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-(1-AFNTbFy) 25 /=) (LT MEE &LB852) D28RMRERORS FEMEE
(EIE148 /) %D Sprague-Dawley 27 v b ZAWTERREL, ML b 4FHEKX
ELIRBCEIEARTHSRBEEHAKZ., o IFICIEBYELZ. Thxth 30 .
125 3 & U 500 mg/kgDHET28HRMICH7- Y MEHHEEO®RS Lz, M & S EEHRICH
WAEIM EEUNRBES LU 500 mg/kg HSBHIIEIOT, TOMDBIESTE L1,

ZDFER. 500 mg/kg BEHICHVTRIERSEMERREI Ao, REKTROM
BREORER., Wi s b 125 ng/kg LEOREHETEEMEZZ Lz, £/, FFH®
B/ o VICEROREEBEMEOFERD O, EMTUENK I D, S SICEHBEED
BR., BRICH T A2FRFERAMIROEING 30 ng/kg TEBFIZHVWTHRETWVWE DL
Zionfc, £, AMOERIEHBRII L - TINSDEIIBRBTL L LA ER
-1z,

lEofERE,S . MEE OR{EREISI® & 12 30 mg/kg/day # FHRIA EEZ ohrz,

- - —— - T —_———m———— L o e
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2-(-AF LT PF)TY ) —LE, FVa—-LI—-FILEOIET (Bl 17
Ly Z)a—nav7oelz—F)L) [ TOKIZOLEREEICLBETRT O, S
AL TRRVEF LT UFOERKCTEROERS 5 IFULHEF L LTILCAVSRT
Wa,

ZFL 7V a— L7, BEOKRHORER. EREMMICEO TERRELSY
CPMBEFEEERITEIFSLICA>TWE, TF LT a—-LE /) TFILI-FTILEL
BT, —&MoBI¥ER R Y, TOBREROFFEIEHEREHTH S
ESHISNTWAS S, AWBMBEICENTHL, BERSSUEBRCRERSSHRB O
FHHEICBV T, FRERFBEDONTVWEHY | ChOBRERE*RET A2 E/LEEX
ohb,

—hH. AEBYMEOREELY THAIF LY 7Y A—LE S AFLL—FARIFL
YOV NE)IFLI~TINRBWTE, BREEORTS F—7 VSIS
B E LIt FHEREEORC S L RESNTVAY,

46, 0ECD B L¥YERT S SRS IRIFHRAEO-BE LT, 2-(1-4AF)LL b
FU) 25 /- LOREUBROIOOENZBEHICT v MIBITA28FMRIERD
REBEHERS LT UERBRIERBRZEREL /2.

ek, ARBRE. LEE THRCEDBICRAIEBOTEICOWT) O—ERIESHFIZD
WT (R V==V FERRBEOHE) - 3AELAVA8AMORERSHEHAR
(BBFI6IEEI2A 5 B. RERFEHET005, ERFI0395. 61EBEI0148) LU [eEHWE
CLPy (BAEFNS9EE 3 B31H. RIRFERIE . BRFEI295. S0EFHHEHS. BMEIFEIIAI8
AtkiE. BAUIE2I3S, HAEHIBS. IEFHEL235. FRIZEIA | HUE.
IRIRLHEAS . EHRFE085. T2 02- UEFSHE 1 2) IS TEREL,



93 %)

1. e
EERMBE S L THW 2-0-AFNIbF2) 29 /=0 (LT MEE &BEECS) o4k
3 TiEDEEYTH S,

L2 -(1-AF N bF) Ly /)—)
e IF LY aA—-)A4YToE NI
xHY Ethanol, 2-(l-methylethoxy)-
CAS No. 109-59-1
DTE 104. 15
IR (LR E oK BIFTRAK
oA ~607C

=
=W 142.5 C
;i‘:;:—\@: (25TC) : 0.347 kpPa

B g 7k 20C CREER
Tt by BRTERERE
BaER (CHs) :CHOCH.CH,0H
SERBRICIE. L DEH I NS MEE (o y MBS HEE 99.5 wt

WLALE. Rt K7D 0.1 %AT) 2RV, BB SHEE. FHGE cHBEmEST
EREEICBVTERTRE Lic, HBRTRIOEIL - ¥BRABILOVWTERAEIBE
REABEERL . HAEBERP ORFEM L EE L/ (Appendix A) .

2. ERIYB I UEERE

E%4ABTHEALIIEHED Sprague-Dawley R 7w b [Crj:CD(SD) IGS, SPF. A&
Fr—LR - Y- art. BEREETE 7-16F 1) #EEObiia, AGHD
ERHT8AMICHI ) FHEAE LIk, —MRRBICEEDRED 572D - /ot E&300T %
AEBICH L GF2) . DR, 2EEHMEB L T, FBRE 21.0~25.0C. #F

E1)
hmiE AR
N
A fi B k&

: 20014E 6 188

34T It 34 L

(59 I 77.1~92.0 g (F1385.3 g) M 62.8~T71.4 g (F1366.7 g
2

w5 B e B 200146 268
RSB AE ¢ 1 152.9~180.9 g(F19165.8 g) M 119. 7~141.7 g (Fi9130.2 g)



EE40.0~75. 0%, [EEES1E /05, FRABI2EFRT (7 ~198584T) 0BT a6
BENTEERSHEY — 2 (2200x270DX 1900 mm) 12 1 BT >INAE L. BEFEE
(CE-2. BAZ L7#HRAEH) BLUKEK (BHM/IGERBRK) ¥ BRICERE ¥ T8
Blic, 26, FEHBD. FEEOREEOEMBEIIHFAEVEEMNICHY GE3) .
MRICEEL R TREEOEB RO ONMLh 7o, Fho, ##8 Lok B & UICIEER
BRI [B2RTO[REE D H A EAMT LD - 72,
ZRYOENMCEENVFERVWT—BOREFEES IERL. . BILIlBDER
ML — MICHEBRHTEES. Mh. 8 (R58) . PBES 2 ALTEAEy — 2o
GEAER OB & L7z,

3. BSBEORER

MEE % BRES MK (MEES 99125T, AREHRKX 1) 1TBEMBL T 5.0 w/v%
BREBEL., INEBRL OREKE Lz, BIRZERSHE THER (BRER) ITRE
L. AT BLIRNICEA L7,

AHBRICELS, AEBRYEOSEREORSEWMAE GARBRTEES | A-00-060) 1<k
WT, 0.00 BLU 40 w/v BBEIIOVTHERT (BEBER) 1231 25H5% 8 BRY
DEEMEHEL TW5S (Appendix B) . Ffz. FIEARBEFIC OV THRSHBEDOHE
MBOEEZ*REL., MELBHEAAICH S &R L7 (Appendix C) . BB, KiF548
HRIBRTH B & otg—HRBRIIERL 2 - 72,

RAERAROHBMBEREOREIL. FARREE 10lTOFBLA S ) —LT—FE
ELTE AV )L THEEFRLTA 70 b7 77 (60) HICEDEEL Tz, BEIC
VERT A1 BIR % BV CIEE k7, 6C &4 % Appendix D 2RT,

(E 3)
R EREPOEREEOERIE  BE 23.5~24.5C  EE 44.5~51.5%



4. BHBIUBHDT

RABORSBIIBESBRECHOTHAR GRBREBES : (-00-007. #58
0. 250, 500 H&LU 1000 mg/kg) ORERICETIERFE LIz, T4bE, MEE % 7 BREK
ERO/S5T 52L& 500 ng/kg ULDTRSETIIMERSRISFBERIREN,
BEE ) BHOE 2 HofEBENARRIMGE N/, UL, BE55F 2 BLKEIIILFE
REIBOONTETORSHTHAELIERICHEB L, TEHBRSBOIRDIER.
1000mg/kg LS5 BEDE | PITIRBOIERDRBO SN/, MOHFEICRERBRAONLD -
72e

PEo#ERMS . MEE & 500 mg/kg 5T 5 L HELEHELIEN, B2 D
BREEIBAMORERSCMAISLFEL. XAEBROBERIMEL VEREY
500 mg/kg & L. LITALK 4 THRLT 125 LU 30 ng/kg 2 PABLLVEREE
Elte, &7, BATHLEGRKERET OB LR, BERBLITHIHBHEL L
V' 500 mg/kg WS EHIHI0T, ZDOMDBFIIE S COBHEFERL 2.

BT IIRERTIFOREREL L L ILAERBILRIERAMEERIC L VT2, BB O
BRESBBIUBYESEZLTICRLTG,

BEME & 5 E HBYERE R5FBY_ B Y %@' s HR®

(mg/kg) (x/v%0) (mL/kg) i3
BB ESAK 0 0 10 l~5 3]1~3 [HiE
6~10 36~40 &S
K88  MEE 30 0. 30 10 11~15 4]~45 &5
- PHERE MEE 125 1. 25 10 16~20 46~50 &5
SFAER  MEE 500 5.00 10 21~25 51~55  [ENE

26~30 56~60 &5

a) MHEELBANOUEL L EITEKICRERE ml) B L,
b) [EE : IS HARE TR EEEREBRIC AV, BERBEARR TR EREN 21T 7,
"5 REHAREE TIRICERBER 21T o 72,

5. %5 H%
SR EBEY A K T4 VIEVEOL Uiz, #5392 512850021 3 1 B,
28ERIEH28EIT V. Sy PRBE AV THEBOR/S L, R5BEE 10 l/keg & L.
BR5BIBLNTVARLEVEADKEL b L IUBHICRSHBLEE LT,
B, BERMOORRS L UBORRED, RSEEABIURSHEELY ENEN
RE5BIABLURSEREE L, BERBPFFORES L UBEDORIEED S NICHED
CEEE ) RBEUEEE B LE,



6. HWEIRE

1) —fRiEg

2fliconTiEE (R5HABPEIRSTB L ORESER) —BHREOBREZITo 7, Fio.
2POUREL LI UEEEZLUTORETAE L2, ABIIRSE | BIC3RE5E ) 5o
FEAILRGE 4B, £5F 2BLRORSIAMS L OREABIMEDILEIZ 2 RIOHEE
THE L7z, T oM, 158 T B, BEABRERKRTE L URIKRBIC LHRELAE
Lfc, BEEEIIHRSFE 1 BETEIRSF I HA S 2HEAIT]I BHVDOEBEEEZREL .
DizRERBAR®R T AL TEE | HOEE TRIFE L,

