H28F Lz, 8FXLMKFE(FL R Y 7% 1407TMP8-1, I —LY 7 A
AHREMH) ZHV. BTBICHREESRICEYBEORAB 2 AN, r—VBIERFRAE LARICE
Mo, BARKEEZRELCIEYSZY 1 ASOEBEE (g/day) 2EH L,

(5) RipZE

RESRRKEL S UOEEHFSEKBIC. FERT TSy NARS S — (KN-646, B-1 B,
HBRUYERT) WL VER L. H3REHOEFRT 1) ~9) ORES, T/ 21 BEOER T 10) ~11)
DREZEFUNTOVTER L, 2B, 12) oW TE, RS —SHIZIARO 21 Bfic -
WTEFR MRV RNY 72 1407MP8-1, B —VY 74 A& 2BV, fiEB I
BRHOHKABOERZREL TLIELEZY 1 BOORKE (g/day) 2EHH LT,
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BEHEB BESE

DpH ABREE (N - Z3)
2)&H (Pro) EAMRE (N4 )L - =4b)
3) ¥& (Glu) AERMRIE (SA L - =48)
4) & b AE (Ket) RERIRIE (S /L« =)
5) vkl ) —4 2 (Uro) RERULIE (N4 )L - =3E)
6) B Y /L (Bil) RBREE (1= - =40
7) ¥ M KIS (Oceult blood) RERME (N - =)
8) a5 (Color) RERERE

9) 7k (Sediment) Eita
10) JR & (U-vol) AERE
11) b2 (Grav) BirEHE (T IR ) 2y)

12) BR A DOFKE (Water consumption) FABOEEREIZLD

(6) MiKFHIRE

BEHIRET & 2 VIXEIEHEE T OE B ORI EFNI OV TER Uiz, 9 16~21 FREf
B LTy bz —T LR T CIEEREINR L DRI L7s, 1) ~10) 125V T EDTA - 2K ©
M LmEE AWV IDBITIDIC DN T = BT MU O A TOER L =008 (3000 rpm,
1043) THLNMmMEEE Az,

BREHEH &S E

1) 7R i Bk %K (RBC) BRIEHUE oL H—H T —T660 B
N~v 7 VU > MEHL) RBC, MCVEL V& H a—)LF—J 7 H—T660 1
3)~E o b & (Hb) VT UANNET R E 3 E—H T F—T660 Bl
4) EHYFR M BRAFE (MCV) BRI A= E -T2 —T660 B
5) SERJFRMMER~F 7 11 & L & (MCH)

RBC, Ho fE L W &EH a—NE—R T Z—T660 H
6) EFRMER~T 7 1 & 8 E (MCHC)

Ht, Hb fEX D HH 2=V E—H T F—T660 H
) BARIMERE (Ret. ) Brecher {& &
8) ML/ IMEHK (Plat) ERURHIE =)L E—J 7 #—T660
9) [ fBRk¥K (WBC) - ERIEHE Il F—H 2 —T660 B

10) B ERAL B H 452 (Hemogram of WBC)
AA X APYEEAR iR

ID7e ba U ETY e rRTTRAF U AMELUNG KC-10A /377 X & —KK
12) EMEALER Sy b v AR5 R F L BEE] (APTT)
T 5V UBRIE AMELUNG KC-10A /327 A Z —KK




(1) mEALZFERIRE
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BESHMET 5 VEEIESER T OF B OFFHIRIC2FIZ OV TER Lz, #9 16~21 B
HELLT v Mz —T VREET THEMRERL VL Lz, . DBEIT 6) IV T~
%Y ALEREE, 3000 rpm T 10 HRDELHETELNAZMEEZ AV TRE L, MOEBIZOW
'Ui%wrmtﬂo%%@EGQ%T@Bth%&ﬁmrﬁﬁbto

BREHEEB REFE |
1) GOT IFCC 1 H S 7150 T B BT R
2)GPT IFCC & H:Z 7150 FE BBV T EE
N TNH Y KRRT 7 #—F (ALP)
NyE g e m——k B 52 7150 JE H B i E

DA AEER(QH) 27 L RAF— -5 « Fa2—k

5) y —GTP

6) 7 /v 2—Z (Glu)

bﬂg .

A 3 7150 J& B Bh/o ik
BEL-y-INVEZINp=buaT=) FEEE

A 37 7150 & B Bh oo #r e
~F Y FF—¥ik BT 7150 & B B4 4

T o

N#a=z L AT 11—, (T-Cho)

MERIE A3z 7150 FE HE e E
8) hY Z Uk N(T6) WHEEES Y to— L EEE B 7150 BB EISTTER
NME Y LYV (T-Bil) T/ EI L B2 7150 JE B Bh oyt ik
10) R & %23 (BUN) LT —¥ e fRTx ) —)ViE

11) 7 L7 F =2 (Crea)
12)+ kU & A (Na)
13) 70 7 5K

14) 7 o —1(Cl)

15) BV 0 A (Ca)
16) ERE Y > (IP)

1) #%EH (TP)

H7Z 71650 2 B Bh T dERE

YT xiE A7 7150 JE BBV ST dEE
RICOCE a—=1 7 480 UK BEE
RN a—= 7 480 RN E R
 EEREEE FEBCL-MB I 054 Rl 7o & —
OCPC i A3 7150 X BN TR

T4 R P oNm—ik H 37 7150 # B B4 HrEE

B Ly ME AL 7150 FE B YTk

1) EALE Tla—RX7 55— NEBRKENE
2 HEEIIKENERE CTE-150, Ht
19)A/G Bk (8/G) T —RT 55— MNEESIKENE
2B EEIKEIERE CTE-1650, B¢
(8) Hfx

BESHRRT S 2 WIZEESEE T OB AR EEIc oW TER L7z, mOARZ8E L, ©—
TOVRRERE T TILRFRIRE R & CMIR(EZHRE O 72 0 O M % EM L7212, Bl 5058 S 87,
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EHDOHRE - HEAFWIEMICEBE LZRIC, UTORE - Ekr 10% P HEEEFL< Y ] T
BE AR L7, 2B, BERBIUA—F—RIZFEy FY VR TEE - 37 L. BB L O
BEERIITT R TEEL, T0%x% /) —/VTHREFLE,
BRE - M4 TR, BER. MR, O, Bh. M. TEE. BB, FRE. BRME IR, B
ﬁﬁuyﬂﬁ\%w\%\T%UVN%\%T%\%T%\ﬁ?%\%%\&%\
IRER., ~N—F IR, WERIUKERE (BFHEZEL). B X . BEG (B
W) . WEKDAR. BE, K%, KEX. &E. ¥ GTE. EE. @mAm.
ZHG. Ei5. BB, Bi5. 5. EIB. B BR. BRLE BE (BER
zate), BAR. SRR, T8, B, LFHRS VR AT
(9) "EEER
HBFCAPINZ ST, UFORE - B> BFALIFR (FR-1804, Htaito—- 7o
Fegq) 2ERALTRARE LY, B, £EEOHIEE - Mz oW T, EARI4 ICRIE LT,
¥, BEEEZYRYBOFETHRL IO AZE LU CHREEERELZEH L,
SRE R4 M. BE. DR, TR, B (B - A). BiE, BIE (-6, TEE MR, P
Wig (£ - A, ER/MEET), B (BE-FA). BREEK (E-A). BE (£ -
)
(10) TREAERRFHIRE
EFNZONVT, FIRRICEE., RFELZHEE - IS oW T B, T T 7 0 Ea ik,
HWHIL, ~w bV oAV VREEARZER L, BEITTEERS I USHERO2FIC
DONWTER L, WPARSOEELEZ 5N B5FALDOH LT /ME, BFHRIZ OV TITeG#
WZOWTER L, 0. SEIS UTRBRRE (K747 V48, KBRE, —a—a7 47
AL ) EATEM L TER LT,
10. #HEHFHIFAM
FOREEECREER. hE, BHE RREOCTEMNEE, MEFHIRE, MEILFHIR
% BEEERSIUCRETEEFEROREIC OV TIL, B Bartlett OELBREL EM L,
Z8 (p>0.05) DBAIT—TEEBESBLIITETHEITL. FE08 (p0.05) DHET
Kruskal-Wallis ¥ CHEAT L7z, —TERESBOTORR, AEERLONEEES (p50.10) 3
Dunnett DIREEZE AV THBEE L OB EITo 7, F72. Kruskal-Wallis IEOMBITORER, H
BERZBAEA (p=0.10) 1F, Mann-Whitney O U-REEE VTR & DELBRETT 72,
TS EOBRERB I ORBE O EEIE B OREIC OV T, Kruskal-Wallis DR
THETHNT L, BEENL LTSS T Mann—Whitney @ U-FREES FWV TXBREE & OB AT
ST, 7233, WRE L DOEBREIZOWVTIE., BREL DU TEZREFENICAER S L,
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A R

—AR TR

—AXIRBE D RRAE % Table 2, 3. INDIVIDUAL DATA 1-1-1~1-2-4 |{Z7R"Y,

;3

R BRI T, 300mg/kg BET, #5-21 BIC 4 BIF L BT, %522 BLEEEKRTORE
HETUFLHTIADEHTERBD DI

100 B X V30 mg/kg BETIX, —RRBICEF IR DN 20T,

EE M TIE. 300 mg/kg D 7 FIEFTREHIRM R Ok L CEESBEKTOEA
TEXADEHTHROBIL, BIE 13 B0 7HF 1 FlIc L ADEBTICME TEREDK
EmHRO b,

DR EHARI R T, 300 mg/kg BETC, BE 20 BIZ 1440 1 BT, #5210 B OB 14 G144
 TLADESTHIRBOON, BE 28 ABIUERERTOBRIGIILADEHTIINLT 14
FiH 3 Bl BIEDORER RO b LT,

100 35 5 T8 30 me/kg BETIL, —fRiRREIC BHIRD bhas o7,

EIEHIRI P ChE, 300 mg/kg D 7 HI2H CHREHE T2 OfkE L TLADXHTR LIV
Bl 2~5 BHC R DRE LB O b,

2. 1TEhHEREBER

ITENMERE DBIZZTE B & Table 4-1~6, INDIVIDUAL DATA 1-3-1~1-20 {2, HFEEE % Figure 1

~4, Table 7. INDIVIDUAL DATA 1-21~1-24 IZZ N FILTT,

HE

B 5HRFP OBRE T, 300 mg/kg BT, BEEBIZOWTIL, &S5 28 BIZ—U D 0E0
HTEEDOF 2y Z7ICBNT, FHBEROKRTAALI., HREICABH R L THEEEDNR
Doz, £, A—T V74—V FRATOF = v 7IZBWVT, BTERASA bIL, BHITICH
BB L THEEESRD b, BIEEB I VW T, BT, #5 41 BDRIKDOEAIC
WRELER L THERKESRD b, BEREDE T, 85 4 BICRIERHEE 10~20,
20~30 %3 @ﬂW/%ﬁk&omAﬁ@#ﬁW/L&Tﬁ%ﬁ&mﬁbfﬁm@ﬁﬁ# 1 b
i,

100 mg/kg BETIE, BEEEBIC SR L THFERERIIRO Ao T2, BIE
HHOBREEEIZOWT, BIERIEE 10~20 200 U M THBREL R L THAELEME
D3ERD biviz,

723, 30 mg/kg BT, WTNOBEEABIOCRIEERICL BB L L CHEEIR

_12_




SR—9778

D BRI T,

EIEHFE T ORE T, 300 mg/ke HOBEHA T, BE 78X 14 BICHBECETR X
FTERANZ b, HEERS L OSTICHRBE S B L TEEENED LE, IFEEAC

DWTIE, BT, BEE 2 BORBOE NI L LR L THEREELIRD bz, %K

DRRMEE T, BT 2 EORMMRICTRE L LB L TREREEVRD bhic, BRERET

X, B 2 BICHEIEBE AT 0~10, 10~20, 20~30, 30~40 5D 7 M LU 60 4RI

AT MUTKREE L B L THFEREMENED b,

- BRI OBRE TIE. 300 mg/kg BT, BEBERIIOWVWTIL, BE 21 BIZHTRANLD
o, BATICH B L THEEESRO b, 85 28 AIZE, HBREVETE I UHT
KRBA DI, FHEER IUSBRITIONRE & e U THEELIRD biL, BIEEBIZ 2V T
3. BREEBETIE. &5 4 BICHERMBHE 0~10 B LN 10~20 45D H 7 o ML T EREE &
g U CHEREEN D b,

100 B LN 30 mg/kg BETIT, BIEEBICIIANRE L LB L THREEITED b o783,
BIEEB O EEBRIC OV T, AIEEBE 0~1050F 7 P Tl S SIS L it L
THERKESED b,

[E1 18 HAR T ORRATIL, 300 mg/kg BET. [EE 7 BL T 14 RICHBEROE TR L UBHITRRA
NH b, BRES IO TICHBR L L L THFEERRD bz, MIEEBIZ W T,

BT, BIE 2 EOEKROE IR & L L THEREREENED bz, BRESETIT

|18 2 I RERI AT 0~10, 50~60 53D v M LU 60 S0k v METRIBREE
CHE L THEBEREENRD b,

3. REHEZ

{REWFR % Figure 5. 6. Table 8. 9. INDIVIDUAL DATA 2-1-1~2-4-2 2R,

HE B BB TIE, 300 mg/ke BT, BE 2 HOOHEEBMMHEIRO o, &5 7 HLEIZ
HEHL B L THFRREESA LN, #5 28 BITIZAFEDCEIPRD b,
728, 100 BL V30 mg/kg T, BLERBO b o7,
EEZIRIT Tid. 300 mg/keg B TXFRREE & LB U THE R XES M FRERE Lz2, RES
MER Z UM IIXRBHE L EE- 7,

e - B EERITP T, 300 mg/kg BET, B85 2 B bEESMIMAINERED L. &5 7 BLUEIZ
SHRRE & Bk U T B REENFED b,
100 mg/kg BETIL, &5 28 BITBREE & bl L THEREESRD b,
2B, 30 mg/kg BETIL, BlLITBD bhpinolz,
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BRI ClE, 300 mg/kg BE T EREE L B U CHE 2 EMEAEIE 1~14 B = TiEE L7
2, EEENER ORI EES R -7,

4. BEE
BAEEDORE S Figure 7. 8, Table 10, 11, INDIVIDUAL DATA 3-1-1~3-4-2 [Z7R7,

H : EEHRITTIE, 300 ng/ke BT, 85 2 BURICEEEOEENSS bR, &5 14 HER
WURTREE & BB L O EEMRD b,
7238, 100 BE TN 30 mg/kg BETIE, BIERERBD LN 2hoT,
EAMRTD I, 300 ng/ke BT, EE 1 1L T HICHIBRE & bl L CH B IBENR
Hivteas, B 14 B A EEERD biLso Tt

HE  $ 5 HIMIR TR, 300 mg/kg BET. B5 2 ALEICBAIROEMEMAS i, 52 B L0028
VPR & B L TR EEARD b,
723, 100 B30 mg/kg BT, BLIERD bh- T,
B TIE, 300 mg/kg BET, [EIFE | BICHFREE & FOl L CHBRERM AR b,
BEIE 7RIV 14 BICHBR LB L THEEIRD oo iz,

5. RBE

RS DREAE % Table 12~15. INDIVIDUAL DATA 4-1-1~4-4-2 \Z7<%,

R ]
o548, FEE2EVCTROBRETY, EREFICEIIRD o1,
CRE AEORETIE. FRSEFICEIRD biveh ol
[B118 2 WORE TiL. 300 mg/kg BT, RICEOKMEFED T FREE & ok U TAEIZEM
L7,
(&K E]
i &5 4 BORETIE, 300 mg/kg BT, FUKEIREMREMAGED Sneh’, <TREE St
BLTHEEILR» 2T,
723, 100 B X T30 mg/kg HETIE, BIIRD bivieh oz,
|78 2 BORE TIL. 300 mg/kg BIZAMITBO bz o7,
e mEABORE T, FUKBISHRE SR L THEERRENRED b,
723, 100 B L TR30 mg/kg B TIE. BALIEIBD bz o7,
BlE 2 BOKRE TIE. HFUKEICT R & L THFERE/ESRBD b,

&
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6. MERFHIRE
MEFHIBREDRSAE % Table 16~19, INDIVIDUAL DATA 5-1-1~5-4-4 {Z5R9,

HE B ERTERORE TIE, 300 ng/kg BT, ~v 7 Uy ME Ht), FHRMEEFE MCV)
BLOEHRMEANE S 2 O B (CH) IZR RS L i L THEREESRD bk,
oo ~NEZEEY (Ho) (EEERAAR NS, MBRELER L THFEZERD i)
27, |
100 mg/kg BETIL. MCV B X ONCH IZH RREE L LEE U THEREMESTE D bz, £/, Ht,
%Kﬁﬁ@ﬁﬁ&%hkﬁ\ﬁ%ﬁkmﬁbfﬁﬁﬁm%w%ﬂ&moto
30 mg/kg BETIL. MOV ICKIFREE & ELE L THEERKENRD b,

[EE#& T B OB T, 300 mg/kg BT, M/MREL (Plat) 3 L UVHMERERIE 23R (Hemogram
of WBC) MDELER (Mono) IZXTEREEE B L THBREMENFRY bz, Mono DEMEIL. &
KTH2%ERECREASINISEHNOEE TH D Z &1 LBENLREH LB X LN,

M B S TEEOBRA TiE. 300 mg/keg BET. Ht IR REE L Ll L TH B RIEKEDRD b,
Fi2. Hb BL MOV IEMEFERM A A SN0, MRELER L THEEIRD AR -
770
7236, 100 B LT 30 mg/kg HETIE, BITRO bNRH 0T,

B8 & TREORZE TIE, 300 mg/kg BT Plat OFEEB L7 e e BV (PT) OIE
ENXRE L R L THEEEZ > TRO b,

7. MLEALERRE
M iRAL SRR A DR % Table 20~23, INDIVIDUAL DATA 6-1-1~6-4-4 {Z/RT,

M B 5 R TEEORE TiE. 300 mg/kg BT, 747 3 (Alb) OFEE, EESE D a,-Globulin
EIUTWWU$X775—€Cmﬂ@ﬁﬁﬁﬁ%ﬁ&%?bfﬁﬁ%%ﬁOT%bEﬂ
o E7m. BESED o-Globulin OEMEMEAMA A DI TAS, RE L LB L THEETR
.bgh&ﬁoto
100 mg/kg BETHE, BEE (7) K BB L L8 L CEEREEARD b, ARER
HEMERD bR o, F. Alb OFMEMERA. o, -Globulin DEMEBERAH LNIZD, X
FREE L B L CTHEEEIRD bz o7,

2%, 30 mg/kg HETIE, BUERD N DT

B4 TREOKRZA TIL, 300 mg/kg BT, A/G L (4/6), Alb, WY T A (K) BLOERY
v (IP) OFEfE. TP, ZA=a—2 (Glu) BIURRI Z7UED R (T6) DEMEHREF &
BLCHEER o TR BN, —F. 7 LT F =) (Crea) \CRFREEE B L THER
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EEARD b=, ARFEOEEFHEANDOE TH -7,

f BESTROBRE TIX, 300mg/kg HET, T6c DEE. KFEFR BUIN) BLT Crea DIEMHED
BB L CHFEZ2 o TR b, £, Alb O&FEE/MER. AP BLT o -
Globulin DEMEMERA A LA, MBE LB L TABREIRD LN 2T,

BB, 100 BL30 mg/kg HETiL, BALIFRD bNeh o7z,
EIE K TEORZE TiX, 300 mg/kg BT, ALP, K, 7 z—/L (C1) BITIP OFEHE. TPi’o
FGlu DIEENREE LB L THEEEZL > TRO LN,

TR % Table 24. 25, INDIVIDUAL DATA 7-1-1~7-4-2 {29

HE B SR T EAARS BT IE. 300 me/kg BETC. 36 (No. 402, 404, 407) WZHEBEONEERLIENR
DB, Eio, 1l No. 403) IZHiOAREEICIEFRE, EMICIERERIED bk
. FOMOFNIIRF IR b2 o7,
2%, 100 3 L TF30 me/kg BT, EFNCRFEITRD bNigh o7z,
EE R T ERAESIF TIiL. 300 mg/kg BED 1 4] (No. 416) ([ZHOETMER LI CEMICAE
BRI, ZFOMOFNIIZEFIIRO o2 o7,

W B EHE T RS CIE, 300 mg/kg BET. 16 (No. 457) IZHEBED NEEFLIEDSFE S L7,
ZOMOFNITEF TR bnlehor,
7ok, 100 BLTN30 mg/kg BETIL, £HIICEEITRO bvieh o7z,
Fio, ARED 1 No. 166) [ZAEMDOEREEDSED bz, L OMOFIITEFT TR
B BN,
EEHE T ReREF) CId. 300 mg/kg BED 1 ] (No. 467) WEBRICERILEDN, £/, [
BIOFEICERBED bz, £OMOEIITRFITRD bvierr o,

9. BEEEBERIUVREEEAFEL
BEEEREDRE% Table 26~29, INDIVIDUAL DATA 8-1-1~8-4-6 |Z/R7,

HE : BB TREEERIGITIE, 300 mg/kg BT, IR HAEIZR O THRE & B L THEREMED
RO, TNITEEL T, M, i, VEBIUVIFRICEEEECKES L UREEERE
FEORMERS, RHEH LB L TAREE - (RO O, £, Ml BB B L UTEE
DWTIHSREERICTREF L LB U THERERED. BlE. PRI, ERS JURE EEizo
WTHEHREEERELICHRE L R L THEREERZLENRD LN,

100 mg/keg BT, BROBEEEBRELIOTIRE LR L THERSENSRD b,
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30 mg/kg BETHL, EEMOBEERFEICTRE L G L CABRBEIZD 61k, L
ML, EAZRE URME I REE L i L CHEEIRED b, BE2NEsERen &
i U7,

EE A TREAREIG] T1, 300 mg/ke BET, HIMR B KEICIU TRBE L Ll L CA R /2 EAE S
BOLNE, ZRICEELT, BELAIETERDEMEDL 2V IZBTEREELOBES,
BB L B L CHEE 2 - TRO bk, T, DS I OFBc VW BT ERICS
FREE & LB L CAEREED. B, B, B, BRI ORI IOV TRBEERFER IR
RELHEER L THFELREE RO LN, —H. BRI OVW TSR EEERIVRETEERE

A SFRRE & L L O BB b,

e B E T REAERIF TR, 300 mg/kg BE T, HIRR B REICR VOB &l L CH B EE N
AL, FNICEE LT, M, I, DRI ORISR EEECRER I VHREEERE
ELOREA, AR L L CHEBRELZ o TR b, 7o, M. FTEER X UM
OWVTIREERIC A & B L TR B EES, BT OV TR E ER N E LI R
CHE L TTHERBESRD bitiz, —H, AR THIREEEOKMEY, AIFEL L OEH
IR IR B ERARELORBMED . WL bR L IR L THEEZ - TRO bz,
WTNOBRE LAEAERE U EE I REE L B L THEENRD bz o Tz,

100 mg/kg BT, ESRROBREEREEIICHBE & B L CEERRMBSED b8,

A B BA LT ERE T BRRE & I L CABERRD bt SHRIERIT2 0 LT L
77

30 mg/kg BETIL. Eﬂﬁ@%ﬁﬁimﬁm:ﬁ%ﬁawﬁbfﬁ R EEARRD b, L
nL. EAEHE Lté@fd’é‘f MERREE L i L THBEZRTR O LT, EEENERIT VL
Hr U7,

[B78 #& T R B CIE. 300 mg/kg BT, FIR RREIZIWV TR REF & ELB U TR E R IEE A
BobNT, TAREEL T, BCBETEEORESIUBEEEFELOEMA, MBE L
B L THERZRZ o RO, 72, Fif. TEABIUIRIZOWTIIREEERICH
BREE LB U CREAEER. M. O B, BE SRR IUBRRCOVWTIIREERRE
B REE L R L CTHEREENED b7,

10. JRERMFAIRE
SRR S APT R4 Table 30, 31. Photo H-1~H-12, INDIVIDUAL DATA 9-1-1~9-4-2 757,

B 5T BRI TIE. 300 mg/kg BET, 7 I 1 B (No. 403) T/INBAZ/MEIENC 35 1T 2 Bl
RIE S EREICTRD biv, 7 FIEF THLEIRRICHRRERE D LB DT,
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723, 100 BEU30 mg/kg BETIL, /MBS Z OB HFRICEIEIRD ko7,
ZOMIZE, 300 mg/kg BET. MIZHFFHRERD 2WIZRFES VTN LFEEIZ, KB
FEEERICK T 2 FFEEESREIC, ATBICHED Y KB ESBREIC, TEEKID
BEICB T IERAERIBEICENZN THF 1~2 fITRD b, . JARET.
FREIC ASFREASIREE LS, BT ARICEE D ) S BRBESBREICENEN THP 1 HITRD L
nize TnbOBEIZMPARE & OBERITRD bhah o7z,

B8 #& T RERSIFI CrX, 300 mg/kg BT, 7 B9 3 fil (No. 411, 413, 415) T/NMIZ/INME
CRITDEMBRACOBREIZRED b, 7 HI2f TABERRICHREEOEMNRE~PEE
CRED b, E, 7 HIR 1 H (No.412) THREERICAT—Y IX, X KB BAF 97 19
FETFHAIIRD retention BEREIZFRD b7,

ZOMIZEH . 300 mg/kg T, MIICAZFEIBRE~PEEIC, RKMROEEIREIC, B
fBIC B, FIREF D 2 WITRME EROREREAWVT N BREID, BIZRICAED
D UNERBEEPREICENATNL TP I~2 fITRD b, Eo, BT, MIZ/ERM
R DEFESEET, BRI Y KR, FHAED 2 WVIERMEE EROBEAA VTS
REICENENT FlIF 1~2fTRO LN, ZiLbDE(LIZ MPA 5 & OBHEMIIRD b
Nighroiz,