2) RiRE
2ficOonWTHRSE 1 B, H5BMETES I URIEABARME 7T BICBY 2 By —
PICBEL T A BRRS 5 VIZHERFERL, LTOHEBIZDWTHRE L,

| =] # F & 5 B # 2%
®Bh - BEE "] 2
FRICTE A FETEMEE
pH - Bl - BEHHE - ¥ - 7hvix  HERKE Mzryy 200+ (M1) - =3%)
OBy -4y - BUREY i E1 .-

o, BESRERTAES L URIERXBIAME T3EICIB24EEICO L VIR ZFER L, RE
ROVICHBERRD AL LI, RICEEZERE L,

3) MEHHRE

RS HARHE T B & U E BRI T R I RER 2 1T - 2o B0 (DA, ERMESIF) & 32
7) 2% RmaT (BREWRAD 1218~ 24BRHER s, 0%, XU MALES -
+ Y Y LRRERT CREEREAREEMR S SHUERER & LT EDTA-3K AW TRIL., LT
DIFEFICDWTHE L, 7L, 70O VvE VEBBBIUEESS o VKT SR
FURBBOMEIC T, EEROFMICHII > T, Ry MYILESY—)LF MY 7 LFEYT T,
FEE R REIRD SRR & LTI/ 2 VB U LERWTERR L 2 % 28 L T5
o 4% % Bz,

Fio. FRIOXKBEBEHE AV TERERIESZFR L. BHGOBREZERL .,



" B M E & ® B #% 2

7 [MER A (RBC) B8 (BXURHIE) MEBBDIRE
‘ CELL-~DYN3500SL (¥4 74+ 1)
B MEk#E (WBC) BL (7034 bf 1= - L-¥-JeRiilLiz/ il
BESURHUE)

HIMmERD 5 Bl (7o-#41F1- - b-F-JeiidlisEs ) Bk

&% E (ib) FL (RARE) @)L

975 MIREHE MCV) Bt (EXUETE) il

1/ iRER BL (BXEMNE) il

A7H Yy ME (Ht) ETE (RBCXHCV=0.001)

EigorMIRMeERE MCH) & (Hbx 1000/RBC)
95 MBI € FE A MCHC) STE (Hbx 100/ht)

HAP IR Bk FEER Brecher i FE BRI R
BRI EIRE BE (BREHER) _RE
FobovEyBERE (PT) FERELIR % 2BEHMBEERTEE
‘ CA-1000 GREBEREF)
EMEERAS Vo Ut TI A% VSRS il &) £

(APTD)

a) AMIRDBMORBEOMB & L THIRMBIRIEAR (Wright-Ciemsa RE) Z/FR L 7Dt
T OHERIFR LD T,

4) MABEICFIRE
BB DOIRMICSI EHE |, EHROMEE & USRMEMIORE T T2 o~/ ) v ZHiER
BHl & LTI L /o mig % 4k LTI MR >W T, LUToEEEZRE L 7,

15 B #qMOE & 5 B B 2
HRERQEYE EYby b BOAREFEBEOIREE
COBAS-FARA (o¥1)
TV AEE BCG % ' &)k
¥aviro-RE COD-DAOS % Sl
TEHEEE 7va3t-¥ GOPDH i& Sl
FREZEZEE BUN) 9L7-¥ GL.DH & @k
TWIFzViBRE Jaffé % (Rate) Gl
ALP &M 6SCC il
AST (GOT) ¥& 14 IFCC & &L
ALT (GPT) y& 14 [ il
7 -GTPi&E % y =MW IN-3-hadsy-4-z o7 PRk [
MY R GPO - DAQS % Gl
WO R Jendrassik/Grofik S
B R L di=k 255 s
(Inorg. phos.) ~
IOuI 1 4 DCPC i ER
A/G L HE .
9L B {1y BlEik 2BHERERITFEE EA0S (ALT)
hah BE il Gills
EERE B - &k




) FHIBFIRE

. VEICUTHRBINRE L TRINER Lk, 280BER L UHERYRA
IREVICERE LB OUTICRYBEDCEEZRE Lz, /0. SREER BB OIKF
BETHLTTNAThOBENEEYH L L1,

E B N E & E

R, ATRE. BN&. Mofw. Whe. 208, #§3. 5P, M. FIRR

PIERAVERZRICS| XS, LITOBEH AV IIEH LS L TURE L2, 5. BES
URBEEARE 77 VBICEEL (REARFEG 01K U UBEEI0% LY VISR
ER) . TOMOBE - HE 0.1 M Vo EBEHINELYY VERIEEEL 2.
IO, 2RO *MEftLBRE - L X771 LEBLTEYL, A b FOY L
IADVEBEREFER LIz, TO%. AFEBHELA O TGRS MR T OB S L
UBRAEHO2ROHBFIRE L ER Lz, T/, 500 ng/kg REBOMBEOMES LU
FHREICEEARVIBOON D, BESLUXKBEEEI>WVTII 125 LU
30 mg/kg WEHOREMABERE LT o, S0, 2FOEBIIO>VTHBERLEE
(N v EREB) 2 EiELRBEEFBE®T -7, /. MO 500 mg/ke
BREBOFEIC PO TE/MEMBOBREE N0, 2FOKIC D W T HIRIBEZS S
EHEITo 1z, 2o, WES (BPES 5D ICHL CHLEBRICFIBHSERE 21T 72,

B & - &k # & B - #H &

R | TEEGR, ABE. BRER, HARRR* . ER/ME, D>, S8, [EX. . & *.
R e, BORR. RERE . BUEE ., B, TR, B, DG, BB, #iE. E5.
FRE . ARR LR, BIUAR, BE, R, 8 B, FR. B, THY /38,
MBS Y LoNER, B (THESE) . Bmid, KIEBBF -+, KEEE. G, RER.
SRR, ST, B, RE. KBk, ~—5 IR, K. RES

7. F— 8 RE

HE., BEEFIUXTEMRE 2R CRIRE. EHRESH O MKRERE, DiRE(L¥R
EOEBLIUBEEER., I LITHHEL LURRIRE 2k, R0T, BB OHE
RAGIBE A EH T IBLU LGB, Bartlett OFFICL Y DO~z >WVT

WE (BBKE: b%) &iTo7. DEDP—BTH-BEIIE—RRBREOSH ST %



TO, BHREICEEN (BEKE : 5 %) #AEDOoNIGEIT Dunnett Btk VS E
HmaiTo7z, £, HEA—BThd o258 E Kruskal-Wallis DIBAIRTE 51T\ .
HEICERBN (BEKE . 5%) NESONTBAICE Dunnett ZOBREETEE
HRE{To7c, L. WINLDOBTHED 0 &> 2HEIE, Bartlett (T4 3
WERITHTIC Kruskal-Wallis QIEAHIRE 21T\, 2 OER. BEICEEEIED SN
7235813 Dunnett BHOMREFEIC L Y BELEB 217>, —F. BBRBEIHBEHY
EH2HOEGEICIIEH BB ERSHOSEIHEO EDOWMT (IF-IRTE (BEKHE
5%) TV . EHBOBAICIE Student D tEEE, FEAHOBAICR
Aspin-Welch D t REEEBVWTHEEEREZTo7z, 2ZL, ESoHhOHTHED
0 &2 IBRIIZtREIRERL 2o, ROLTEBBERIEIL. nxXnDHEIXY A
WAy BEEITH. BAEM (BEKE  5%) 1RO ON5E I Dunnett o
WEBRICE D BERREITo /o, 72720, BLOEED 024510583, WERERL
&1z,

X5z, BIBBBARARE T L—FDITLIzF— #12 Mann-¥hitney D UKRTE (FREIEE)
FEICE Y, 7z, BT L — NOSEHE Fisher OEEMEBRE (FRRE) Hicky.
SBBEE L WERMB RS L OMOBEEREX1T>7c (BEKE: 5%) ,



63 &]

1. FETH
RO S LU EESBHR R, dBEL SOOI NOBIC LIRTHIE D -7,

2. —AXIREE

B EBZ5O®%. 5L T 500 mg/kg REBFOMETCHFERIDBH LN
D, RIREORR»S ZOFBRIIMEZRTH LI LHBE oo/, REHE2 AL
M, IREHIE S L URIEHBHEPICBEZ SOV TNOBIC L — RO Z(LIZRY

Shieh o7z,

3. A& (Fig. 1. Table 1. Appendix 1)

HEHRMED. M bERYBRSHONBELOETHEERICEIED SN
foo — 7. BERBHAMFICE 500 mg/ks RSB O THEZE L THEDOHED
ML TR o, BEBUEBORE TREREENRD Sh,

4., 888 (Table 2. Appendix 2)

MEHEL & 500 mg/kg REMPICHEVWTIIRSE 1 HOBEEREIIAERRDIBD SN,
B{F% | BOEERICIFELRENAS oM, —5., MTIRIRSFE 8 BITE 125 ng/ks
BREBHTHERRBOHN., RE5HBISEIWE 30 25T 500 ng/kg REBTHEZIEM
HEBRH o, LA LEBHOKELZLICIERLSoNT, /. ETERYohTL
KWEALTHAH I L SHBMMBEORETINRVWL D LHET LT,

5. $8/kE (Table 3. Appendix 3)
IS ERRR T IS S ONC BB T IRICHIE L 728K E I, WIN LIRS & 5188
BoRIcZ3IRboNGD o7,

6. RIGEHAR (Table 4. Appendix 4)

R5%E ] BogEIC I NE 500 ng/kg HESBIOH 4 F. i 2 PITREFBREKRD
BEHoh, INOESCHD SHRSTIHO 7R TIERENLIEBEETH - /2, REMD



OB FIIR S BER TRORETIIMES ) flicad Shic, DEEMKRTRICEER
o ote, o, 500 mg/kg REBF DM TIIREBRER S URPEREL STV
CEYLE L OHBENED o N,

—7. BEPRRTEORE TIIHD 30 ng/ke RSP TRUBORL M S S iz b,
FREIZEE L2 BRREFHEORDONLELT LU sl &b b, BHRNBIEE L
HZlc, £z, EIEHRRR T EOKRE TIZMED 500 mg/kg RS TREDEML A O h
e, TOERERECRLIEBICOETRDONZV E06, RITVBRIFREEA I,

7. MEFHAFRE (Table 5~ 6 . Appendix 5~6)

RO T ORBORERE. 500 mg/kg X5 B QMM IC BV TRINRE, hEEE.
AT 7Yy MEB KUFEFNKOGERREORT 2 o I FIIRMBKEE. Fi975Mm
BMERES I UHRAMEKIEE OIS RBH o, BRI REMRECH L LEZ SN
7o 51T 125 mg/kg WEBHIIBVWTRENDH » -RIFEHEE OO b1 TR M
BRI oA, I3 RmERE. MBEEER S VICFRNBOEREEDCETLEN
FNEEERL-THON, COFABCBVWTHERMERIZH R LEX Ol, —A.
500 mg/kg WSO TIEI 7o to VEVEBOERLSA LMD, BIZZHOoNKBWE
ETHAB LHDOHWEBRPEICE HEENENIRSHTERD -/,