: ?ﬁff,%%?ﬂ%%ﬁ HFICrE, 300mg/kg BET, 7619 2 B (No. 455, 456) T/IIMIZ/NMBENZ

DR PR EEIZTRD b, 7 FIEF THE RO ENREIZRD bk,
7235, 100 BE T30 mg/kg HETIEL, /MR L UEEMHRIZEMITEFRD b0 T,
ZOMIE, 300 mg/keg T, EEICHBICRIT 2AFEESBEIC, B //\ﬁwi{f”i
PEEICENEN THP 1 FITRD b, i, AREET, G EREED 5V TR
JEANTIVHIRET, BRIC Y N BRRESERE I, TEEICERS, BRI LF
WRFERDSREIZENZ T FlH 1~2 FI TRD L LTz,

BIER TEARSIB] TIX, 300 mg/kg BT, 7 HIH 5 F (No. 462, 463, 465, 466, 467) T/
R /NN 31T 2 BRBAL SR EICR O b L, 7 Fl2f TAE R R DB M8
E~FEEICRD LN,

TOMIZH . 300 mg/kg BT, FHICIAFRMIEOEBEVBEIL. BRICBEILRSBEC
TRDH DV FEICERAZNEN THR IFITRO b, T, SBET. MiCREM
TaDEBENBREIC T HF 1 HITRED b, 2 b OB MPA B2 5 & OBEMIIZED b
o,

__18_



SR—9778

=

bk

MPA%2 T > MZ 28 HREIRERORSG L, SHIIRSETH LEMEBEL T, 20EEBLIUE
BEHEERTF LT

WPA (HRIGE A Z 2 VAT S KbBORAZT 7 U LTI REFRL (Appendix 1 BEU2). £
HBEEICL VERBEEOREASIONTVWAET 7 VLT I ROEEWE? Thb, $im, WPA DA
MROBEBHERR Y ICBVTT 2 VAT I R e RABICIREROLEH - ERERBO N &
B, AREEORENTH SN,

—RIRRE T, 300 mg/kg HETHREHM OB DHENTNIZSL XADEBITRA LI, %k
DREEEHED Bl HED D, =5 OFRERIZEE SRR bk L CBR SN, LAnx
BB IUOBBEOREIZT 7 VAT 2 FIZBWTHREESN TV ABIKORE ¥ L@\l L 7-fEE L
EZ BN, WPA TR 7 ACHREESBE Y SNTWEZ Enb, NS OHTREF T MPA DR
PRI 2 FMEIC L D . BRI LR R R ST,

ITEMEREEIZE T, 300 mg/kg BECHEREICEEIRDIRT . SATHRM. BHOKME, HIZ B RESD
BEOBMENFED HiLic, T OZEIIWT UG ARG 2 Mk FE M 2R3 2 Aild 0 — ik e
DG L TRO b, BROBEEOEMICOWTIIREEFSb cR oo, 8%
BENEOEMEIC OV TV L EEBR T 058 L 0 SEEICED b, Z0 7 &R
PRI DR EMEN . EETRUBFIZBEIT L2 b O L HE I, B OEMEIZ- DV T
77 UNT I RO 30mg/kg & 5 @HIHSE LR Y THMEINTND I &2 b, ZOZE{KIT MPA

DEEE L3 % DT, IO OB >V TR F AT 7 T b A B I R D
MEPHER S Lz, RIROE DEMEIZ DV T, WEAE AR E TR0 DL/ N O /NN 38
T OERRBAL L OBENREZ X bz, MO 300 BX T30 mg/ke B, HERED 100 mg/kg B TIE, B
REGHERICAEEREMEN., BIERBE 0~10 H 5T 10~20 5 TRO bz, STRECEY TIX
BIEBRMABEON 7 MRV OB & & BITBA LT KERALZ LA TE Y . ZHISEBEDIRK
RIZHIN DR > CEBENMET L TN b0 L HEINE, LER-T, 60 MO AT T+
BB A LNRN D & FREROBHE EHEORMES VTN HRIERBE O A L
T b, RBEICHE U TABORREOZEICE L THEK ThH o 12 RlREE, H 2 WV IEBTEMED
BETULTWERREREZ DN, Z0Z ik, 60 DHORIT T MUIEEZERALNLTND
300 mg/kg BETH . PIEBIGE OPIENC I BREE L B L THBEEDRROND T —ARENT L b,
BIERBEOIMIIRD N BFEEBEDO D 7 MEOKRMEIL, MPA DB L DL O L HES
ni-, 7eis, HERED 30 BL TN 100 mg/kg BETIE, —ARREE, IR E BV TE{LIE A
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bzl

B TiE. 300 mg/kg BECHEEWT IS S 1~3 #il & DEBITidd 2 B EPICABEIENR D b
N, OGN, 600 mg/kg % 10~13 BRIES L THERBRICB T IR LR D L ", MPA
EDBBENTR I N, 2. TOEE, ATROBROREIZREE L T, ®EEROEEIZER
L7 BERNEEC X 2 ATBEERE 2 b LT,

TR TIE, 300 ng/kg BOMBORHT, LEHRICIREMEOEHSBEICRY
HIL, MPA DR IENTER éhto_ﬂE@EMiE@%TﬁMWMTi%@&ﬁ%%%b 22
W HIL, BT & R KRR KT 2 MR EMEDS . BIESIRNICET Lo raetE s #EZ s iz, &
D& RBALIEL T2 DT X RO 50 mg/ke DM 3 EHR S & 4 BRAT - B0 BT 40 B
ik, BEROREIZEE L, KEERREOBEABLRDONTND Y, 2O Enb, FARERIC
BOWTRD ONREEOEHEIT, 14 AROBEHM CIEE T ETICEEL 272D
EEZ biTc, F7m. 300 mg/kg BEDOREHED /NI EUR S 7/ NN 3813 2 8RR IOV T,
T UAT I RO 50mg/kg, 10 FEBREIZBWNTHLRD A TWA Y, 7ok, 100 3 LT 30 mg/ke
BT, 2o 0MREELTRTIEIIRD bNd > 7,

—75. 300 mg/kg TED 1 FIOKR TEERL TRERHFIEDONILAT -V IX, XIZBITDHAT
w719 FEFHIRE D retention IZ DWW TIE, B/ M UHIBEOBERIZER T 0EEX N TS Y,
MPA O BPERE 1 13 5 MBS ¥ 123510 T b IS EHEIAS X O F RIS B 2 b, BB
xn25, BV bVMEOEEIIRD biiehroTn, KREBORBHIED retention 122\ T,
1 DI & FBEFEI D, BEROREEMERBR TROONEFRE B E 2> Tk, F2, M
REHEOFBRIC LY FER L UCEEREOKMES M L. £ ORE) ORTR OB MO retention
MEExEELEBZBNE, LPL HFEDRAT—VORIREB D LA TS Z b ERBEEDRE
HMEEET DI &I TERIoT,

FEETIL, 300 mg/ke BETHERE TN b B 541 b (RERMAI S0 b, B5 7 B UL,
EIEHFR TR E TIEEPHERE L TR bit, 100 ng/kg HOMTHHRE 28 BICEBREERZM
MBI b7, MEHRICIZEEEMAERD b i, HREE L REE TORBIZIIEL 2
277,

HAERE Tid. 300 mg/kg THEEWT L HBEEOKRMED . B50H2: b EIE M ORI F Thks:
L7z, [EEERIE T ORIt e L 1RIERI% E TRIE L7,

RBETIE., #0300 mg/kg BET, EE 2 BIZRIEEORKMBEFEARTBE S B L THEIZEML
77 LU, ¥ROERT —# Tid. MOBEEBOREEIT 1. 021~1. 050< D& - . 1.021
~1.030 12 5.7%. 1.031~1.0401Z 40.0%. 1.041~1.0501Z 42.9%. 1.050<IZ 11.4% Th -7,
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ARBRIZEIT 2HED 300 mg/kg HORIEIIERT —FOEEH S TH D 1. 031~1. 050<DERLy &
CERY, BIIELEEEZ LNV b, EEENEREAV N L, £, RETE.
FAREICRE 4 BB L UEE 2 BICEENED v, HEO 300 mg/kg HETHES 4 I EEMER
RBY BN, UL, REICRERRL. ECERBROFEEBZOREI LBV TLREEZ2 TR
TEBEMRBDNIRA 0T, Lizsio T, BUKEDKMET., BEER, BB ORENHEL b
IZRBOLNTWNDZ Ehb, AKB~NDBEPEETHo7cZ LiZLdLEL LN, TOEEEY
RiIPRBRNEEZ DT,

MRFERIRREE TrE, MEHED 300 mg/kg B T Ht DIRMER X OV Hb ITEEER AR D b, HED 100
mg/kg BT H Ht BX U Ho IZEMERERIA RO Sivk, £z, HED 300 BL U100 meg/kg BE T MCV
BLMOH I BIREARD SN, TN b ORMERIL, HEED 300 ng/ke BAT IV TRHERH A
ML TROONTI &, REOKREN RS 7 ALUBME L RO L. #5528 BIZITELH 5
WA L 72272 Z & 72 D NS R B ORME S HERRIICER D b vz Z & IZBhE Uiz IRE R
ftEE2 Tz, L L, BiEdH 2 WVITHBICEEZ e T 522 IRBO 67T, BEHRICE
I L BEMER ERET AEITRD bianot, £z, MHED 300 mg/kg BEIZ Plat O E1E,
HED PT DIERERRD b, ZOEEY | PR O NI EHRE L B O HEE L -8
EBbDEEX DN, —H, HED 30 mg/ke BETMCV OIRMELFED HNIA, £ OMOEEIT)
PR H LNV &b, BHFHERITR VW EHE LT,

mﬁk%%@ﬁfm\&E%Tﬁnmﬁwsmmymﬁﬁaﬁmmhnmﬁﬁﬁ@ximmpm
A & D VI TARE/E RS S 3L, HETIL a ~Globulin IZEE, MTIZ 6 IZEELL LN, O
F b MIEEORE DR E & RRIC, ERER 2 & TN E & BB OKME D ik L - 280 ER
FTELDEHEINT, MEED 300 mg/kg BT AL ICEED 2 WILEMBEERSFED b, BERKT
REICHECIZ A/G ICEE B RO b, HED 300 mg/kg BETIE. BUN 38 X U Crea I IKMERTED b
7208, BRICOREEBEMEFIIRO bR o,

EEEARC VT L TP, Glu lEER LUK, PEOEREICEENSED LR, Z0E
{eid, BRAER 72 © N E & BB OEMEI MG LAREPEE L TRV I LIZERE T 572,
3 B U TR AT L7z T & H BISRALE b OBBICERT 5 SO MEMNS X b,

BEEERIUVBREEEAEL TIE, 300 ng/ke HOBEKRTEFR X UEIE K T RS 6T, B,
i, D, g, BliE. BESFIESECSEEREOERES D VIIREEBRELORMENR
LIRS, TOEIEHBRBEEAEDEESAEE CHLZ LICERALTVWE LD EEZ LR, —F,
EE & T RREIGI O 300 mg/ke HE CHREROBRFTEERES LURETERKELICHMENRD b7,
%%%ﬁ@mmMMndlﬁ@ﬁlﬁﬁEh/%@ﬁﬁﬂﬂ%f%@ﬁﬁ%%ﬁﬁ#%%%#ﬂ?
B b SRR T, HED 100 ng/kg BT BE ERAEL OSENED b, AR
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BRI OR AR E IR0 NT. ZOBEFNERIIH O » TR 0Tz,

Pk WPA R T v M 28 BREIRERO®RS LA, MEELT b 300 ng/ke BE THEER
B L OEESMIMHEI AR 5, REEARFENIOIREESRBO bz, 14 BRI OEEHRE
THRIZ, ZOMREMEIIEEESRD N0t £, 100 mg/kg HEE TS, HEWTHIC

bEBEBREOEME. 30 TRAMLERS IURROFETERFELOREN, M THERIA

il

SR bz, 30 mg/kg BB TiL, HTHREEHEDOEENBD b,

TNLDOIEND, ARBREGT COESME (NOEL) (IHET 30 ng/kg/day, HET 30 mg/kg/day
KELEZ BN,

1)

3)

%% Sk

OECD. 1995. OECD GUIDELINE FOR THE TESTING OF CHEMICALS (407) : Repeated Dose 28-day Oral
Toxicity Study in Rodents.

B2 B, 1993, XEREREROWEERERA 7V —= JRAREE  Today's L7 F v
—. J. Toxicol. Sci. 3 :App. 19-22

K. Hashimoto, J. Sakamoto, and H. Tanii. 1981. Neurotoxicity of Acrylamide and Related
Compounds and Their Effects on Male Gonads in Mice. Arch. Toxicol. 47. 179-189.

%ﬁAﬁkA%§éﬁﬂ%ﬁ 2-AFN-2-Tu_TIROT v MIRBITHEERNEBRER
PERER (FUBRE S 1 SR-9776).

B. Veronesi, K. Jones, S. Gupta, J. Pringle and C. Mezei. 1991. Gene Probe for PO Messenger
RNA Used to Index, Acrylamide Toxic Neuropathy in Rats. Neurotoxicology. 12. 715-732.

G.E. Schulze and B.G. Boysen. 1991. A Neurothicity Screening Battery for Use in Safety
Evaluation: Effects of Acrylamide and 3’, 3’ —~Iminodipropionitrile. Fund. Appl. Toxicol.
16. 602-615.

7 B LA EHWFERT. 2-AFNL-2-7uRU7I FOTy NMIBIT5 28 BEIRERS

8)

9)

BEERROTLDOTHRE RERES  SR-9777). ((EHNEED.

D. J. 0’ Shaughnessy and G. J. Losos. 1986. Comparison of Central and Peripheral Nervous
System Lesions Caused by High—Dose Short—-Term and Low—Dose Subchronic Acrylamide

Treatment in Rats. Toxicol. Pathol. 14. 389-394,

D.M. Creasy. 1997. Evaluation of Testicular Toxicity in Safety Evaluation Studies: The
Appropriate Use of Spermatogenic Staging. Toxicol. Pathol. 25. 119-131.
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Figures

Sixty-minute locomotor activity counts of male rats in 28-day repeated dose oral toxicity test of MPA (Week 4 of administration)
Sixty-minute locomotor activity counts of female rats in 28-day repeated dose oral toxicity test of MPA (Week 4 of administration)
Sixty-minute locomotor activity counts of male rats in 14-day recovery test following 28-day repeated oral dose of MPA (Week 2 of recovery)
Sixty-minute locomotor activity counts of female rats in 14-day recovery test following 28-day repeated oral dose of MPA (Week 2 of recovery)
Body weight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA
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Figure 3. Sixty-minute locomotor activity counts of male rats in 14-day recovery
test following 28-day repeated oral dose of MPA (Week 2 of recovery)
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Figure 4. Sixty-minute locomotor activity counts of female rats in 14-day recovery
test following 28-day repeated oral dose of MPA (Week 2 of recovery)
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Table 1. Experimental design for 28-dayr repeated dose oral toxicity test and 14-day recovery test of MPA in rats (SR-9778)

b c
Concentrat ion Administration Total Administrat ion Recovery
of MPA Volume meemmesemesssmeesee meesecmecesmeeeee
Group mg/ml ml/kg Male Female Male Female Male Female
d
Control 0 "5 14 14 7 7 7 7
e
MPA 30 mg/kg ' 6 5 7 7 7 7 ] 0
MPA 100 mg/kg 20 5 7 7 7 7 0 0
MPA 300 mg/kg 60 5 14 14 7 7 7 7
a: Crj:CD(SD)IGS rats were dosed orally for 28 days from the age of 5 weeks.
b: Killed at the end of the 28-day administration periad.
c: Killed at the end of the 14-day recovery period.
d: Control rats were dosed with purified vater.
e: MPA (2-Methyl-2-propenamide) was dissolved in purified vater.

_________________________________________________




Table 2. General appearance of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA (SR-9778)

{Administration group>

Test Substance Day 1-20 21 22 23 - - 24 25 26 27 28 Autopsy
Dose (mg/kg) Findings - day
Control No. of animals 7 7 7 7 7 1 7 7 7 7
Normal 7 7 7 7 T 7 7 7 7 7
MPA 30 No. of animals 7 7 7 7 7 7 7 7 7 7
Normal 7 7 7 7 7 7 7 7 7 7
MPA 100 No. of animals 7 7 7 7 7 7 7 7 7 7
Normal 7 1 7 7 7 1 7 1 7 7
MPA 300 No. of animals 7 7 7 7 7 7 7 7 7 7
Staggering gait 0 1 7 7 7 7 7 7 7 7

Administration period Recovery period
Test Substance pay 1-20 21 22 23 24 25 26 27 28 1-12 13 14 Autopsy
Dose (mg/kg) Findings day
Control No. of animals 7 7 7 7 N 7 7 7 7 7 7 7. 7
Normal 7 7 7 7 7 7 7 7 7 7 7 7 T
MPA 300 No. of animals T 7 7 7 7 7 7 7 7 7 7 7 7
Staggering gait ' 0 0 7 7 7 7 7 7 1 7 1 7 7
Shuffling gait 0- 0 0 0 0 0 0 0 [ 0 1 1 1




Table 3. General appearance of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA (SR-9778)

{Administration group>

Administrat jon period

Recavery period

Test Substance Day 1-19 20 21 2 23 . 2% 25 26 21 28 Autopsy
Dose (mg/kg) Findings day
Control No. of animals 7 7 7 7 7 7 7 7 7 7 7
Normal ' 7 7 7 7 7 7 7 7 7 7 7
MPA 30 No. of animals 7 7 7 7 7 7 7 7 7 7 7
Normal 7 7 7 7 7 7 7 7 7 7 7
MPA 100 No. of animals 7 7 7 7 7 7 7 7 7 7 7
Normal 7 7 7 7 7 7 7 7 7 7 7
MPA 300 No. of animals 7 7 7 7 7 7 7 7 7 7 7
Staggering gait 0 1 7 7 7 7 7 7 7 7 7
Shuffling gait 0 0 0 0 0 0 0 ] 0 2 2
{Recovery group>
Administration period
Test Substance Day 1-19 20 201 22 23 2% 25 26 21 28 1 2 3 4 5 6
Dose {mg/kg) Findings
Control No. of animals 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Normal -1 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MPA 300 No. of animals 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
Staggering gait 0 6 7 7 7 7 7 7 7 7 7 7 7 7 7
Shuffling gait 0 0 0 0 0 0 0 0 i] 1 2 3 3 3 5 5

7 8
[
[
T 1
7

day
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Table 4-1. Results of functional observational battery of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

In the cage
Stereotype
: Respiratory Tremor/
Group No. of Posture Ptosis pattern Convulsion Rolling Circling Selfmutilation
(mg/kg) animals 14 1 1 1 0 0 1
Control Preadm. 8 80 8 8 8 8 8 8
Adm. Day 7 4 4 0 4 4 4 4 4 4
Adm. Day 14 4 4 0 4 4 4 4 4 4
Adm. Day 21 4 4 0 4 4 4 4 4 4
Adm. Day 28 4 4 0 4 4 4 4 4 4
MPA 30 Preadm. 4 4 0 4 4 4 4 4 4
Adm. Day 7 4 4 0 4 4 4 4 4 4
Adm. Day 14 4 4 0 4 4 4 4 4 4
Adm. Day 21 4 4 0 4 4 4 4 4 4
Adm, Day 28 4 4 0 4 4 4 4 4 4
MPA 100 Preadm. 4 4 0 4 4 4 4 4 4
Adm. Day 7 4 4 0 4 4 4 4 4 4
- Adm. Day 14 4 40 4 4 4 4 4 4
Adm. Day 21 4 4 90 4 4 4 4 4 4
Adm. Day 28 4 4 0 4 4. 4 4 4 4
MPA 300 Preadm. 8 8 0 8 8 8 8 8 8
Adm. Day 7 4 4 0 4 4 4 4 4 4
Adm. Day 14 4 4 0 4 4 4 4 4 4
Adm. Day 21 4 4 0 4 4 4 4 4 4
Adm. Day 28 4 31 4 4 4 4 4 4
Control . Rec. -Day 7 4 4 0 4 4 4 4 4 4
Rec. Day 14 4 4 0 4 4 4 4 4 4
MPA 300 Rec. Day 7 4 4 0 4 4 4 4 4 4
' Rec. Day 14 4 4 0 4 4 4 4 4 4
a. Values are no. of category. b: Values are no. of animals.

Adm. : Administration. : Rec. : Recovery.



Table 4-2. Results of functional observational battery of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

On the hand

Muscle ‘ Pupil Mucous Body
Group No. of Handling Treating tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
(mg/kg) animals "2 3 1 2 3 1 2 1 1 1 1 1 1 1 1

w
—_

7”1

[=-]
L]

Control Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

MPA 30  Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

MPA 100 Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

MPA 300 Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

Control Rec. Day 7
' Rec. Day 14

MPA 300 Rec. Day 7
Rec. Day 14
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a: Values are no. of category. b: Values are no. of animals.
Adm. : Administration. Rec. : Recovery
* . Differs from controf, p<0.05.



Table 4-3. Results of functional observational battery of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

Group
(mg/ke)

No. of
animals

In the open-field

Convulision

Respiratory
pattern
1

Control Preadm.

Adm.
Adm.
Adm.
Adm.

Day 7
Day 14
Day 21
Day 28

MPA 30  Preadm.

Adm.
Adm.
Adm.
Adm.

Day 7
Day 14
Day 21
Day 28

MPA 100 Preadm.

Adm.
Adm.
Adm.
Adm.

Day 7
Day 14
Day 21
Day 28

MPA 300 Preadm.

Adm.

Adm.
Adm.
Adm.

Control Rec:
Rec.

MPA 300 Rec.
Rec.

Day 7
Day 14
Day 21
Day 28

Day 7
Day 14

Day 7
Day 14

D DD DD MAbhbbhd ADDBADAE bbb

Stereotype
Walking
Gait  Arousal Urination Defecation Grooming Sniffing  backwards  Vocalization
1° 12 1 01 0 1 0 1 1 2 1 1
8 8 0 8 8 0 6 2 6 2 35 8 8
4 40 4 31 2 2 4 0 2 2 4 4
4 40 4 3 1 3 1 31 4 0 4 4
4 4 0 4 4 0 2 2 4 0 22 4 4
4 4 0 4 4 0 2 2 3 1 40 4 4
4 4 0 4 4 0 3 1 4 0 13 4 4
4 4 0 4 40 3 1 31 2 2 4 4
4 4.0 4 40 40 4 0 13 4 4
4 40 4 40 3 1 4.0 3 1 4 4
4 40 4 40 40 2 2 4 0 4 4
4 4 0 4 4 0 40 2 2 4 0 4 4
4 4 0 4 4 0 4 0 4 0 13 4 4
4 4 0 4 40 40 3 1 13 4 4
4 4 0 4 40 40 4 0 40 4 4
4 40 4 3 1 4 0 - 31 4 0 4 4
8 8 0 8 11 6 2 S 1 2 6 8 8
4 4 0 4 40 3 1 4 0 2 2 4 4
4 4 0 4 31 3 1 4 0 4 0 4 4
4 31 4 31 3 1 40 40 4 4
4 [0 4]« 4 40 3 1 4 0 4 0 4 4
4 4 0 4 2 2 3 1 40 4 0 4 4
4 4 0 4 2 2 3 1 31 2 2 4 4
4 [0 4]= 4 40 2 2 4 0 13 4 4
4 [0 4] 4 4 0 4 0 31 4 0 4 4

ADS DA DS SNDho PAEAAMDE ARABDAS DDDBA®

a: Values are no. of category.
Adm. : Administration
*: Differs from control, p<0.05.

b: Values are no. of animals.

Rec. : Recovery.



Table 5-1. Results of functional observational battery of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

in the cage
Stereotype
Respiratory Tremor/ .
Group No. of Posture Ptosis pattern Convulsion Rolling Circling Selfmutilation
(mg/kg) animals 1 1 1 1 0 0 1
Contro! Preadm. 8 g° 8 8 8 8 8 8
Adm. Day 7 4 4 4 4 4 4 4 4
Adm. Day 14 4 4 4 4 4 4 4 4
Adm. Day 21 4 4 4 4 4 4 4 4
Adm. Day 28 4 4 4 4 4 4 4 4
MPA 30  Preadm. 4 4 4 4 4 4 4 4
Adm. Day 7 4 4 4 4 4 4 4 4
Adm. Day 14 4 4 4 4 4 4 4 4
Adm. Day 21 4 4 4 4 4 4 4 4
Adm. Day 28 4 4 4 4 4 4 4 4
MPA 100 Preadnm. 4 4 4 4 4 4 4 4
Adm. Day 7 4 4 4 4 4 4 4 4
Adm. Day 14 4 4 4 4 4 4 4 4
Adm. Day 21 4 4 4 4 4 4 4 4
Adm. Day 28 4 4 4 4 4 4 4 4
MPA 300 Preadm. 8 8 8 8 8 8 8 8
Adm. Day 7 4 - 4 4 4 4 4 4 4
Adm. Day 14 4 4 4 4 4 4 4 4
Adm. Day 21 4 4 4 4 4 4 4 4
Adm. Day 28 4 4 4 4 4 4 4 4
Control Rec. Day 7 4 4 4 4 4 4 4 4
Rec. Day 14 4 4 4 4 4 4 4 4
MPA 300 Rec. Day 7 4 4 4 4 4 4 4 4
‘ Rec. Day 14 4 4 4 4 4 4 4 4
a: Values are no. of category. b: Values are no. of animals,
Adm. : Administration. Rec. : Recaovery.

*. Differs from control, p<0.05.