OEAERIARE TR ORE T, 1IR5RRRT B OKRE TR S/ ELD 5 Tk
MIREHE S & UMK MGBERBOEMIMSEE T, FHROBNERBEORTHIET
ThENEH N, —FH. BOEKREOEHINS 500 mg/kg RSO TH Shizdl,
RS PRRTHOBRA TURBOZIEBD SN TN & BT ZOFRL S 50
BN EDOWBYMBIRSICL EREBTIINWEER/,

BHEGAR TIE 500 mg/kg HBEBHOMEE T, FOKRBIRORFREIGTEICE N
LR R0 RS EBIET L, S, T SMRIFR, T idifER
HIREFE D O FRMFRIFIRE TCOFRFRORRIPEDSFEITIEML . ETIIRIBHK. 17
PER. IFEEEKEB L U VB METIRB TR S J UM BRI ORIBMEMET L
72, SOz, BEEEK/ FREFEILIIME L LEBICET L2, 125 ng/kg UTORSET
I3 500 mg/kg BEBICHKL TEERBVIOD, B DFEETEELELEH SN,
30 mg/kg MBI BV T LR SR TR ERMFFHRORBHEOFELIEMNL S VI
R K UFBHRORBIBEORTICLD ., BHER/ FFHRLOETHA LN,



30mg/kg BEFHOMIC BV THERIRORBHEDOETRIER TH -7z, —FH. 286
ORHERMZAZII I N O OEIFIERL . BICH VW THBHERICERT IR ONE D
DD, 7P E BEERCR B BEEK /RS EILO B RE/UB NP I MR O RIRSEE 0B B /s
BT EWot, WERTHOMRETHSNIELLFEDAAEZIF > BB ON
IleDHTH -1,

8. MEELFmEmMR (Table 7. Appendix 7)

RS TE S 500 ng/kg RS5O THERY VL SUICHAY I LEED
BELENY., BEOMTIIAC KR SUTR 7L T7F = VBEEOREREN A NENS
Sz, —7F. BB TIFICE 500 mg/kg HEHOMIcEVW TR L AT 0—
IWIRE OEIMAERD o,

9. MEFHREFRR
1) 23BEEE (Table 8 ~ 9. Appendix 8 ~ 9)

HERARR T ORMTIIME S b 500 mg/kg WEBHIBVT. BREBOFER
B AENEE. HNEEL LICRH oM., MTOEMEERMIT 125 ng/kg 258
LHBWTHEETH 72, TOMOBETIFE L BERBOSEHEIMESS 500 mg/ks
BEHICBNTHON, FRICEVCTREME T, BRICEVWTRIET, ThThigNER
ILFEENRBD SNz,

EER BRI T OHR TIE 500 mg/kg REHOM THRIKER OB E 2150
HBEETEHONIIIL. FREECAELENLBNERLLVIENEEOHE T
Hoitz, —H. REEEENFRICENL 72O BROBHERICIFERETIAS
Nrz, T/, WESHMBRTHICRA5NWAL - cBRRBEEOTEZET A 500 ng/ke
BEBOHTHNER, BHNEEL LIZED SN, LD H oo 3 EIERERHARM
KRTEOATHYHBYEOERSILLAEELEEL oD 5T,



2) PWERFTR (Table 10. Appendix 10)

(137 5 HARET#E 7 B RZ 81 51

fehig id 500 mg/kg IRESHOBEORE . MO 3 FUIIEKRD, WD 1 Fl. D 3 FlIC
BE/2Bo ons, %7z, 500 ng/kg REBDOFETIIHD 2 FIZER, MO IFICE
BB 573, 500 mg/kg RSEFOLUE I PICBEIRMOERAIIRE X N/,

(2)[E)15 3 B RA R 7 B R 1

500 mg/kg IRESBDUWD 2 HITIIIRICIERLED SN, S0 2 FUIIFRES 2V I3
TICRERAEREE S 7z, T Dfth, 500 mg/kg B 5B DOMED | HIICIIFHFIEBITEDREIZE
BROMEL S SNz,

3) 1A ERRR (Table 11, Appendix 11)
(145 AR 7 B S5

g TR B SOMIELF IS MO BRE S N b, 125 ng/kg D EOREHT
WLEMATHEL TED . 500 mg/kg BERICEVTIIE OKBIEAER S MM L TV e
(Photo 1~2), Ffz. BBEEREOULEFIIXNBRBL LU 30 ng/kg RSBV TIIHITE
BEINT., BOMBEE 2RO NBIZTTHo7ch, 126 mg/kg LILEDRSEICH
WIS I 2flicBE S N, M TIIE L - MIREDBH SHICEBIML TWwiz, 207k
. MHLF OB 2 oWTLY v ERERELEE LR, MO 125 ng/ke
DEomS5HETEBBCERL TREBRIBoLIZENL TV LS
(Photo 3~4). BEREBEDENEIANET DT VOB B LD LHETL 2,

B TIE30 ng/kg BEHB L UNBBEOME 1§, 125 ng/ke REBEOMH 2 5. 1t
24, 500 mg/kg BE5ROMBELPIIFRFHAMTOEMITEN S SR, 500 mg/kg 15
BETI3125 mg/kg RSB L B L CTLEDIEE OB WA S H - 72 (Photo 5~6),

FFBE T 500 me/kg RSB OH I F. M2 MCHAEOIREE LD, 125
B&U 30 ng/kg REFCOWTHHEMREIT 5 7225 125 mg/kg LT ORSHICITRD S
hietofz, o, ME2GICFREEGORERELS o d, BRMERSH LR
BEOMICBO W RIREDERIBD SNLD o7z, FOM, NAFELDEFICEEI N
77

BT D 500 ng/ks BEHBIUNBROL | FlICHBE/NMEY S LN,



F7o. MHmRC IRBIOHERMRE . BEEH 5V IILEBICHEE M REI N
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TOftt, FIRBF O 1 PUCEEE LA AR O & 250 R DEMLBH o niz, Lot
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(2)E){E A BREART#E T 0 SR 5

Rl © I3 2 BB ER BB X e A ARRECEEOZRIRD O Nh -1,
Fio, BEBEOULE IR0 I F. MaFl. 500 ng/ke BSOS EEX
. 500 mg/kg IREBTIIMBEHCLLE L TILE L BB 0O EINEAHED SNz,
NV U ERE Y R LRIEABEFREAITo BRSOV TL, B O 500 ng/ke
ISR CIIXIRE IR L THREER A PR A RH o1l LarL. BIER
PR T BRI BT 200 ) BB IRENT., REMERTHBRM S HBRTL P
CEETAEANED S,

BB TIIXIIBREOME 1 H). 500 ng/kg 5B OMMEEE 4 HIC FFERRMAZO EMFTE
B ot ht, EEHARE T RBRA IR SR T BRI & IR L TELOBEDBEL
Bl BIAA A RS ST,
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%%Bmw%%uﬁﬁbf%ﬁ%w6nmw$b%%ﬁf%égﬁﬁt%i6h6°



(£ £]

MEE %30, 125 & & U 500 mg/kg D& THEMED Sprague-Dawley 77*:7/ Mic28H
bz - CRHBO%RS L. TR 4BEoRERRARM % %7,

MBFEREICE WV TRSHBETEHICIETIE 500 mg/kg HE5BH T, MTW
125 mg/kg LI LDIZ58 T, FEBKRENICROEE, NEXREL S VICFIIROHROESR
BEOETEHEOEMGVRDON., WD 125 mg/kg LEOREH LS VICHOD
500 mg/kg 5B CIIHPRFMIRILEDEMLED SN TWD, Fio, —RERIZSH
IEORBREOKE, MBERHIFEH SN, REBHK TR OBV T’
500 mg/kg RE5B¥. M2 125 mg/kg LI OREH THREEQEMPRBRD sz,
D EOZFALITBBEREICENT 125 ng/kg LLEORESFHOBEBTAEDT) VO
LEROVICEENOTIEDLRD SN2 Z 0o DFHANTIEET, ML & 125 mg/kg
LDl EoRSRIcB W TRIEBMBEOREICL 58N, 25U, TORRE L TOBEMmIZ
L EMERRVEEL TWBEEXONS, FHICHTHHE/ENES. REARKT R
DEETRH SN/ 500 me/kg BEFHOMEICH T AITBEEEMLRE LR UREF
WWENRELLLDEEZON S,

BRICEVLTIIMD 125 mg/kg KL LEOIRSEE, H D 500 mg/kg 58 CHRIFHK R
PG 572 EBMITES S o0, 500 mg/ke 5B TIT 125 mg/ks REBE LB L
THEDREEOROFIAZN LDL, BEHEAOEMLITEL TWAEZ LIEHLSDT,
BMEEMICXT 2 RIGHEMITEDG LI ENG, ChoDBHEFRRD) B, 2R
M ARTFER O RBEAE OB B/ EICFPEk S & CIFBEER O FIRSEE A U I B REER /7R IFEK
HOBET H#T, BHFHRORBHEORTIM T, thth 30 ng/ks BEHIIHEWNT
bahoniczeh o, AEBRYMBEOBARERSHOBIFEEIE 30 ng/kg 2 TEHS & ¥
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—%. 4 OBEEMRMEIC & > TREHGMR TR o2 BEERS S SN, Hick W
THIBBEKICE TR OoNZ LOD., TOMOFARILHEET 25, L LAXNBHE%Z L0
2 TWz, 7o, MBFREICEWT L RIFRMBRER B L T MR Mme 80N
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BUIEZANEYDTFY vORBEINBH ESREHOMICH -1 EHERL . BEBROULE
LIS AR T I ARE) & BT 2 S BET AR o N TS, Eoll, BHICE
WT LIRS AR T EERA & B L TR OBE OB WHINFEL T AERIRO oNT
Wa, PEozeho, AEEMEICLAEME T NI T A EHANOENIEZ., 75D
PLliC L » CEEER A RS I EPERAS D Lo Tz,
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WER'Y L ZmPst o 500 mg/kg BSHTAH ORI TIX. W TRERBIR DO
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IIEMAED SNt h, ERY vicovwTdmbALS T LD, AV Lzow TS
FLrUTLDEEICEISHESRDONBVI LR LTIHICRBD SNBVWELTH
B DS, BBHERSOEE TRV IR L, Tz, M TEEEREBRIHL T
W3 L 27 o— LEEOHENNS SN d . BESRTEHIERDONBVELTH S
&, BIRBONEVELTHE I EDLBAENTFEELEA DN,