Table 5-2. Results of functional observational battery of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

On the hand

Muscle Pupil Mucous Body
Group No. of Handl ing Treating tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
(mg/kg) . animals 1°2 3 12 3 1 2 1 1 1 1 1 1 1 1 1

5 2

Contro! Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

MPA 30  Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

MPA 100 Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

MPA 300 Preadm.
Adm. Day 7
Adm. Day 14
Adm. Day 21
Adm. Day 28

Control Rec. Day 7
Rec. Day 14

MPA 300 Rec. Day 7
Rec. Day 14
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a: Values are no. of category. b : Values are no. of animals
Adm. : Administration. Rec. : Recovery.
*. Differs from controi, p<0.05.



Table 5-3. Results of functional observational battery of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

Group
(mg/kg)

No. of
animals

In the open-field

Convulsion

o
o
+

Arousal

Urination Defecation

Stereotype

Grooming

1!

Yy

1 0

1

0

1

0

1

1

Sniffing
2 .

Walking
backwards
1

Vocalization
1

Respiratory
pattern
1

Control Preadm.

Adm.
Adm.
Adm.
Adm.

Day 7
Day 14
Day 21
Day 28

MPA 30  Preadm.

Adm.
Adm.
Adm.
Adm.

Day 7
Day 14
Day 21
Day 28

MPA 100 Preadm.

Adm.
Adm.
Adm.
Adm.

Day 7
Day 14
Day 21
Day 28

MPA 300 Preadnm.

Adm.
Adm.
Adm.
Adm.

Control Rec.
Rec.

MPA 300 Rec.
‘ Rec.

Day 7
Day 14
Day 21
Day 28

Day 7
Day 14

Day 7
Day 14
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a: Values are no. of category.
Adm. : Administration.
*: Differs from control, p<0.05.

b. Values are no. of animals.

Rec. : Recovery.



Table 6. Results of functional observational battery of rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

On the desk
Reactivity
Group No. of Visual Touch Auditory Pain Proprioreceptive Righting reflex
(mg/ke) animals 4 3 1 01 2 i 1 2
<Male>
Control  Adm. Week 4 4 4 4 4 00 4 4 4 0
MPA 30  Adm. Week 4 4 4 4 4 0 0 4 4 4 0
MPA 100  Adm. Week 4 4 4 4 4 0 0 4 4 4 0
MPA 300  Adm. Week 4 4 4 4 4 0 0 4 4 4 0
Control  Rec. Week 2 4 4 4 4 0 0 4 4 4 0
MPA 300 Rec. Week 2 4 4 4 4 11 2 4 31
<{Female>
Control  Adm. Week 4 4 4 4 4 0 0 4 4 4 0
MPA 30 Adm.. Week 4 4 4 4 4 0 0 4 4 4 0
MPA 100  Adm. Week 4 4 4 4 4 0 0 4 4 4 0
MPA 300 Adm. Week 4 4 4 4 4 0 0 4 4 4 0
Control Rec. Week 2 4 4 4 4 0 0 4 4 4 0
MPA 300 Rec. Week 2 4 4 4 4 013 4 4 0
a: Values are no. of category. b: Values are no. of animals

Adm. : Administration. Rec. : Recovery.




Table 7. Results of grip strength, splay, and locomotor activity counts of rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA

Group No. of Grip strength (g Hindlimb Locomotor activity counts
(mg/kg) animals Forel imb Hindlimb Splay (em)  0-10 10-20 20-30 30-40 40-50 50~-60 Total
<Male> ;
Control  Adm. Week 4 4 867.5°  369.5 8.48 743.5 519.8 407.0 249.3 254.0 224.0 2397.5
129.4 85.9 1.33 143.9 95.0 74.1 43.3 110.9 99.3 92.1
MPA 30  Adm. Week 4 4 761.8 343.5 8.15 611.3 468.5 364.0 196.3 206.0 148.5 1994.5
150.7 111.3 1.14 69.4 26.8 141.6 130.9 151.2 121.7 435.5
MPA 100 -Adm. Yeek 4 4 912.5 394.3 9.58 612.0 345. 3% 298.8 261.8 203.3 168.3 1889. 3
196.8 115.8 1.52 129.1 13.8 114.1 106. 2 146. 9 104. 4 498.6
MPA 300  Adm. Week 4 4 359. Oxx 192.3 8.73 421.0 188, 8% 123, Ok 70.0 65.0 88.0 955. 8+x
86.8 61.4 2.85 265.3 104.8 84.3 93.6 90.0 68.1 613.9
Control  Rec. Week 2 4 933.0 271.8 9.70 704.3 432.5 290.8 248.0 31.0 14.5 1721.0
88.5 69.7 1.65 28.9 61.2 28.7 113.0 20.7 12.5 86.4
MPA 300 Rec. Week 2 4 771.5 83. 3%+ 5.73% 240. 3% 186, Bk 141, B 57. 3% 55.8 52.8 734, 3%x
198.2 54.8 2.54 114.2 66.5 21.1 57.4 54.7 45.2 220.6
<Female>
Controt  Adm. Week 4 4 725.8 316.3 7.03 646.0 442.5 354.0 228.8 103.5 163.5 1938.3
152.3 105.8 2.52 39.6 78.8 144.6 173.1 116. 1 215.8 569.7
MPA 30 Adm. Week 4 4 712.5 227.8 7.15 . 465.0% . 297.5 203.3 230.3 217.8 170.0 1583. 8
152.2 52.5 1.74 81.7 163.2 139.6 162.6 170.6 128.7 792.3
MPA 100  Adm. Week 4 4 772.0 221.0 9.35 453. 0% 269.0 179.3 138.0 79.3 71.5 ©1190.0
281.3 65.7 1.29 118.8 112.6 151.6 126.0 88.5 83.1 638.2
MPA 300 Adm. Week 4 4 419.8 185.0 8.58 286. 8+ 154. 0% 116.0 136.5 149.0 54.0 896.3
207.1 63.9 2.517 16.2 105.6 95.5 128.9 126.8 49.2 514.3
Control  Rec. Week 2 5 670.8 130.5 6.08 573.3 325.0 195.8 198.0 61.5 152.3 1505. 8
68.7 21.5 2.35 99.4 61.7 76.9 45.7 36.5 71.5 290.3
MPA 300 Rec. Week 2 4 549.0 49. 3%«  6.83 322. 8* 161.0 114.8 118.0 39.3 43. 5% 789. 3%
142.9 22.0 1.80 119.6 131.7 141.5 90. 4 28.2 24.7 489.8

a: Values are means and S.D. thereunder
Adm. : Administration.
*: Differs from control, p<0.05.

Rec. . Recovery.
k. Differs from control, p<0.01.



Table 8. Body weight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery

test of MPA (SR-9778)

Body weight gain

28  Day 1-28 %a

374.5
28.4

207.857
25,474

124,861
15.436

n.T
26.7

205.571
19.432

123,611
7.821

366.4
23.7

200.000
15.652

120,220
6.927

285.4%% 118.071%% 70, 444%x
- 36,0 ;30.312 17.378

No. of Day of administration
Group animals 1 2 7 14 21
b
Control 14 166.6 175.3 222.4 285.1 339.9
8.2 8.3 12.2 16.0 22.0
MPA 30 mg/kg 7 166.1 176.9 223.0 283.7 338.0
8.6 10.1 12.9 17.2 20.5
MPA 100 mg/kg 7 166.4 174.6 219.0 274.6 330.3
: 10.0 16.0 13.9 20,4 23.5
MPA 300 mg/kg 14 167.3 168.6 201.2%%  255.2%% 288, 2#x
8.2 7.0 12.0 19.6 27.6
No. of Day of recovery Body weight gain
Group animals i 7 14 Day 1-14 % a
Controtl 7 374.7 £13.1 63,0  59.286  15.711
3.7 44,8 4.9 10.750 1.649
MPA 300 mg/kg 7 290.6%% 326 .7xx  355.9%x 65,286 22,414
: 0.3 35.9 39,5 11.45 2.838

___________ -

a: (Body weight gain / body weight on day 1) x 100.

. b: Values are means and S.0. thereunders and expressed in gram.

#*: Differs from control, p<0.01,



Table 9.
test of MPA (SR-9778)

Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery

No. of Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 %a
b
Control 14 143.8 149.1 166.6 193.1 216.6 232.6  88.857  61.798
1.4 6.7 10.8 11.6 14,7 18.0 14,098 9.088
MPA 30 mg/kg 7 144,1 149.9 161.7 189.7 209.1 21,4 77.286  53.644
‘ 7.k 6.8 5.6 ‘9.0 10.9 4.4 10,372 6.850
MPA 100 mg/kg 7 143.4 148.0 162.7 184.6 204.1 215.6%  72.143%% 50.410%#
7.4 9.1 9.6 12.5 9.9 12.1 9.512 6.912
MPA 300 mg/kg 14 142.7 142.7 151,08 172,3%%  181.2%%  181,5#% 38,7B6%% 27,367%%
6.0 6.0 1.2 8.7 9.0 8.1 9.728 7.513
No. of Day of recovery Body weight gain
Group animals 1 7 14 Day 1-14 ¥ a
Control 7 238.1 253.6 261.1  23.000 9.59%
21.9 28.0 26.6 71.461 2.763
MPA 300 mg/kg 7 183.4%%  204.6%%  208.6%% 25,143 3. 741%
6.2 9.6 6.1 4,018 2.395

a: Values are means and S.D. thereunder: and expressed in gram,
#: Differs from contral, p¢0.05.
##: Differs from control, p<0.01,




Table 10.

and 14-day recovery test of MPA (SR-9778)

Food consumption of male rats in 28~day repeated dose oral toxicity test

-----------------------------

No. of Day of administration
Group animals 1 2 1 14
a
Controt 14 20,7  20.8 24.9 21.4
1.7 1.6 2.3 2.8
MPA 30 mg/kg 7 20.1 20.9 24 271
1.2 1.6 1.6 2.7
MPA 100 mg/kg 7 20.0 20.6 24.6 25,7
2.8 1.8 2.5 3.5
MPA 300 mg/kg 14 20.3 16.2%%  22.3% 26.9
1.8 2.3 2.2 3.2

No, of
Group animals
Control 7

--------------------------

1 7 14
28.0 31.0 28.1
3.0 4.8 2.0

a: Values are means and 5.D. thereunders and expressed in gram/day.
x: Differs.from control, p<0,05.
##: Differs from control, p<0.01.



Tahle 11, Food consumption of female rats.in 28-day repeated dose oral toxicity test
and 14-day recovery test of MPA (SR-9778)

s e i 4 1 I S e i e A e P 0 8 (. S 50 9 R N o S oy B L e e e i 4 P T o B B A A 0 0 A s U O O 8 O

No. of _Day of administration
Group animals 1 2 7 14 21 28
a . ‘
Control 14 17.2 16.5 17.0 18,9 20.1 19.6
1.7 1.7 2.5 2.2 3.0 3.4
MPA 30 mg/kg T 16.9 16.4 15.6 19.1 19.7 18.4
2.1 1.4 1.7 1.9 2.3 3.2
MPA 100 ma/kg 7 17.6 15.7 16.7 17.4 19.3 16.6
: 1.4 1.3 1.5 3.2 1.4 3.5
MPA 300 mg/kg 14 16.9 1398 17,3 17.9 18.1 14, Tws
1.8 1.9 1.9 2.8 2.5 2.7
No. of Day of recovery
Group animals 1 T %
Control 7 20.0 19.4 19.3
2.9 3.9 2.4
MPA 300 mg/kg 7 16.3% 17.9 18.3
3.5 3.6 2.0

a: Values are means and S.D. thereunder, and expressed in gram/day.
#: Differs from control, p<0.05.
»#: Differs from control, p¢<0.01.




Tahle 12. Urinary findings of male rats in 28-day repeated dose oral toxicity test of MPA (SR-9778)

o o e e e ok T O B P P B e O

‘ PH Pro 6lu Ket Uro Bil Occult blood Color
No, of = ~=-=eemome- e e et I e
Group animals 8.0 8.5 t 4 - - + + 0.1 EU/dL - - 4 ++ A
. a . .
Controt 14 0 14 3 " 14 1 2 1 14 14 14 0 0 14
MPA 30 mg/kg 7 0 7 2 5 7 7 . 0 0 1 7 6 0 1 7
MPA 100 ma/kg 7T 07 3 7 70 .0 7 7 s 2 9 7
MPA 300 mg/ks 14 2 12 4 10 14 il 3 0 14 14 13 1 0 14
Urinary sediments
Epithelial cell
Small Specific gravity
REC WBC Squamous Round round Cast  =mmmmmmmmmmsmmemsoesesoeceoseeooees Water
No, of === ==re= mremmeeeee ovecees cmmeeee e 1.021- 1,031~ 1.041-  1.050€ U-vol consumpt fon -
Group : animals - - - t - - - 1.030  1.040  1.050 ml/21hr 9
_ ‘ b
Control 14 14 14 13 1 14 14 14 & 4 5 1 14,40 26.2
3.62 7.1
MPA 30 mg/kg 7 7 7 6 1 [ 7 7 1 4 1 1 16.79 30.0
34 8.2
MPA 100 ma/kg 7 T 7 7 0 7 7 7 2 2 3 0 18.43
' 8.28
MPA 300 ma/kg 14 14 14 13 1 14 14 14 1 8 5 0 14.46 18.1
: .3 7.9

---------------------------------------------------------------------

a: Values are no. of animals with findings.
b: Valuss are means and S.D. thereunder.



Table 13. Urinary findings of female rats in 28-day repeated dose oral toxicity test of MPA (SR-9778)

Control
MPA 30 mg/kg
MPA 100 mg/kg

MPA 300 mg/kg

Control
MPA 30 mg/kg
" WPA 100 mg/ka

MPA 300 mg/kg

No. of
animals

No. of
animals

pH
65 7.0 7.5 8.0 8.5 -
a
1 0 0 7 ) 10
0 1 2 0 4 5
10 2 3 7
1 0 3 1 9 12
Urinary sediments
Epithel
RBC WBC Squamous
- - 1 - 1
14 13 1 13 1
7 6 1 6 1
7 7 0 7 0
14 14 0 13 1

a: Values are no. of animals with findings.

b: Values are means and S.D. thereunder.
¥: Differs from control, p¢0.05.

jal cell
Round
N ;_
% 0
6 1
7 0
% 0

-----------------------------------------------------------------------------

Ket Uro Bil Occult blood Color
- L EMA - - A
14 14 13 0 1 14
7 7 7 0 0 7
7 7 7 0 0 7
14 14 13 1 0 14
'Specific gravity
Cagt  —mrmrmmmmmmmmmommmmsememmeeo s Water
------ 1.011- 1.021- 1.031- 1.041- 1.050¢ U-Vol consumpt ion
- 1.020  1.030 1.040 1.050 nl/21hr g
b
14 1 1 2 6 4 8.86 19.0
‘ 3.03 5.8
7 i 0 2 3 1 10.21 19.0
4,29 4.9
7 1 1 3 2 0 16.50 27.4
9.52 17.2
14 1 3 5 3 2 10.79 13,9%
4.3 k.6




Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of MPA (SR-9778)

Table 14,
pH Pro Glu Ket Uro Bil Occult blood  Color
No. of = ==ememmmmmsemecceeee cemen 0 mmwee mmesm smmscsosess omss Sessessesesees seseeee
Group animals 1.5 8.0 8.5 + - 0.1 EU/dL - - A
a
Control 7 1 1 5 7 7 7 7 7 T
MPA 300 mg/kg 7 0 2 5 7 7 7 1 7 7
Urinary sediments
Epithelial cetl
Small Specific gravity
RBC WBC Squamous Raund round fast  mmemmmmmemmmmem oo Water
No. of = === mmeem mmeeeeeemn e e el 1.021- 1.031- 1.041-  1.050¢ U-vol consumpt ion
Group animals - - - + - - - 1,030 1.040 1.050 ml/21hr g
» b
Control 7 7 7 1 0 7 7 7 0 1 3 3 13.34 20.6
_ 4.10 4.8
MPA 300 mg/kg 7 7 7 6 1 7 7 7 2 1 & 0 13.86 - 21.6
9 7.8

a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.




Table 15. Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of MPA (SR-9778)

pH Pro Glu Ket Uro Bil  Occult blood  Color
No. of - e e I e e e I b - -~
Group animals 6.0 6.5 7.0 7.5 8.0 8.5 % - - 0.1 EU/dl - - A
a
Control 7 1 0 1 2 1 2 7 7 7 7 7 7 7
MPA 300 mg/kg 7 0 1 2 1 3 0 1 7 7 7 7 7 7
Urinary sediments
Epithelial cell
Small Specific gravity
RBC WBC Squamous Round ' round Cast  =mmmmmmmmmemmememmeceeee Water
No. of = === —mmmeeeee e e ceee Cmmm—- 1.031- 1.041-  1,050¢ U-Vol consumpt ion
Group animals - - t .- + - - - 1.040 1.050 ml/2thr 9
o ‘ b
Control 7 7 ) 1 5 2 7 7 7 0 1 6 7.07 15.6
: ’ 2.39 3.4
MPA 300 mg/kg 7 / 7 . 6 1 5 2 7 7 7 L3 2 2 Ix 5.86 8.0%
2.79 5.7

a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.
#: Differs from control, p¢0.05.



Table 16. Hematological findings of male rats in 28-day repeated dose oral toxicity test of MPA (SR-9778)

No. of

Control 7

MPA 30 mg/kg 7

MPA 100 mg/kg 7

MPA 300 ma/kg 7

No. of

Control 7

MPA 30 mg/kg 7

MPA 100 ma/kg 7

MPA 300 mg/kg 7

RBC Ht Hb Mcy MCH MCHC - WBC Plat
10e/pl % g/dl fl pg % 103l 103l
a . ‘ |
8.061 51.10 16.44 63.43 20.41 32.19 13,59  1105.1
0.433 1.59 0.59 1.75 0.64 0.55 3.22 68.0
8,386 51.10 16.59 60.97%  19.77 32,47 0 15,21 1126.6
0.3 1.02 0.42 2.13 0.63 0.3 3.76 138.3°
8.174 49,44 15.99 60.49%  19.56% 32,33 13.06  1100.0
0.316 1.34 0.57 1.46 0.56 0.60 3.25 115.3
8.293 49,10« 15,86 50.23%% 19,16 32,29 15.69  1162.0
0.355 1.09 0.53 1.53 0.58 0.61 ¢.99 107.4
Hemogram of WBC
‘ Neutro,
Ret. PT APTT Stab. Seg. Fos, Bas. Mono. Lymp.  Others
%o sec, S€C, % ¥ % % % % %
7.3 15.43 23,40 0.7 7.7 0.7 0.0 0.7 90.1 0.0
2.1 1.99 2.66 0.8 3.9 1.0 0.0 0.8 33 4.0
8.4 15.74 23.20 0.7 10.1 0.7 0.0 1.0 87.4 0.0
1.9 1.58_ 2.29 0.5 6.2 1.0 0.0 1.0 5.7 0.0
7.1 15.79 2.77 0.6 8.1 0.9 0.0 0.6 89.9 0.0
141 1.96 2.79 0.8 2.2 1.1 0.0 0.5 2.8 0.0
6.6 16.47 23.93 0.7 9.9 1.4 0.0 0.6 87.4 0.0
2.2 2.57 2.67 0.5 10.2 1.4 0.0 0.5 10.8 0.0

a: Values are means and S.D. thereunder.
%: Differs from control, p<0.05.
#%: Differs from control, p<0,01,



Table 17. Hematological findings of female rats in 28-day repeated dose oral toxicity test of MPA (SR-9778)

No. of RBC Ht tb Mev MCH MCHC WBC . Plat

Group animals  10%/uL ¥ g/dl ft Pg % 10%ul 103/l
a

Control 7 8.010 48.53 16.10 60.59 20.11 33,19 8.16  1104.7

0.457  2.9% 093 200 070 0.6 1,27 297.0

MPA 30 mg/kg 7 8.186  49.20 16.44  60.13  20.11 33.43 . 870 1124.9
0.296 1.23 0.39 1.76 0.61 0.52 316 12.0

MPA 100 mg/kg 7 7,921 47,93 16,03  60.44  20.21 33.44 1036 1183.6
0.292 '2.09 0.67 0.97 0.41 0.52 2.47 93.8

MPA 300 mg/kg I 1,759 45.64¢ 1529 58.80 19,70 33.51 9.5  1206.7
0.296 2.01 0.69 1.18 0.51 0.58 3.20 115.9

Neutro

No. of Ret. PT APTT Stah. Seg. Fos, Bas. Mono. Lymp.  Others

Group animals % $€c. sec. % % % % % % %
Control 7 7.6 13.41 20.30 0.9 8.1 0.7 0.0 0.6 89.7 0.0
3.3 0.93 5.00 0.4 3.1 1.1 0.0 0.5 2.1 0.0

MPA 30 ma/kg 7 9.9 13.47 17.60 0.9 7.7 1.4 0.0 0.3 89.7 0.0
3.8 0.79 1.21 0.7 3.6 0.5 0.0 0.5 4,2 0.0

MPA 100 ma/kg 7 8.7 13.13 17.57 1.0 9.4 1.4 0.0 0.6 87.6 0.0
2.3 0.98 1.23 0.6 2.7 1.6 0.0 0.5 3.3 0.0

MPA 300 ma/kg 7 10.9 13.06 17.50 0.3 8.6 1.4 0.0 0.9 88.9 0.0
£.0 1.16 1.02 0.5 2.8 1.1 0.0 0.4 3.3 0.0

a: Values are means and S.D. thereunder.
*; Differs from control, p<0.05.




Table 18. Hematological findings of male rats in l4-day recovery test following 28-day repeated oral
dose of MPA (SR-9778) :

No. of RBC Ht Hb MCV MCH MCHC WBC Plat

Group animals  10%/ul 4 g/l fl Py % 1030 103/
a _
Control 7 8.4 50.74 16.61 59.76 19.56 32.74 14,81 954.0
0.400 2.7 0.90 1.72 0.51 0.22 2.16 1471
MPA 300 mg/kg 7 8.271 48.93 15.87 59.19 19.21 32,44 12.07  1183.0m«
0.349 1.21 0.40 1,64 0.73 0.7 3.33 7.7
Hemogram of WBC
Neutro

No. of Ret. PT APTT Stab. Seg. Eos. Bas. Mono. Lymp.  Others
Group animals % sec. sec. % % % % % B %
Control 7 5.7 16.30 29.50 0.6 6.9 6.3 0.0 0.6 . 9.7 0.0
2.0 2.15 2.83 0.5 3.3 0.5 0.0 0.5 2.9 0.0
MPA 300 mg/kg 7 7.0 15.16 29.74 1.1 7.6 0.9 0.0 1.6%% 88,9 0.0
1.6 0.97 2.35 0.7 4.0 1.1 0.0 0.5 4.1 0.0

a: Values are means and S.D. thereunder.
s%: Differs from controls p¢<0.01, .



Table 19. Hematological findings of female rats in 14-day recovery test following 28-day repeated oral
dose of MPA (SR-9778)

No. of RBC ©Ht Hb Mey MCH MCHC WBC PLat

Group animals  10%/ul % g/dl fl Py % 10%ul 103/l
a

Cantrol 7 8.141 48.19 15.83 59.20 19.46 32.84 10,41 1116.6

0.263 1.56 0.43 1.6k 0.65 0.50 2.2% 104.2

MPA 300 mg/kg 7 8.007 | 47.97 15.74 59.91 19.64 32,81 8.81  1275.9%

0.230 2.25 0.76 1.59 0.65 0.85 3.00 99.2

Hemoaram of WBC

. Neutro.
No. of Ret. PT APTT Stab. Seg. Eos. Bas. Mong. Lymp.  Others
Group animals X Sec. sec. % % % % % % %
Control 7 3.3 14.36 19.33 0.6 6.9 0.6 0.0 0.9 - 9.1 0.0
1.8 0.37 1.51 0.8 3.7 0.8 0.0 0.7 £.9 0.0
MPA 300 mg/kg 7 5.7 14,87«  19.80 0.4 5.0 0.4 0.0 0.7 93.4 0.0
2.8 0.35 2.02 0.5 2.4 0.5 0.0 0.8 2.2 0.0

a. Values are means and S.D, thereunder.
®: Differs from control, p<0.05.




Table 20. Biochemical findings of male rats in 28-day repeated dose oral toxicity test of MPA (SR-9778)

Protein fraction (¥)

No. of TP A/G Alb Globulin 60T GPT ALP LDH ¥ -6TP ~ T-Bil Glu
Group animals a/dl @, Q2 B Y W/ A /L W0/ U/t mg/dl mg/di
a .
Control 7 5.77 1.190 54,37 23.04 10.50 11.06 . 1.03 65.0 25.1 495.6 3261 0.56 0.10 156.0
0.21 0.090 1.76 1.83 0.81 0.65 0.46 0 9.6 2.3 97.4 86.5 0.28 0.00 17.9
MPA 30 mg/kg 7 5.80 1.219 55.00 22.60 10.10 11.47 0.83 65.7 27.0 482.4 304.6 0.51 0.10 155.0
0.13 0.049 1.41 2.97 0.99 0.97 0.40 10.8 6.2 110.5 126.7 0.3 0.00 21.9
MPA 100 mg/kg 7 5.49% 1,273 56.04 21.47 10,21 11.54 0.73 60.3 25.1 4471 267.3 0.61 0.10 148.7
0.18 0.103 1.90 1.62 0.87 0.52 0.19 £.3 3.0 101.3 56.4 0.29 0.00 14,0
MPA 300 ma/kg 7 5.79 1.317 56.83 20,9 9.17%  12.24 0.81 58.0 20.9 3.6 295.6 0.66 0.10 160.0
0.25 0.115 2.12 1.30 0.88 1.46 0.23 8.2 3.0 57.5 76.6 0.28 0.00 15.9
No. of T-Cho . 16 BUN (rea Na K L Ca P
Group . animals ma/dl mg/dl mg/dl mg/dl meg/Ll mEq/ L mEg/L mg/dl mg/dl
Control 7 64.4 3b.4 15.39 0.46 142,29 4,781 105.4 §.70 8.47
10.1 12.1 1.58 0.05 0.95 0.220 1.9 0.22 0.33
MPA 30 mg/kg 7 57.6 441 15.90 0.46 142,86 4,383 105.6 9.63 8.64
16.3 16.8 0.77 0.05 0.69 0.416 1.0 0.26 0.79
MPA 100 mg/kg 7 52.4 39.9 15.10 0.43 142,50 4.557 104.7 9,47 8.61
11.2 18.3 1.50 0.05 1.50 0.280 0.8 0,20 0.76
MPA 300 ma/kg 7 58.6 2.3 15.74 0.41 141.29 &.777 106.6  9.47 7.83
15.9 . 13.6 1.31 0.04 0.57 0.454 1.0 0.2 0.33

a: Values are means and S.D. thereunder.
*: Differs from control, p<0.05.