—7%. 500 mg/kg S BHOMTIRSARMBRTRICA/ G KB SVIZILTF= v
BEODFEREMNENENHONBINODORHIIARTH 5,

B IXEREMD 500 ng/kg REBOMIIBW IR oh, KEBYWEO <7 2D
MASZHRB T BROMEEBEA. BTFOELMEPREOHRSEIH SN & T 5HE
BH AN | RIEHEBEREORRLAOSHREIED SN2V & SERBIMIBRM
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Figure 1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats
Body weight changes

*, significantly different from control, p<0.05



Table 1-1

Twenty—eight—déy repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Body weight changes in males

Dose Day of dosing period
(mg/kg) 1 4 8 11 15 18 22 25 28
(10) §1s)) 10) (10) (10) (10) (10$) (10) (10)
0 166.6 1879 2207 243.7 2788 301.6 330.9 3511 363.5
+8.3 +11.0 +146 +16.1 +20.2 +229 +29.2 +320 +32.7
(5 (5) (5 (5) (5) (5) (5) (5) 5)
30 166.2 190.6 2252 2480 2825 304.0 333.9 3525 365.8
+8.7 +9.1 *+11.1 +134 *144 +17.7 +18.8 +193 +200
(5) (5) (5) (5) (5) (5) (5) (5) (5
125 166.2 188.1 2217 2466 2848 310.3 340.2 362.7 378.2
+94 *+135 *+=158 +18.2 +205 +21.7 +23.7 +215 +227
(10) (10) (10) (10) (10) (10) (10) (10) (10)
500 164.6 185.2 2185 244 4 2813 305.6 3359 3579 370.4
+83 +99 +11.7 =143 +183 +177 *219 *+245 +248
Dose Day of recovery period
(mg/kg) 1 4 8 11 14
® (5) (5) (5) (9)
0 368.1 387.7 4104 4247 4415
+40.7 X411 +430 +446 +450
(5) (5) (5) (5) (5)
500 379.2 4016 420.7 436.9 4535
*+21.2 +22.1 +221 +28.2 +30.9

( ). number of animals
Parameter, mean{g)+S.D.



Table 1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Body weight changes in females

Day of dosing period

Dose
{mg/kg) 1 4 8 11 15 18 22 25 28
(10) (10) (10) (10 10) (10) (10) (10) (10)
0 131.1 1449 159.2 168.9 179.5 188.3 2021 2115 216.5
+59 +86 +10.2 +13.3 +15.0 +156 +18.8 +19.4 *+195
(5) (5) (5) (5 (5) (5) ) (%) (5)
30 130.8 147.0 167.7 176.9 1918 203.6 220.6 2304 2418
=13 +28 +6.7 +76 +93 *8.6 +104 +94 +16.6
(5 (5) (5) (5) (5) (5) (5 (9) (5)
125 128.4 1425 156.4 164.5 176.0 180.9 195.7 2040 2130
+59 +96 +17.7 +208 +248 +297 +310 +34.1 +33.5
(10) (10) (10) (10) (10) (10) 10 (10) (10)
500 130.0 143.2 163.8 1727 187.0 196.3 213.1 2221 2305
+57 +6.2 +78 +87 *95 +129 +152 +154 +154
Dose Day of recovery period
(mg/kg) 1 4 8 11 14
5 (5) (5) (5) (5)
0 2149 2243 233.1 2379 246.0
+253 +27.3 +30.7 +308 +31.8
(5) (5) (5) ) (5)
500 2394 2548 266.4 2720 285.1 *
+185 +152 +158 +13.7 +15.0

( ), number of animals
Parameter, mean{g) =5.D.
*, significantly different from control, p<0.05



Table 2-1

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Food consumption in males

Dose Day of dosing period
(meg/ke) 1 8 15 22
(10) (10) (10) (10)
0 229 255 28.7 30.2
+16 +25 +20 +33
(5) (5) (5) (5)
30 22.5 256 26.3 28.7
+19 +2.1 +27 +23
) ® (5) 5)
125 223 270 291 320
x2.1 +37 +33 *+34
(10) (10} (10) (10)
500 19.1 %% 26.1 30.0 309
+22 +22 +22 +30
Dose Day of recovery period
(mg/kg) 1 8
(5) (%)
0 294 29.7
+28 +3.7
, (5 (5)
500 35.1 % 329
+20 *+29

( ), number of animals

Parameter, mean(g)+SD.
** significantly different from control, p<0.01
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Table 2-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Food consumption in females

Dose Day of dosing period
{mg/kg) 1 8 15 22
(10) (10) 10) ao)
0 18.5 19.7 189 20.6
+15 +15 +1.1 +33
(5) (5) (5) (5)
30 179 20.6 224 % 19.5
+13 +19 +23 +33
(5) 5 (5) (5)
125 16.6 17.0 * 19.2 18.3
+1.5 +21 22 +2.1
(10) (10) (10) (10)
500 16.1 %k 19.8 216 * 196
+15 *+19 +29 +40
Dose Day of recovery period
(mg/kg) 1 8
(5 (5)
0 20.6 215
*+3.3 +50
(5) (5)
500 246 * 25.7
+08 +45

( ), number of animals

Parameter, mean(g) +S.D.

*, significantly different from control, p<0.05
%%, significantly different from control, p<0.01



Table 3-1 ‘
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—~day recovery test of MEE in rats

Water intake in males

Dose On day 23 On day 9
of of
(mg/kg)  dosing period recovery period
(10) (5)
0 30.2 39.8
+11.1 +6.9
(5)
30 384
+10.3
(5)
125 20.7
+18.9
(10) (5)
500 36.5 38.6
+56 +6.8

( ), number of animals
Parameter, mean(g)xS.D.



Table 3-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Water intake in females

Dose On day 23 On day 9
of of
(mg/kg)  dosing period recovery period
10) (5)
0 25.6 254
+6.6 +5.2
(5)
30 29.2
*+6.7
(5)
125 285
+55
(10) (5)
500 25.6 320
*+6.8 +4.0

( ), number of animals
Parameter, mean(g) % S.D.



Table 4-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Urinalysis in males on day 1 of the dosing period

Microscopic examination of urinary sediment

Dose Number of Red blood celis Crystal Cast White blood celis Epithelial cells Color Turbidity
(mg/kg) animals - - =+ -~ - - + ly v vb db + ++
0 10 10 0o 10 10 10 10 0 g9 1 0 0 10 0 0
30 5 5 1 4 5 5 5 0 5 0 0 0 5 0 0
125 5 5 0 5 5 5 5 0 5 0 0 0 5 o 0
500 10 10 1 9 10 10 9 1 1 1 4 4 ok 9 0 1
Dose Number of pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
(me/kg) Animals 60 65 70 75 80 - = o+ ~ - =+ + -+ 4+ - * 4+ += o+
0 10 0 (1) é 3 1 ] 3 2 0 0 10 7 3 0 10 ¢ 0 10 ¢ o ¢ 0 8 2
30 5 0 0 2 2 1 4 1 0 0 0 5 4 1 0 5 0 0 5 o 0 0 0 5 0
125 5 0 1 4 0 1] 3 0 2 0 0 5 5 0 0 5 0 0 5 6 o 0 0 3 2
500 10 1 4 3 2 0 1 1 0 5 3 10 2 7 1 2 7T 1 4% 2 0 0 o 8 9 1
**, significantly different from control, p<0.01
Red blood cells -, not observed; &, 1-9/3 visual field; +, 10-99/3 visual field Color ly, light yellow; v, vellow; vb, yellowish brown; db, dark brown
Crystal -, not observed; £, a few; +, abundant Turbidity -, negative; %, tracs; +, slight; ++, moderate; +++, marked
Cast -, not observed; X, 1-9/3 visual field; +, 10-99/3 visual field Protein ~, negative; =, trace; +, 30 mg/dL; ++, 100 mg/dL; +++, =300 mg/dL
White blood cells -, not observed; =, 1-9/3 visual field; +, 10-99/3 visual field Glucose -, negative; £, 0.1 g/dL; +, 0.25 g/dL; ++ 0.5 g/dL
Epithelial cells =, not observed; %, a few; +, abundant Ketone -, negative; £, trace; +, slight; ++, moderate; +++, marked
Bilirubin -, negative; +, slight; ++, moderat; +++, marked
Occult blood -, negative; £, trace; +, slight; ++, moderate; H+, marked

Urobilinogen

=+, 0.1 EU/dL; + 1.0 EU/dL



Table 4-1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Urinalysis in females on day 1 of the dosing period

Microscopic examination of urinary sediment

Dose Number of Red blood cells Crystal Cast White blood celis Epithelial cells Color Turbidity
{mg/kg) Animals - - =* - - - + vy v vyb db - + ++
¢ 10 10 2 8 10 10 9 1 10 0 ¢ 0 10 0 0
30 5 5 Q 5 5 5 5 0 5 0 0 0 5 0 0
125 5 5 1 4 5 5 5 0 5 0 ¢ 0 5 0 0
500 10 10 0 10 10 10 10 0 3 2 3 2 kk 10 o 0
Dose Number of pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
(mg/kg)  Animals 60 65 70 75 80 - S = - - + 4+ -+ - = + o+
0 10 0 3 5 1 1 8 1 1 0 0 10 8 2 0 10 0 0O 10 0 0 0O 0 8 2
30 5 0 0 3 1 1 4 1 0 0 0 5 4 1 0 5 0 ¢ 5 0 0 o 0 5 0
125 5 0 1 2 2 0 5 0 0 0 0 5 5 0 0 5 0 ¢ 5 0o 0 O 0 4 1
500 10 0 7 2 1 0 3 0 0 4 3 Ex 10 5 % 0 5 5 0 %k 3 0 0 O 7 *k 10 0
**, significantly different from control, p<0.01
Red blood cells -, not observed; £, 1-9/3 visual field; +, 10-99/3 visual field Color ly, light yellow; v, yellow; yb, yellowish brown; db, dark brown
Crystal -, not observed: £, a few; +, abundant Turbidity -, negative; 1, trace; +, slight; ++, moderate; +++, marked
Cast -, not observed; £, 1-8/3 visual field; +, 10-99/3 visual field Protein -, negative; %, trace; +, 30 mg/dL; ++, 100 mg/dL; +++, 1300 mg/dL
White blood cells -, not observed: +, 1-9/3 visual field; +, 10-99/3 visual field Glucose —, negative; +, 0.1 g/dL; +, 0.25 g/dL; ++, 0.5 g/dL
Epithelial cells -, not observed; +, a few; +, abundant Ketone - negative; £, trace; +, slight; ++, moderate; +++, marked
Bilirubin -, negative; +, slight; ++, moderate; +++, marked
Qccult blood —, negative; +, trace; +, slight; ++, moderat; +++ marked

Urobilinogen

=+, 0.1 EU/dL; + 1.0 EU/dL



Table 4-2-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Urinalysis in males on day 23 of the dosing period

Microscopic examination of urinary sediment

Urinary volume

Specific gravity

Dose Number of Red blood cells Crystat Cast White blood cells Epithelial cells (mL/24hr)
(mg/kg) animals - - =+ - - - (MeantS.D.) {MeantS.D.)
0 10 10 o 10 10 10 10 173 = 58 1053 £ 0.012
30 S 5 0 5 5 5 5 233 + 88 1034 £ 0008 *
125 5 5 0 5 5 5 5 184 * 59 1051 =+ 0.014
500 10 10 0 10 10 10 10 195 £ 486 1.047 = 0012
Dose Number of GColor Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
(mg/kg) animals ly - 60 65 70 75 80 85 =90 - £ + + - - = + - - £ o+ += o+
0 10 10 10 0 1 3 2 3 1 0 0 3 6 1 10 4 3 3 10 10 ¢ 0 0 0 8§ 2
30 5 5 5 0 0 2 1 2 0 0 0 4 1 0 5 3 1 1 5 5 0 0 O 0 5 0
125 5 5 5 0 2 3 0 0 0 0 0 0 5 0 5 4 1 0 5 5 0 ¢ 0 0 4 1
500 10 10 10 1 4 4 1 0 0 0 1 4 5 0 10 5 5 0 10 10 0 0 0 0 9 1
¥, significantly different from control, p<0.05
Red blood cellis -, not observed; %, 1-9/3 visual field; +, 10-99/3 visual field Color ly, light yellow; y, vellow; yb, yellowish brown; db, dark brown
Crystal =, not observed; %, a few; +, abundant Turbidity -, negative; %, trace; +, slight; ++, moderat; +++, marked
Cast -, not observed; =, 1-9/3 visual field; +, 10-99/3 visual field Protein -, negative; =, trace; +, 30 mg/dL; ++, 100 mg/dL; +++, 2300 mg/dL
White blood cells -, not observed; =+, 1-9/3 visual field; +, 10-99/3 visual field Glucose -, negative; £, 0.1 g/dL: +, 0.25 g/dL; ++, 0.5 g/dL
Epithelial cells ~, not observed; , a few; +, abundant Ketone -, negative; %, trace; +, slight; ++, moderat; +++, marked
Bilirubin -, negative; +, slight; ++, moderat; +++, marked
Occult blood -, negative; , trace; +, slight; ++, moderat; ++, marked

Urobilinogen

£, 0.1 EU/dL; + 1.0 EU/dL



Table 4-2-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Urinalysis in females on day 23 of the dosing pericd

Dose

Microscopic examination of urinary sediment

Urinary volume

Specific gravity

Number of Red blood cells Crystal Cast White blood cells Epithelial cells (mL/24hr)
(mg/kg) animals - - =+ - - - (MeantS.D.) {MeantS.D.)
0] 10 10 3 7 10 10 10 129 = 40 1.046 == 0015
30 5 5 1 4 5 5 5 149 =+ 386 1053 %= 0013
125 5 5 0 5 5 5 5 13.7 = 48 1.047 = 0017
500 10 10 2 8 10 10 10 127 x= 42 1.051 x= 0.008
Dose Number of Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
(mg/kg) animals ly - 60 65 70 75 80 85 =290 - = + + - - =+ o+ - - = o+ 4+ + +
0 10 10 10 2 1 2 2 2 1 0 g8 1 1 0 10 10 0 0 10 10 0 0 0 0 10 0
30 5 5 5 1 2 0 0 0 0 2 4 1t 0 0 5 5 0 0 5 5 0 0 O 0 4 1
125 5 5 5 0 2 0 2 1 0 0 4 1 o 0 5 3 2 @ 5 9 o 0 ¢ 0 4 1
500 10 10 10 3 3 3 1 0 0 0 5 2 3 0 10 5 4 1 10 8 0 0 @ 1 8 2
Red blood cells -, not observed; +, 1-9/3 visual field; +, 10-99/3 visual field Color ly, light yellow; vy, veliow; yb, yellowish brown; db, dark brown
Crystal -, not observed; %, a few; +, abundant Turbidity -, negative; %, trace; +, slight; ++, moderat; ++, marked
Cast -, not observed; +, 1-9/3 visua! field: +, 10-99/3 visual field Protein -, negative; %, trace; +, 30 mg/dL; ++, 100 mg/dL; +++, 0300 mg/dL
White blood cells ~, not observed; £, 1-9/3 visual field; + 10-99/3 visual field Glucose -, negative; £, 0.1 g/dL; +, 0.25 g/dL; ++, 0.5 g/dL
Epithelial cells —, not observed; +, a few; +, abundant Ketene -, negative; %, trace; +, slight; ++, moderat; +++, marked
Bilirubin -, negative; +, slight; ++, moderat; +++, marked
Ocecult blood -, negative; +, trace; +, slight; ++, moderat; +++, marked

Urobilinogen

-+, 0.1 EU/dL; +, 1.0 EU/dL



Table 4-3-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Urinalysis in males on day 9 of the recovery period

Microscopic examination of urinary sediment

Urinary volume Specific gravity

Dose Number of Red blood cells Crystal Cast White blood cells Epithelial cells {mL/24hr)
(mg/kg) animals - +* + - =% - - (MeantS.D.) (MeantSD.)
0 5 4 0 1 0 5 5 5 214 = 42 1093 =X 0.005
500 5 5 0 0 0 5 5 5 200 = 45 1056 £ 0.007
Dose Number of Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
(mg/kp) animals ly - 60 65 70 75 80 85 += + + - - * + - - £ + ++ += o+
0 5 L 5 1] 0 1 2 1 1 1 4 0 5 1 2 2 5 4 0 0 1 5 0
500 5 5 5 0 1 2 2 0 0 2 3 0 5 1 1 3 5 5 0 0 0 4 1
*, significantly different from control, p<0.05
Red blood cells -, not observed; X, 1-9/3 visual field; +, 10~99/3 visual field Color ly, light yellow; v, yellow; yb, yellowish brown; db, dark brown
Crystal -, not observed; +, a few; +, abundant Turbidity -, negative; =, trace; +, slight; ++, moderate; +++, marked
Cast -, not observed; =+, 1-9/3 visual field; +, 10-99/3 visual field Protein -, negative; =, trace; +, 30 mg/dL; ++, 100 mg/dL; +++, 2300 mg/dL
White blood cells -, hot observed; =X, 1-9/3 visual field; +, 10-99/3 visual field Glucose -, negative; £, 0.1 g/dL; +, 0.25 g/dL; ++, 0.5 g/dL
Epithelial cells -, not observed; £, a few; +, abundant Ketone -, negative; , trace; +, slight; ++, moderate; +H+, marked
Bilirubin -, negative; +, slight; ++, moderate; +++, marked
Occult biood -, negative; %, trace; +, slight, ++, moderate; +++, marked
Urobilinogen =+, 0.1 EU/dL; +, 1.0 EU/dL



Table 4-3-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Urinalysis in females on day 8 of the recovery peried

Microscopic examination of urinary sediment Urinary volume Specific gravity
Dose Number of Red blood cells Crystal Cast White blood cells Epithelial cells {mL/24hr)
(mg/ke) animals - + + - =+ - - - (MeantS.D.) (MeantSD.}
¢ 5 5 0 o 0 5 5 5 5 119 = 238 1058 = 0.006
500 5 5 0 0 1 4 5 5 5 175 = 44 = 1.048 = 0.009
Dose Number of Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
(mg/kg) animals iy - 60 65 70 75 80 85 - o+ - - = o+ - - o+ ++ + o+
0 5 5 5 1 1 2 1 0 0 4 1 0 0 5 5 0 0 5 5 0 0 0 3 2
500 5 5 5 1 1 1 1 1 0 3 1 1 0 5 5 0 0 5 5 0 0 0 3 2
*, significantly different from control, p<0.05
Red blood cells -, not observed; =, 1-9/3 visual field; +, 10-99/3 visual field Color ly, light yellow; v, yellow; yb, yellowish brown; db, dark brown
Crystal -, not observed; £, a few; +, abundant Turbidity -, negative; &, trace; +, slight; ++, moderate; +++, marked
Cast —, not observed; %, 1-9/3 visual field; +, 10-93/3 visual field Protein -, negative; =, trace; +, 30 mg/dL; +, 100 mg/dL; +++, 2300 mg/dL
White blood cells -, not observed; =%, 1-9/3 visual field; +, 10-99/3 visual field Glucose -, negative; &, 0.1 g/dL; +, 0.25 g/dL; ++, 0.5 g/dL.
Epithelial cells —, not observed; £, a few; +, abundant Ketone -, negative; £, trace; +, slight; ++, moderate; +++, marked
Bilirubin -, negative; +, slight; ++, moderate; +++, marked
Occult blood —, negative; %, trace; +, slight; ++, moderate; +++, marked

Urobilinogen +, 0.1 EU/dL; +, 1.0 EU/dL
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Table 5-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Hematological findings in males at the end of the dosing period

Dose RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT
{(mg/kg) (x10*/ 1) (g/dL) (%) L {p2) {g/dL) (x10*/ L) %) (sec) (sec)
(5) (5) (5) (5) (5) (5 (5) (5) &) G))
0 737 147 443 80.1 199 33.2 100.0 35 165 20.7
+29 +05 +20 +18 +0.7 +0.3 +106 +0.8 +22 +26
(5) (5) (5) (5 (5) (5) (5) (5 (5) (5)
30 720 14.2 432 60.0 19.8 330 1084 35 17.4 206
+24 +03 +1.0 +1.1 +04 +03 +57 +05 +3.0 +15
(5) (5) 5) (5) 5) (5) &) (5) (5 (5)
125 718 144 437 608 20.0 329 98.6 53 % 16.2 194
X3 +04 +1.8 1.7 +0.6 +04 *+157 +14 +3.7 +19
(5) (5) (5) (9 (5 (53 (5) (5 (5) (5)
500 571 %% 12.6 ** 39.1 *x% 68.6 22.1 #x 32.2 ** 95.6 14.8 ** 15.2 18.8
+25 *05 *+15 +29 +09 *+03 X148 +13 *+15 +11
Dose WBC Neutrophil  Eosinophil Basophil Monocyte Lymphocyte
(mg/kg) (x100/ 2 L) (%) (%) (%) ) %)
(5) (5) 6)] o) (5) (5
0 88.6 9 1 0 6 84
+35.4 +3 +0 +0 +1 +4
(s) 6)) (5) ®) (5 (5)
30 67.8 9 1 0 5 85
+20.9 +5 *1 +0 +0 +5
(5) (9) (5) (% (5) (5)
125 79.7 12 1 0 7 81
+256 +8 +0 +=0 +2 +8
(5) (5 8 (5 (5) (5)
500 71.2 8 1 0 4 87
+324 +3 +0 +0 *2 +3