Table 21, Biochemical findings of female rats in 28-day repeated dose oral toxicity test of MPA (SR-9778)

Protein fraction (%)

No. of TP AG Alb Globul in GoT GPT ALP LDH ¥ -GTP T-Bil Glu
Group animals a/dl '  q Q g Y W/t U/1 W/t /L /1 ma/dl mg/dl
a _ .
Control 7 5,73 1.426 58.76 19.63 7.61 12.21 . 173 65.3 23.7 271.3 318.9 0.10 118.7
0.26 0.105 1.75 1.50 1.01 0.95 0.70 . 9.1 5.2 62.1 90.9 2.10 ‘0.00 17.2
MPA 30 ma/kg 7 .5.83 1.423 58.69 19.99 7.64 12.10 1.59 62.1 24.3 282.0 217.0 1.01 0.10 120.1
0.36 0.148 2.43 2.46 1,10 0.68 0.73 4.3 4.9 67.3 50.5 0.55 0.00 5.7
MPA 100 mg/kg 7 5.80 1,459 59.31 19.40 7.87 12.09 1.33 62.1 20.9 282.6 | 278.1 0.9 0.10 120.7
0.18 0.162 2.55 2.13 0.99 0.77 0.23 8.9 5.6 79.2 88.6 0.44 0.00 7.4
MPA 300 mg/kg 7 5.61 | 1.576 61.24 17.63 7.43 12.39 1.31 6.7 18.4 225.6 328.4 0.90 0.10 131.1
0.16 0.044 0.64 0.87 0.86 0.65 0.16 4.3 2.2 50.7 75.8 0.23 0.00 14.3
No. of T-Cho 16 BUN Crea Na K ¢l Ca P
Group animals mg/dl mg/dl mg/dl mg/dl mEa/t mEq/l mEa/l mg/dl mg/dL
Control 7 6.4 9.3 17.99 0.53 141,07 4,553 108.1 9.20 7.37
13.9 31 1.53 0.08 1.72 0.151 2.1 0.14 0.85
MPA 30 mg/kg 7 67.0 10.9 19.04 0.50 139,93 4,484 107.4 9.09 7.1
13.5 1 1.68 0.06  0.98 0,343 1.5 0.22 0.64
MPA 100 mg/kg 7 59.9 13.4 16.96 0.46 160.86 4,551 1071 9.31 7.24
' 12.0 6.3 1.81 0.05 1.28 0.350 1.7 0.23 0.91
" MPA 300 ma/kg 7 60.1 17.1%  15.43% 0.43¢ 140,21 4.851 108.1 9.08 7.26
10.0 6.4 1.37 0.05 1.4k 0.422 0.9 0.19 0.59

a: Values are means and S.D. thereunder.
¥: Differs from control. p¢0.05,




Table 22. Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of MPA (SR-9778)

Protein fraction (%)

No. of TP A/G Alb Globulin GOT GPT ALP LDH 7 -GTP T-Bil Gtu‘
Group animals g/dl a1 Q@ 2 B Y /L U/t /L U/t {171 my/dl mg/dl
a . ,
Control 7 5.17 1.109 52.59 23.19 8.61 13,63 1.39 68.7 33.0 355.4 227.4 0.54 0.10 171.3
0.15 $.108 2.%7 2.5 0.23 0.M 0.35 10.3 8.7 123.6 9.2 0.21 0.00 12.1
MPA 300 mg/kg 7 5.49%  1.269%  55.93%  21.39 8.41 13,01 1.26 7.0 31.6 358.6 260.7 0.60 0.10 126, 9%%
0.23 0.105 1.93 2.21 0.92 0.73 0.80 12.3 3.9 76.9 45.6 0.24 0.00 18.8
No, of T-Cho TG BUN Crea Na K ¢l Ca IP
Group animals ma/dl mg/dl mg/dl mg/dl nEq/l mEq/L mEq/ mg/dl mg/dt
Contral 7 65.3 53.4 17.23 0,49 143,43 4,436 105.7 9.40 7.2
9.8 25.0 1.64 0.04 1.10 0.3%6 =+ 1.6 0.12 0.51
MPA 300 mg/kg 7 67.9 30.0¢  16.69 0.40%x 143,21 £.887% 1069 - 9.20 7.9
9.1 11.2 2.13 0.00 1.04 0.299 1.6 0.26 0.65

a: Values are means and S.D. thereunder.
¥: Differs from control: p<0.05,
#*: Differs from control, p<0.01.




Table 23. Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of MPA (SR-9778)

Protein fraction (%)

No. of TP A/G Alb Globulin 601 GPT ALP LDH ¥ -GTP T-8il Glu
Group animals g/dL Q, oz B Y /L {7 I/t /1 /L me/dl mesdl
a
Control 7 6.20 1.486 59.77 18.9% 6.60 12,71 1.97 61.9 22.0 182.1 261.1 1,40 0.10 150.4
; 0.19 0.109  1.87 1.39 0.55 1.3 0.65 6.7 4.5 15.1 49.0 0.45 13.1
MPA 300 my/kg 7 5.60%% 1,560 60.9% 17.9% 6.60 12.33 2.19 68.0 25.7 244 .4%  250.7 1.10 0.10 126, 1%
0.08 0.127 1.99 1.05 0.66 0.71 04 7.5 4.3 87.6 30.3 0.5 0.00 9.9
No. of T-Cho 16 BUN Crea Na K el Ca P
Group animals mg/dl mg/dl mg/dl mg/dl mEg/L mEq/L mEq/L mg/dl mg/dt
Control 7 A 14.0 18.10 0.5¢  142.79 4,090 107.1 9.27 5.60
12,7 6.5 2.88 0.08 0.81 0,216 1.1 0.34 0.60
MPA 300 mg/kg 7 66.4 1.6 17.67 0.47 142,79 4.736%%  108.6% ~ 8.99 6.93x%x
16.2 4.8 1.78 0.05 1.07 0.350 1.0 0.31 0.52

a: Values are means and S.D. thereunder.
¥: Differs from control, p¢0.05,
##: Differs from control, pg0.01.




Table 24, Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA (SR-9778)

e A 0 o At i o 0 A e e B 6 s A O e e o o ot e e e e e o o

------------------------------ MPA
Item Control 30 100 300 Control 300 mg/ke
No. of animals examined ' 7 7 7 7 7 7
Organ : Findings
a
Lung : Dark red discoloration 0 0 0 1 0 0
Dark red patch 0 0 0 1 0 0
White patch 0 0 0 0 0 1
Urinary bladder : Dilated lumen 0 0 0 3 0 0

a: Values are no. of animals with findings.



Table 25. Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of MPA (SR-9778)

------------------------------ ' HPA
Item Control 30 100 300 Controt 300 mg/kg
No. of animals examined 7 7 7 7 7 7
Organ : Findings
a

Lung : Dark red patch 1 0 0 0 0 0

Kidney : Dilatation: renal pelvis 0 0 0 0 0 1

Urinary bladder : Dilated Lumen : 0 0 0 1 0 0

Uterus : Cyst 0 0 0 0 0 1

a: Values are no. of animals with findings.




Table 26. Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity tést«of MPA (SR?9778)

e o e e 9 B O e e S O i O o Rt e Bt Y e e A B o 00

Body Brain ' Lung Heart Liver Kidney Spleen
No. of weight , Right Left Total
Group animals g 9 i g % g % g % g % g 4 9 % g ¥
a v
Control 7 347.7 2.050 0.591 1.314 0.379 1,186 . 0,31 10.257 2.946 1,260 0.363 1.233 0.356 2.493 0.717 0.647 0.187
13.9 0.041 0.029 0.084 0.011 0.053 0.013- 0.99% 0.197 0.102 0.023 0.085 0.018 0.181 0.039 0.094 0.023
MPA 7 338.7 2.026 0.601 1.266 0.373 1.246 0.370  10.380 3,056 1,276 . 0.377 1.290 0.383%%  2.566 0.757 0,651 4.193
30 mg/kg 26.2 0.082 0.038 0.112 0.016 0.075 0.028 1.422 0.231 0.084 0.011 0.091 0.005 0.171 0.011 0.098 0.035
MPA 7 332.7 2.080 0.626 1.217 0.387 1.199 0.359  10.241 3.07M 1.383 0.414%% 1,363 0.409%% 2,746 0.823%%  0.660 0.196
100 mg/kg 20.0 0.077 0.046 0.064 0.027 0.085 0.020 1.121 0.182 0.167 0.028 0.170 0.030 0.332 0,054 0.087 0.017
MPA 7 255.3%  1.9%6% 0,759 1.160%  0.463%%  1.059%  0.417x%x  B.519%  3.327Txx 1,226 0.481%% 1,23 0.486%% 2,460 0.966%%  0.473%% 0,187
300 ma/kg 3.3 0.114 0.083 0.118 0.092 0.097 0.042 1.434 0.170 0.151 0.038 0.172 0.026 0.318 0.059 0.042 0.014
Adrenal v Pituitary gland Thymus Thyroid
No. of Right Left Total Right Left Total
Group animals mg 107%% mg 107%% mg 107%% mg 107%% mg 1073% g 107%% mg 1073% mg 1073
Control 7 30.7 8.847 31.6 9.091 62.286  17.940 12.34 3.559 606.7 174.296 10.69 3.074 9.79 2.814 20471 5.884
3.5 1,065 2.7 0.834 6.157 1.872 1.03 0.365 114.6  30.878 1.89 0.529 1.66 0.462 2.369 0.63
MPA 7 KN 9.183 3.0 9.139 62,143 18,323 11.54 3414 573.0  168.806 11.89‘ 3.514 10.01 2.959  21.900 6,474
30 mg/kg 4.6 0.981 5.4 1.303 9.582 2137 1.30 0.380 118.5  30.054 1.97 0.530 1.39 0.389 2.681 0.716
MPA 7 3.6 9,474 3.0 9.299  62.571  18.774 12,44 3,736 598.6  179.911 9,84 2.946 9.3 2.809 19,157 5,754
100 ma/kg 4.8 1.172 4.9 1.200 9.572 2.314 1.7 0.388 80.5  22.000 2.10 0,532 1.56 0.502 3,153 0.880
MPA 7 5.4 10.026 25.1%  9.864 50,571  19.887 9.61%% 3,781 482.9 190,203 9,54 3.791 9.60 3.820%% 19,143 7.621%%
300 mg/kg 3.8 1.258 4.2 1.007 7.850 2.162 1.3 0.364 71 27.392 1.10 0.616 0.96 0.714 1.4% 1.193

(cont inued)



Table 26. (continued)

Testis Epididymis :
No. of Right Left Total ____Right Left Total

Group animals q % q % g % g % g % g %
Control 7 1,504 0.431 1.501 0.431 3.006 0.863 0.381 0.110 0.374 0.109 0.756 219

0.133 0.026 - 0.146 0.029 0.278 0.052 0.031 0.008 0,032 0.009 0.062 013
MPA 30 mg/kg 7 1.513 0.447 1,531 0.453 3.044 0.900 0.389 0.116 0.373 0.111 0.761 0.226

0.251 0.057 0.266 0.063 0.517 0.122 0.033 0,013 0.037 0.009 0.069 0.020
MPA 100 mg/kg 7 1.559 0.470 1.576 0.476 3.13% 0.944 0.393 0.120 0.377 0.113 0.770 0.230

0.123 0.048 0.120 0.042 0.241 0.087 0.028 0,006 0.023 0.005 0.050 0.012
MPA 300 mg/kg 7 1.463 0.576%%  1.450 0.574x% 2,913 1.151%% 0,349 0.139%% 0,340 0.136%% 0,689 0.271%x

0.153 0.061 0.114 0.065 0.265 0.125 0.036 0.016 0.028 0.016 0,061 0.035

a: Values are means and S.D. thereunder.