{ ). number of animals
Parameter, mean £ SD.
*, significantly different from = ~-trol, p<0.05
*¥_significantly different fron, _4ntrol, p<0.01



Table 5-1-2
Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Hematological findings in females at the end of the dosing period

Dose RBC Hemoglobin Hematocrit MCV MCHC Platelet  Reticulocyte PT APTT
(mg/kg) (x10%/ L) (fL) (g/dl)  (x10%/pL) (%) (sec) (sec)
(5) (5) (5) (5) (5) (5) (5)
1) 724 58.9 33.7 1109 22 124 16.3
+31 +13 +0.2 +4.1 +06 +0.2 +1.2
5 (5) (5) (5) (5) (5) (5)
30 672 60.2 33.5 108.6 45 127 16.4
+55 +2.1 +0.2 +156 +47 +05 +0.2
(5) (5) 6)] (5) (5) (3) (5)
125 655 * 61.0 33.0 ** 1045 58 127 16.1
+31 +15 +0.3 +96 +1.9 +04 1.1
)] (5 6)) (8 (s) () (8
500 548 ** 70.2 32.1 % 102.3 15,4 %% 133 * 16.2
+24 +13 +0.5 +109 +25 +05 *+15
Dose WBC Basophil Lymphocyte
(mg/ke) (x100/ 1 L) %) )
(5) (5) (5)
0 437 0 85
5 (5 (5)
30 310 0 70
+18.2 +0 +30
(5) 6)] )
125 40.7 0 89
+15.2 +0 +3
(5} (5 (5)
500 39.2 0 89
+87 +0 +4

(), number of animals
Parameter, mean +S.D.
*, significantly different from control, p<0.05
**x, significantly different from control, p<0.01



Table 5-2-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Hematological findings in males at the end of the recovery period

Dose RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT APTT
(mg/kg) (107 pL) (g/dL) %) (fL) (pg) (g/dL) (x10%/ ) %) (sec) (sec)
(5) (5) (5 (5) (5) (5) (5) (5) (5) (5)
0 793 148 441 55.6 18.7 33.6 994 3.1 17.4 21.1
+43 +04 +14 +25 +0.8 +0.1 +45 +06 +4.7 +1.5
(5) 5 (5) 5 )] (5) ) (5) (5 (5}
500 751 15.0 45.0 599 * 20.0 * 334 * 952 2.7 190 21.2
+21 +03 +1.2 +16 *+06 +0.1 +103 +04 *46 *11
Dose WwBC Neutrophil  Eosinophil Basophil Monocyte Lymphocyte
{mg/kg) (x100/ ¢ L) %) (%) (%) *%) %)
(5) (5) )] (5) (5) (5)
0 1011 12 1 0 4 83
+236.9 +6 1 +0 +1 +8
5y (3) 6] {5 (5) (9)
200 76.8 8 1 0 4 87
+10.7 *2 +0 +0 +2 *3

(), number of animals
Parameter, mean =8D.

*, significantly different from control, p<0.05



Table 5-2-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Hematological findings in females at the end of the recovery period

Dose RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet  Reticulocyte PT APTT
(mg/kg) (x10*/ L) (g/dL) ) (fL) (pe) (g/dL) x10*/ 1L [N (sec) {sec)
(5) (%) (5) (5) ) (5 (5) (5) (5) (5)
0 744 143 427 57.2 19.2 33.6 102.3 37 12.3 15.5
+28 *+08 +24 +1.3 +0.3 +04 +117 +16 +0.7 +1.8
(5) (%) (5} (3) (5 (3 (5) (5) (5) (5
500 742 19.3 45,6 61.5 %k 206 ** 335 99.0 2.1 126 16.9
+32 +0.6 +1.8 +1.2 +05 +04 +43 +06 +0.6 +1.9
Dose WBC Neutrophil  Eosinophil Basophil Monocyte Lymphocyte
(mg/ke) {(x100/ g L) %) %) (%) (%) %)
(5) (5) (5 5 (5) (5)
0 489 8 2 0 4 86
+55 +2 +1 +0 +2 +4
6) (5) 5) (5) (5) (5}
500 565 * 8 1 0 4 87
+40 +2 +0 +0 *1 +3

(), number of animals
Parameter, mean +S5.D.
*, significantly different from contral, p<0.05
**, significantly different from control, p<0.01



! Table 6-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Myelogram in males at the end of the dosing period

Dose Myeloblast Promyelocyte Neutrophilic Neutrophilic  Neutrophil  Eosinophilic  Eosinophilic ~ Eosinophil Basophil, Total
myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(me/ke) ®) ®) ) ® ) ®) ®) ) ®) )
(s (s (5) (5 (5) 1G] (5) 5 (5) &)
0 2.2 26 54 8.4 258 1.0 24 16 08 50.3
+0.9 *+09 +10 +19 +18 *+05 +1.1 +0.5 *0.7 +15
(5) {5) (5) (9 (5) (5 (5) (5) (5} (5)
30 23 28 6.0 9.8 21.7 %% 1.0 23 0.7 * 0.8 415
+0.4 +04 +0.5 *+13 +2.1 +0.4 +0.7 +03 +0.4 +34
(5) (s} s (5} &) (5) (5) (5) (5 (5)
125 2.2 2.6 7.2 8.0 19.3 ** 1.2 1.8 0.8 * 0.5 43.5 **
*+05 +0.7 +24 +2.8 +1.7 +0.5 +04 +0.7 +0.2 +28
(5) (5) (5) (5) 6] (5 (5) (5 (5) (3)
500 1.9 14 % 50 75 16.3 ok 0.9 1.3 0.5 ** 0.6 35.4 **
+1.3 +04 +=10 +1.1 +17 +06 +0.5 +0.3 +04 +3.2
' Dose Pro— Basophilic Pelychlomatic Normoblast Total Myeroid /  Lymphocvte  Histiocyte Plasma Mega— Mast
erythroblast erythroblast erythroblast erythroblast  Erythroid cell karyocyte cell
(mg/kg) (%) (%) (%) &) %) (%) %) %) (%) (%)
(5} 5} (5} (5) (5) (9 (5) (5) (5) () (s)
0 0.2 28 119 14.1 290 1.8 17.2 31 0.2 0.2 00
i *0.2 +*1.1 +24 +4.1 +25 +0.2 +2.6 =11 +03 +0.3 +0.1
(5) (5) (5) (5) () (%) (5) 6)) (5) (5) (5)
30 00 3.7 15.8 * 134 329 14 % 17.0 23 0.1 0.1 0.0
+=0.1 +1.1 +=1.0 +23 +25 +0.2 +29 +1.1 +0.2 +0.1 +0.1
(5) s {5) (5) (5) (9) {5) (5) (5) (5) (5)
129 0.4 34 17.1 %k 14.4 35.2 % 1.3 ok 17.9 3.1 0.2 0.1 0.0
+04 *1.1 +28 +45 +5.8 +0.3 +4.7 +04 +03 +0.1 *+0.0
GY C)) (s) (5 (5) (5) (5) (5) (5) (5 (s)
500 0.4 6.3 25.2 ®*% 175 49.4 xx 0.7 ** 115 * 33 0.2 0.3 0.0
+0.1 +4.1 +24 +3.1 +3.0 +0.1 +2.6 +05 +0.1 +=0.3 +00
{ ). number of animals
Parameter, mean =S.D. . R

*, significantly different from control, p<0.05

#k, significantly different from control, p<0.01



Table 6-1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Myelogram in females at the end of the dosing period

Dose Myveloblast Promyelocyte Neutrophilic  Neutrophilic  Neutrophil  Eosinophilic  Eosinophilic  Eosinophil Basophil, Totai
myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(mg/kg) %) (%) (%) (%) %) (%) %) ) (%) (%)
(5) (5) (5) (5) (5) (5) (5) (s) (5) ()]
0 38 22 58 76 19.9 1.7 2.2 1.0 0.8 450
+09 +1.1 +0.9 +1.0 +5.6 +0.6 +0.5 *05 *+04 68
(5) (5) (5) (5) (5) (s) (5) (5) (5) (5}
30 1.3 %% 28 7.1 84 184 1.6 2.8 11 0.5 440
+08 +0.39 +=15 *1.2 +20 +0.2 +0.38 +04 +0.2 +38
(5) ()] (5) (5) (5) (5 (5} (5) (5} (5)
125 1.4 ** 2.7 52 8.9 183 1.0 * 3.2 08 04 419
*0.3 *0.6 *22 +0.6 +4.1 +03 +13 +0.4 +0.2 +52
5) (5) (5) (5) (5} (5) (5) {5} {5} (5)
500 1.5 ** 1.4 5.7 6.0 15.7 0.6 ** 2.1 0.8 05 344 %
+13 +0.8 +22 14 +28 *+0.3 +0.6 +0.3 +04 *+56
Dose Pro- Basophilic Polychlomatic Normoblast Total Myeroid / Lymphocyte Histiocyte Plasma Mega~ Mast
erythroblast erythroblast erythroblast erythroblast Erythroid cell karyocyte cell
(me/ke) ) ®) ®) ®) ) ® ®) ) ®) %
(5) (9) (5 (5) () (5) (5) (5) (5) (5) (5)
0 04 3.6 13.2 1.4 286 1.6 222 3.7 0.3 0.2 0.0
*+04 *16 #3.8 +3.2 *+=50 *05 *53 *1.6 +0.2 +0.1 +0.1
(5) (5 (5) (9 (5 (5) (5) (5) (5) (5 (5)
30 08 4.8 15.2 133 341 1.3 184 2.7 0.3 04 0.0
*+05 +1.7 *2.7 +33 *+44 *0.2 *4 +0.8 +0.3 *+0.2 *0.0
{5) (5) (5) (5} (5) (5) (5) (5) (5) (5) (5)
125 0.5 2.0 16.8 16.5 * 35.9 1.2 19.0 26 0.1 05 0.0
*+0.6 *039 *+53 +18 - 76 +03 +50 +1.0 +0.2 +05 +0.1
(5) (5) (5) (5) {5) (5) 6)) (5 (5) (5) (5
500 03 64 * 21.9 *% 19.6 ** 48.2 ** 0.7 *x* 14.3 2.3 03 04 0.0
*03 *22 24 *2.7 *5.1 +0.2 *33 +0.9 +0.2 +04 *0.1

() number of animals
Parameter, mean £S.D.
*, significantly different from control, p<0.05
**_ significantly different from contral, p<0.01
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Table 6-2-1

Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Myelogram in males at the end of the recovery period

Dose Myeloblast Promyelocyte Neutrophilic Neutrophilic  Neutrophil  Eosinophilic  Eosinophilic  Eosinophil Basophil, Total
myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
{me/ke) (%) 1t} 169 (% %) %) (%) % (%) 169
(s} 5 )] (5) (5) () (5) (5) (5) ()]
¢ 25 3.1 82 8.1 229 06 1.7 09 0.6 487
+09 *08 +1.9 *+1.2 +49 +04 +0.7 +0.6 +0.5 +6.4
(5) (5) (5) (5) (5) (5) (5) (5) (5} (5)
500 23 3.1 6.5 100 227 0.9 15 06 04 48.1
+10 +14 +18 +16 +54 +03 +08 +0.2 +04 +7.5
Dose Pro- Basophilic Polychlomatic Normoblast Total Myeroid / Lymphocyte  Histiocyte Pilasma Mega— Mast
erythroblast erythroblast erythroblast erythroblast  Erythroid cell karyocyte cell
{mg/ke) (%) %) ) %) (%) %) (% (%) (%) (%)
(8 (5 (8) (5 (5 (5) (5) (5) (5) (5) G)
0 0.6 45 118 13.0 299 1.7 18.3 25 04 0.2 0.0
*04 *+1.3 +22 +22 +4.6 +04 3.5 +=1.2 +04 +0.1 +00
: (5) (5) {5) GY) (5) (%) (5 )] (5) (5} s
500 0.5 48 12.7 11.6 295 1.8 18.2 35 0.5 0.1 00
+03 +28 +3.0 +3.0 +83 +0.8 +48 +0.3 +0.2 +0.2 +0.1

(). number of animals
Parameter, mean +=S.D,



Table 6-2-2
Twenty~-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Myelogram in females at the end of the recovery period

Dose Myeloblast Promyelocyte Neutrophilic Neutrophilic  Neutrophil  Eosinophilic  Eosinophilic  Eosinophil Basophil, Total
myelocyte metamyelocyte myelocyte metamyelocyte all types granulocyte
(ma/ke) ®) ®) ®) ® ®) ®) ® ® ® *)
5 (5) (5) (5) () (5) (5) (5) (5 (5)
0] 1.7 35 6.1 9.2 203 15 2.4 15 0.9 46.9
+0.9 +07 +1.2 +25 +48 +05 +0.8 +04 +0.3 +45
(5) (5 (5) (5) 6)] {5) (5) (5) (5 (5)
500 2.6 25 % 8.0 * 7.8 236 14 3.0 1.4 1.2 515
+08 +03 +12 +1.7 +16 +04 +0.6 +0.6 =10 +34
Dose Pro- Basophilic Polychlomatic Normoblast Total Myeroid /  Lymphocyte Histiocyte Plasma Mega- Mast
erythroblast erythroblast erythroblast erythroblast  Erythroid cell karyocyte cell
(mg/kg) ®) @) ®) ® ®) ®) ®) %) ) )
(5) (5) (5) (5) (5) (5) (5) s (5) (5) (5)
0 04 33 134 13.3 30.4 1.6 19.2 30 04 0.2 0.0
+0.4 +17 14 +3.1 *42 *0.2 +6.4 +14 +02 +0.2 *+0.0
(5) (5) (5} (5) ) (5) (s) (5) (%) (5) (9)
500 0.2 2.8 10.5 10.8 243 * 22 * 208 2.6 05 03 0.0
*0.1 *1.0 +33 +23 +39 +04 +45 +0.7 *05 +03 *+0.0

( ). number of animals
Parameter, mean = S.D.
*, significantly different from control, p<0.05



Table 7-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Biochemical findings in males at the end of the dosing period

Total Albumin A/G BUN Creatinine Glucose Total Tri- Total
Dose protein cholesterol glyceride bilirubin
(mg/ke) (g/dL) (g/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {mg/dL) (mg/dL}
(3 (5) (8 {5) (5) (9 (5 5 (5)
0 53 30 1.32 13 0.6 135 39 45 0.08
+0.3 +0.1 +0.14 +3 +0.0 +9 +8 +12 +0.01
(5) &) 5 (9) (5) ) ) ) 5
30 5.2 2.9 1.29 9 0.6 127 37 41 0.07
+0.2 0.1 +0.18 +2 +=0.0 *12 +2 +16 +0.02
(5) (5) (5 (5} (5) (5 (5) (5) 5
125 5.2 30 1.30 10 06 130 37 39 0.07
+0.2 +0.1 +0.08 +3 +=0.1 14 +4 +16 +0.02
(5) (5) (5) &) (5} (9 5) (5) (5)
500 49 2.9 1.40 11 0.6 117 38 43 0.09
+0.2 *+0.1 +0.06 +2 +0.0 +=8 +=10 +=13 +0.02
Inorg. Ca Na K Ci ALP GPT GOT Y -GTP
Dose phos. :
(mg/kg) (mg/dL) (mg/dL) {mEag/L) (mEg/L) (mEg/L) u/L /L) {U/L) {u/L
(5) (5) (5 (5 &) (5) (5 (5) (8
0 74 9.0 145.0 3.87 107.5 403 31 n 1)
+0.2 +0.2 +=038 +0.04 +21 +108 +2 +2 *1
(3 (5 (%) (5) (5 (5) &) (5 (5)
30 1.7 9.3 145.3 408 107.8 399 30 69 1
+0.8 +0.1 +1.2 +0.22 +1.3 +95 +3 +9 +1
(5) (5) (5) (5) (6] 6)) (5) )] (5
125 7.8 93 144.7 3.92 106.6 434 38 83 0
+04 *+03 +0.6 +0.05 1.7 +43 *8 *+=14 =0
5 )] )] (5 (5) (5) (5) (5) (5)
500 84 * 89 1451 437 107.2 342 33 77 1
+04 £0.2 +15 +0.40 1.3 +81 +13 +22 +1
( ), number of animals
Parameter, mean =SD. -
*, significantly different from control,» 103 o

**, significantly different from control, p<0.01



Table 7-1-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Biochemical findings in females at the end of the dosing period

Total Albumin A/G BUN Creatinine Glucose Total Tri—- Total

Dose protein cholesterol glyceride bilirubin

{mg/kg) {g/dL) (g/dL) (mg/dL) (mg/dL) (mg/dL) {mg/dL) {mg/dL) {mg/dL)
(5) (5) (5) (5) (5) (5) {5) (5) (5)
0 5.0 29 1.41 i8 0.5 127 47 18 005
+0.2 +01 +0.12 +3 +0.1 +10 *+11 +4 +0.01
(5) (5) (5) (5) (5) (5) (5) (5) (5)
30 53 3.1 1.40 19 06 122 41 22 0.05
+0.2 +02 +0.14 +3 +0.0 +6 +11 *6 +0.01
(5) )] (5) &) (5) (5) (5) (5} {5)
125 5.2 31 1.48 19 06 121 42 19 0.05
+04 +0.2 +0.21 +3 +0.0 +15 +4 +6 +0.01
(5) (5) (5) {5 (5) &) )] {5) (5)
500 48 3.0 1.72 16 06 i18 38 21 0.06
+02 +0.3 +0.25 +2 +0.1 +12 +9 *+6 +0.02

Inorg. Ca Na K Cl ALP GPT GOT vy -GTP

Dose phos.
(mg/kg) {mg/dL) (mg/dL) (mEg/L) {mEq/L) (mEg/L) (u/L) (U/L) U/ (U/L)

(5) (5 (5) (5) (5 (5) (5 €)) (5
0 5.9 89 1445 3.78 108.3 272 25 67 1
0.7 +03 *+1.6 +0.19 1.0 x+79 *4 +4 +1
Gy (5) (5) &) 6)] (5) () {5) )]
30 7.1 9.2 143.7 4,00 108.5 268 31 72 0
+07 +04 +0.6 +0.21 +1.3 +64 +25 +26 +1
(5) {5} (8) (5) (5) 6)) )] (5 (5)
125 7.5 93 1442 3.97 108.6 241 30 77 1
+0.7 +04 *+1.2 +0.16 +1.7 +32 +14 *+21 +0
(5) (5 (5) (5) (5) (5) {5 (5 &)
500 18 9.1 1443 3.77 106.9 292 25 64 1
+0.8 +0.2 +10 *0.14 *1.1 +69 +4 *+5 +=0

(). number of animals
Parameter, mean =S.D.

*, significantly different from control, p<0.05
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Table 7-2-1

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Biochemical findings in males at the end of the recovery period

Totat Albumin A/G BUN Creatinine Glucose Total Tri- Total
Dose protein cholesterol glyceride bilirubin
(mg/kg) {g/dL) {g/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {mg/dL)
(5) (9 6] (5 (5) (5) )] (5) (5
0 5.0 30 1.58 16 0.6 131 35 37 0.09
+0.2 +0.1 +0.26 *1 +0.0 +11 +6 +7 +=0.01
6] (5) (5 (5) (5 5) (5) (5) 5)
500 48 29 1.55 18 0.6 136 36 141 0.07
=0.1 *0.1 +=0.14 +2 +0.0 +=14 10 +15 +0.01
Inorg. Ca Na K Cl ALP GPT GOT Y -GTP
Dose phos.
(mg/kg) (mg/dL) (mg/dL) {mEq/L) {mEg/L) (mEg/L) (U/L) (U/L) (UA) (U/L)
() (9 (5} (5) (5 {5 (5 (5) (5)
0 6.8 85 145.5 3.97 1013 344 30 Fa 0
+0.6 +02 +=1.2 +0.12 =15 +48 +1 +13 +=0
(5) (5} (5) {(5) (5) (%) {5) (5) (5)
500 7.1 8.6 145.7 3.83 107.4 273 31 69 0
+0.4 +0.2 0.7 +0.10 +0.7 +54 +4 +95 +=0

( ), number of animals
Parameter, mean £S.D.