*: Differs from control, p<0.05.
##: Differs from control, p¢0.01,



Table 27. Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of MPA (SR-9778)

______________________

{cont inued)

Body Brain Lung Heart Liver : Kidney “Spleen
No. of weight : Right Left Total
Group animals g g 4 g % g % g % g % g % g % g S
a . ‘
Control 7 214.7 1.977 0.924 0.986 0.459 0.797 . 0.3¢9 6.044 2.810 0,860 0.401 0.836 0.389 1.69 0,790 0.467 0.217
15.1 0.096 0.083 0.069 0.009 0.080 0.025- -0.679 0.185 0.101 0.037 0.078 0.023 0.176 0.059 0.048 0.018
MPA 7 206.3 1,980 0.963 1,003 0.487 0.809 0,391 6,137 2.97 0,883 0.429  0.860 0.417%  1.743 0.846 0.430 0.207
30 mg/kg 2.3 0.076 0.060 0.045 0.029 0,091 0.034 0.498 0.116 0.075 0.032 0.073 0.029 0.145 0.056 0.067 0.03
MPA 7 199.3 1,909 0,961 0.957 0.481 0.770 0.287 5,936 2.979 0.837 0.420 0.813 0.409 1.650 0.829 0.439 0.223
100 ma/kg 12.4 0.050 0.071 0.064 0.022 0.033 0.024 0.482 0.138 0.051 0.017 0.042 0.009 0.089 0.023 0.042 0.030
MPA 7 163.6%%  1,803%%  1,106%%  0.859%%  0.526%%  0,691%  0.424%% 5,121+ 3,136 0,794 0.486%¢ 0,810 0.496%% 1,604 0.979x%  0.369%% 0,227
300 ma/kg 8.7 0.048 0.072 0.052 0.026 0.037 0.024 0.380 0.236 0.041 0.022 0.045 0.015 0.082 0.032 0.027 0.024
Adrenal Pituitary gland Thymus Thyroid
No. of Right Left Tatal Right Left Total
Group animals mg 10°°% mg 107%% mg 107%% mg 1077 ny 107%% mg 1073% g 1073 mg 1073
Control 7 2.4 15.019 3.1 15,809 ° 66.571  30.83%0 14.56 6.790 526.9 244,801 8.49 3,949 7.19 3,30  15.671 7.289
7.6 2.748 9.5 3.603  17.008 6.257 1.46 0,675 7.8 49.342 0.99 0.308 2.06 0.858 2.299 0.792
MPA 7 3.4 16.214 3.9 16.893  68.286  33.103 14,41 7.011 4937 239,991 7.59 3,700 7.59 3.674 15.171 7.376
. 30 mg/kg 4.2 1.850 5.1 2.199 9.050 3.935 0.85 0.627 68.5  35.204 1.5 0.881 1.84 0.825 2.835 1.458
MPA 7 33,6 16.849 3%.0  18.070  69.571  34.92 12,71 6.401 472.1 236,181 7.?9 3,919 8.06 4,031 15,843 7.949
100 ma/kg 3.6 1,641 4.4 2.044 7.743 3.557 1.33 0.770 67.3  23.055 1.62 0.833 1.52 0.644 2.615 1.210
MPA 7 2.7 16.95% 29.0 17.761  56.714  34.716 10.83%% 6,604 371, 0x% 228,024 7.14 4,361 7.59 §,630% 14,729 8.9
300 mg/kg 3.3 1,89 4.1 2.620 6.824 4,207 2.15 1,150 5.0 40,930 1.56 0.912 1.51 0.861 3.000 1,726



Table 27. (continued)

Ovary
No. of Right Left Total
Group anhimals mg 10734 mg 107% mg 107>%
Control 7 b6 20,603 1,0 19,089  85.571  39.687
9.1 2.865 k.4 1,404 12,985 3.517

MPA 30 mg/kg 7 45.9  22.164 45.9 22,109 91716 44269
6.1  2.259 13.2  5.726  19.559  7.908

MPA 100 mg/kg 7 1.7 21,033 46.6 23.421** 88.286  44.456
6.2 3.6 - 63 3319 10.88%  6.264

MPA 300 ma/kg 7 3. 1% 20.919 5.6 21733 69.716  42.651
4.5  2.897 4.2 2139 8077 4.748

a: Values are means and S.D. thereunder.
#: Differs from control: p<0.05.
s#: Differs from control, p¢0.01.




Table 28. Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of MPA (SR-9778)

o e o e o o o e A e P o ke B o g e i e o B T T o e o

a: Values are means and S.D. thereunder.

%; Differs from controls p¢0.05.

Body Brain Lung Heart Liver Kidney ‘Spleen
No. of weight Right Left Total
Group animals g g % 9 % g % g % ] % g % 9 % g %
. o
Control 7 402.3 2.156 0.539 1.350 0.339 1.371 0.341  11.81 2.924 1.443 0.359 1.424 0.354 2.867 0.713 0.721 0.179
47.9 0.165 0.045 0.163 0.027 0.147 0.020 1.929 | 0.190 0.231 0.038 0.206 0.024 0.434 0.059 0.103 0.016
MPA 7 318.9%x 2,030 0.641%¢ 1,306 0.413%  1,160%x 0,361 9,384%  2.946 1.316 0.413% 1,330 0.417#% 2,646 0.830%% 0,667 0.209%
300 mg/kg 36.2 0,051 0.062 0.096 0.050 0.147 0.017 1.192 0.198 0.154 0.017 0.136 0.022 0.288 0.039 0.095 0.029
Adrenal Pituitary gland Thymus Thyroid
No. of Right Left Total Right Left Total
Group animals mg 1073% mg 107% mg 1073% mg 107%% mg 107>% Thg 1073% mg 10734 mg 1073%
Control 7 26.6 6.623 29.0 71.220  55.571 13.841 12.31 3.076 547.0 134,384 12.11 3.016 10.27 2.600  22.386 5.617
3.9 0.707 .5 0.774 8.264 1,443 1.44 0.310 135.7  21.873 349 0.804 2.28  0.79 5.167 1,438
MPA 7 25.7 8. 174 26.6 B.421% 52,286  16.594x  10.84 3,436 534.4 166.871 10.07 3.164 10.24 3476 20,314 6.337
300 mg/kg 1.9 1,296 1.7 1.110 '3.302 2.375 0.49 0.392 1714 43,446 1.54 0.380 2.96 0.627 4.32 0.862
Testis Epididymis
No. of Right Left Total Right Left Total
‘ Group animals 9 % g % g % g % g % 9 %
Control 7 1.5% 0,401 1.597 0.400 3,193 0.801 0.530 0.133°  0.501 0.126 1,031 0,259
0.095 0.039 0.088 0.038 0.181 0.076 0.029 8.017 0.025 0.016 0.053 0.033
MPA 7 1.730% 0.547%%  1.761%  0.550%%  3,471» 1.007%%  0,487%% 0,151 0.489 0,154%%  0.976%  0.370%
300 mg/kg 0.127 0.053 0.117 0.054 0.240 0.103 0.014 0.016 0.019 0.017 0.028 0.033

x%: Differs from control, p<0.01.



Table 29. Absolute and relative organ weights qfvfemale rats in 14-day recovery test following 28-day }epeated oral dose of MPA (SR-9778)
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Body , Brain Lung Heart Liver Kidney _ Spleen
No. of weight Right Left Total
Group animals g g % g % g % g % g % 9 % g % g Y
a ,
Control 7 244 .7 2.023 0.834 1.013 0.416 0,830 0.339  6.64k 2,717 0.870 0.357 0.874 0.360 1.744 0.713 0.481 0.197
5.7 0.089 0.086 0.080 0.022 0.093 0.018 0.769 . 0.173 0.088 0.013 0.086 0.015 0.169 0.021 0.068 0.02¢
MPA 7 192.1%%  1.890%%  0.984xx  0.947 0.49%x%% 0,743 0.386%% 5 3hbwx 2,781 0.826 0,429%% 0,799 0.417%% 1,624 0.847%%  0.461 0.240%%
300 mg/kg 4.6 0.043 0.029 0.024 0.015.  0.062 0.032 0.236 0,102 0.052 0.029 0.038 0.024 0.079 0.041 0.056 0.024
Adrenal Pituitary gland Thymus Thyroid
No. of Right » Left Total Right Total
Group animals ng 107%% mg 1073% mg 107%% mg 107%% ma 10'3% mg 1073% mg 107>% ng 1073%
Control 7 3.0 12,747 2.6 13.33& 63,429  26.080 15,69 6.481 400.3  164.626 8,27 3.364 7.46 3.041 15,729 6.406
2.6 1.301 3.2 1.629 5.682 2.875 1.70 1.113 6h,6 29,299 2.23 0.719 1.39 0.392 3,461 1.035
MPA 7 30,1 15.687#%  31.4  16.353%x% 61,571  32.037#x  12.4T#x  6.500 392.1  203.676% 7.1 3,70 6,47 3,367 13.586 7.069
300 mg/kg 2.9 1.374 3.2 1.442 5.912 2.7%0 0.70 0.500 56.6  24.812 1.08 0.542 0.89 0.450 1,504 0.718
: Ovary
No. of Right Left Total
Group animals mg 107%% mg 107%% mg 107%%

. 1.1 20.859 94,571  38.801
. 2.597 7.6 1.539 9.4 3.181

MPA 7 38.0¢ 19,830 39.3%% 20,487  77.286% 40.317
500 mg/kg 5.3 3.0 3.6 2.2%  7.9% 4.887

a: Values are means and S5.0. thereunder.
*; Differs from controls p<0.05, #%: Differs from controls p¢0.01.




Table 30, Histopathological findings of male rats in 28-day repeated’dose oral toxicity test and 14-day recovery test of MPA (SR-9778)

S e e MPA
Item . Control 30 100 300 Control 300 mg/kg

No. of animals examined 4 [ 7 7 7 7 7

a , b

Organ : Findings Grade

: ¢ d

Lung : Cellular infiltration, neutrophil tt 0 - - 2 0 0
Granuloma Total 0 - - 1 0 2
' : t 0 - - 0 0 1
++ 0 - - 1 0 1
Accumulat ions foam cell ' + 0 - - 0 2 2
Trachea : Cellular infiltrations neutrophils Lamina propria + 0 - - 1 0 0
Liver : Granuloma + 1 - - 0 0 0
Kidney : Cellular infiltration, lymphocyte t 0 - - 0 1 0
Casts hyaline t 0 - - 0 i 1
Cyst , RS 2 0 - - 0 0 1
Hyperplasia, tubular epithelium . + 0 - - 0 1 1
Testis : Retentions step 19 spermatid, stage IXs X + 0 - - 0 0 1
Prostate : Cellular infiltrations lymphocyte, interstitium t 1 - - 2 1 1
Cerebellum : Swelling, axonal: cerebellar peduncle ' + ] 0 0 1 0 3
Sciatic nerve : Degeneration, nerve fiber - Tatal 0 0 0 1 0 7
+ 0 0 0 7 0 4
+H 0 0 0 0 0 3
Pituitary gland : Hyperplasia» tubular. pars nervosa ) + 0 - - 1 D - 0

a: There were no abnormal findings in the bronchuss larynxs tongues submandibular glands sublingual glands parotid gland, esophagus forestomach» glandular stomachs
duodenums jejunums ileums cecums colon, rectums pancreass hearts aortas urinary bladders epididymis, seminal vesicles optic chiasms cerebrum, midbrain, ponss
medutla oblongata, spinal cords spleens thymus, bone marrows submandibular lymph node, mesenteric lymph nodes thyroid» parathyroid, adrenal, eyeball, Harderian glands
gastrocnemius muscles, femur, sternums skin or mammary gland.

b: + = slights ++ = moderate change and <+> = detected.

¢: Values are no. of animals with findings.

¢ - = blank value.

oo



Table 31. Histopathological findings of female rats in 28-day repeated dose

No. of animals examined

oo

d

a
Organ : Findings

Lung : Cellular infiltrations neutrophil
Granuloma
Accumulat ion, foam cell
Esophagus : Granulation, muscular layer
Kidney : Cellular infiltrations lymphocyte
Dilatation, renal pelvis
Uterus : Cyst
Cerebellum : Swelling: axonal, cerebellar peduncle
Sciatic nerve : Degeneration, nerve fiber

Pituitary gland : Cyst
Hyperplasias tubular, pars nervosa.

oral toxicity test and 14-day recovery test of MPA (SR-9?78)

........................................................

Control 30 100 300
7 7 7 7
b
Grade
c d
¢ 1 - - 0
+ 1 - - 0
' 0 - - 0
% 0 - - 1
1 2 - - 1
+ 0 - - 0
{+) 0 - - 0
+ 0 0 0 2
Total 0 0 0 7
4 0 0 0 7
+ 0 0 0 0
(1) 1 - - 0
t 1 - - 0

MPA
Control 300 mg/kg
7 7
0 0
0 0
1 1
0 0
0 0
0 1
0 1
0 5
0 7
0 5
0 2
0 1
0 0

: There vere no abnormal findings in the bronchus, tracheas larynx, tongues submandibular gland, sublingual glands parotid gland, forestomach, glandular stomach»

duodenums jejunums ileums cecums colons rectums pancreass liver heart, aorta» urinary bladder» ovary, vagina, optic chiasm» cerebrums midbrain, ponss medulla
oblongatas spinal cords spleen, thymuss bone marrov, submandibular lymph nodes mesenteric lymph nodes thyroids parathyroid, adrenal, eyeball, Harderian gland,

gastrocnemius muscles femurs sternum» skin or mammary gland,

1+ = slighty ++ = moderate change and <#) = detected.

Values are no. of animals with findings.

+ - = blank value.
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