Table 7-2-2
Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Biochemical findings in females at the end of the recovery period

Total Albumin A/G BUN Creatinine Glucose Total Tri- Total
Dose protein cholesterol glyceride bilirubin
(mg/ke) (g/dL) (g/dL) {mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {ma/dL)
(5) (58) (5) 6)] (5) (5) (5) (5} (5)
0 48 3.0 1.72 21 0.7 133 40 24 0.08
*+03 +0.2 +0.16 +3 +0.1 +15 +7 +3 +0.01
(5) (5) (5) (5 (5) (5) (5 (5) (5}
500 5.2 33 1.70 19 0.7 134 54 % 31 0.08
+04 +0.3 +0.10 +3 +0.1 +15 +9 *+12 +0.02
Inorg. Ca Na K Cl ALP GPT GOT ¥-GTP
Dose phos.
(mg/kg) {mg/dL) {mg/dL) {mEgq/L) (mEq/L) (mEg/L) (U/L) (U/L) (U/L) (U/L)
(5) )] (%) (5 (5) (5) (5 (5) (5
1) 6.8 8.6 144.4 4.00 108.9 184 25 66 0
+0.8 02 +08 +0.25 *+09 +50 +2 +6 *1
(5 )] (9 (5 (9) (5) (5) (5) (5)
500 6.1 8.8 144.6 N 103.2 199 26 64 o
+0.2 +0.2 +=0.3 +0.23 +10 +39 +7 +15 *1

(), number of animals
Parameter, mean =S.D.
*, significantly different from control, p<0.05



Table 8-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14~day recovery test of MEE in rats

Absolute organ weights in males at the end of the dosing period

Body . . .
Dose weight Brain Thymus Lung Liver Kidneys Spleen
{mg/kg) (g {mg) (mg) (mg) (mg) (mg) {mg)
&Y (5) 5 (5) (5) (5) 6]
0 3348 1863.9 458.4 1124.5 10334.1 2560.4 666.7
+205 +96.3 +87.2 +1084 +1466.1 +443.1 +93.1
(5) (5) 5 (5) (5) (5) (5)
30 332.8 1876.5 565.7 1130.6 10583.1 2594.2 665.5
+18.3 +59.4 +54.4 +429 +1164.7 +218.2 +978
&) (5) &) (9) (5) (5} (5)
125 3415 1866.3 508.7 1128.4 11189.5 2696.3 798.3
+19.5 +58.5 +882 +36.5 +607.6 +176.5 +119.8
16)] (5) (5) (5) (5) (5) (5)
500 3325 1892.0 484.8 1185.8 11535.0 2997.5 1345.8 **
+30.5 +38.0 +743 +89.6 +434.3 +2776 +308.7
Thyroid Adrenal
Dose gland glands Testes
{me/kg) (mg) {mg) (mg)
(5} (5) (5)
1] i7.6 52.5 28585
+39 +5.7 +158.4
(5) (5) (5)
30 180 496 30733
*+24 +6.3 +333.5
{5) (5) (5)
125 18.7 52.2 2859.4
+3.1 +8.2 +211.3
(5 (5) (5)
500 16.2 51.8 2963.8
+=2.2 *+80 +269.0

{ ), number of animals
Parameter, mean =S.D.

**, significantly different from control, p<0.01

i



Table B8-1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Absolute organ weights in females at the end of the dosing period

Body . . .
Dose weight Brain Thymus Lung Liver Kidneys Spleen
{mg/kg) (g} (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) (5) (5) {5)
0 2018 1743.3 561.0 883.7 5920.5 1656.8 499.2
+16.4 +86.7 +1625 +956 +685.7 +146.5 +64.4
(5} (5) (5) ) (5 (5) 5)
30 218.8 1730.2 479.4 938.3 6719.5 1801.6 484.4
*14.1 +83.0 +129.2 +72.7 +625.0 +55.1 *+63.5
5 (5) (5) (5) (5) (5) (5)
125 190.1 1758.2 412.0 880.9 5855.5 1571.7 581.5
+288 +48.1 +122.1 *+105.2 +738.7 +1856 +162.6
(5) (5) (5) (5) (5) (5 (5)
500 205.2 1767.2 479.8 955.7 6698.3 1735.0 B61.7 #%x
+160 +377 +100.4 +83.0 +517.5 +1204 +91.3
Dose Thyroid Adrenal Ovaries
gland glands
(mg/kg) (mg) (me) (mg)
(5) (5) {(5)
0 15.2 55.0 80.5
+22 +49 +144
(5) (5) (5)
30 15.6 64.3 90.2
+18 +53 +16.1
16)) ) (8)
125 17.9 56.5 70.5
+3.1 +6.4 +16.1
(5} (5) 6)]
500 18.4 62.3 80.7
*36 *=57 +8.7

( ), number of animals
Parameter, mean £S.D.

** significantly different from control, p<0.01



Table 8-2—1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Absolute organ weights in males at the end of the recovery period

Body

Dose weight Brain Thymus Lung Liver Kidneys Spleen
{mg/ke) (g (mg) (mg) {mg) (mg) {mg) (mg)
5 {5 (5 (5) (5) ) (5)
0 403.4 1986.1 4715 12325 11786.0 2854.7 807.5
+40.3 +69.5 +50.1 +108.7 +1074.6 - *£267.6 +112.8
(5) (%) (5) (5) (5) 6] (5)
500 4158 1943.6 490.1 1317.0 12602.1 3122.2 935.9
+264 +729 +90.3 +108.3 318624 +1370 +1724
Dose Thyroid Adrenal Testes
gland glands
(me/kg) (mg) (mg) {mg)
(5} (5) (5)
0 23.0 60.5 3036.2
+2.3 115 +203.1
(3) (5) (5)
500 174 * 629 31165
+33 +=11.7 +157.0

( ), number of animals
Parameter, mean £S8.D.
*, significantly different from control, p<0.05



Table 8-2-2
Twenty—eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Absolute organ weights in females at the end of the recovery period

Dose f;:ﬁt Brain Thymus Lung Liver Kidneys Spleen
(mg/kg) () (mg) {mg) (mg) (mg) (mg) {mg)
(5) {5) (5) (5) (5) (5) (5)
0 225.1 1803.2 3845 927.9 6376.4 1884.2 506.6
+279 +31.2 +36.2 +61.7 +743.4 +208.1 +60.1
(5) 5 (%) (5) (5) 6)} 5
500 2578 * 1831.2 4542 990.9 18733 * 20038 632.3 *
+12.1 +77.4 *+74.1 +408 +697.3 +121.1 +88.6
Dose Thyroid Adrenal Ovaries
gland glands
(mg/kg) {(mg) (mg) (mg)
(5) (5) (5)
0 i8.1 68.9 87.2
+33 +6.2 =119
&)l (5) (5
500 183 756 917
2.7 +13.9 +57

( ), number of animals
Parameter, mean £S5.D.
*, significantly different from control, p<0.05
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Table 9-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Relative organ weights in males at the end of the dosing period

Body . . .
Dose weight Brain Thymus Lung Liver Kidneys Spleen
(mg/kg) (g) {mg/g) (mg/g) {me/g) {me/e) (mg/g) (me/g)
(5) (5 (5) (5) (5) (5) Q)
0 3348 5.586 1371 3.370 30.771 7.623 1.991
+£29.5 +0.342 +0.254 +0.339 +2.153 +0.946 +0.217
5 )] (5) (9) (5) (5) )
30 3328 5.651 1.700 3.402 31.731 1.797 1.995
+18.3 +0.364 +0.133 +£0.173 +1.962 +0.548 +0.212
(9) (5) &) &) (5) (5) )
125 3415 5.479 1.500 3.310 32.820 7.899 2.344
+198.5 +0.358 +0.310 +0.159 +2.060 +0.398 +=0.383
()] (5) (5 (5) (5} (5 (5)
500 332.5 5.721 1.478 3.572 34.827 * 5.034 * 4.078 #*
+305 +0.447 +0.316 +0.155 +2.059 +0.735 +1.048
Dose Thyroid Adrenal Testes
gland glands
(mg/ke) (mg) (mg/e) (meg/g)
(5) 5 (5)
0 0.053 0.156 8.598
+0.012 +0.009 +0.939
(5) {5) (8
30 0.054 0.149 9.239
+0.005 +0.018 +0.938
5 (5) (5)
125 0.055 0.153 8.388
+0.009 +0.022 +0.695
(5) (5) (9
500 0.049 0.156 8.919
+0.008 +0.022 +0.412

(

), number of animals
Parameter, mean S.D.

*, significantly different from control, p<0.05

**, significantly different

n control, p<0.01



Table 9-1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Relative organ weights in females at the end of the dosing period

Dose WB;:P\:,( Brain Thymus Lung Liver Kidneys Spleen
(mg/kg) (g) (mg/g) {mg/z) {me/g) {me/g) {me/g) (mg/g)
(5) (5) (5) (5) (5) (5} (5)
0 201.9 8.659 2.754 4.389 29.265 8.205 2.470
+16.4 +0.439 +0.667 +0.480 +1.226 +0.219 +0.221
(5) (5) 6)] (5) (5) 6] (9)
30 216.8 7.995 2.206 4329 30972 8.327 2.234
+14.1 +0.400 +0.570 +=0.197 +1634 +0.323 *=0.259
(5} (5) (5) (5) (5) (5) (5)
125 1901 9.406 2.167 4661 30.962 8.308 3.070 *
+289 +1.299 +0.572 +0.336 +2.306 +0.387 +0.455
(5) (5) (5) (5) (5) (5) (5)
500 205.2 8.655 2.344 4.661 32.646 * 8.466 4183 **
*+16.0 +0.704 +0.477 +0.253 *+0.342 +0.356 +0.190
Dose Thyroid Adrenal Ovaries
gland glands
(mg/kg) {mg) (mg/g) (me/g)
(5) (5) (5)
0 0.076 0.273 0.388
+=0.012 +0.009 +0.058
(5) (5) (5)
30 0072 0.297 0.416
+0.011 +0.026 +0.068
5 (5) (5)
125 0.095 0.300 0371
+0.017 +0.038 +0.054
(5) (¢)] (5)
500 0.089 0.305 0.393
+0.013 +=0.029 +0.033

( ), number of animals
Parameter, mean =S.D.

*, significantly different from controi, p<0.05
**, significantly different from control, p<0.01



Table 9-2-1
Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Relative organ weights in males at the end of the recovery period

Body . . .
Dose weight Brain Thymus Lung Liver Kidneys Spleen
(mg/ke) (&) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g)
(5) 5) (5) (5) (5) 5) (5)
0 4034 4.952 .17 3.059 29.236 7.092 2.006
+40.3 +0.378 +0.098 +0.113 +0.479 +0.437 +0.235
(5) (5) (5) (%) (5 (5) (5)
200 4158 4.682 1.175 3.168 30.225 7.533 2.240
*+=264 +0.181 +0.181 +0.178 +3.139 +0.585 +0.316
Dose Thyroid Adrenal Testes
gland glands
(mg/kg) (mg/g) (me/e) (mg/g)
(5) (5) (5)
0 0.057 0.148 7.547
=+0.007 +0.018 +0.295
{5 5 (5)
500 0.042 * 0.151 7.501

+0.00% +0.027 +0.226

{ ), number of animals
Parameter, mean £=5S.D.
*, significantly different from control, p<0.05



Table 9-2-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Relative organ weights in females at the end of the recovery period

Body . . .
Dose weight Brain Thymus Lung Liver Kidneys Spleen
{mg/kg) (g) (me/g) {mg/g) {mg/g) {me/g) (mg/g) (mg/g)
(5) (5} (5) (5) (5) 5 (5)
0 225.1 8.131 1.737 4.151 28.360 8.387 2.253
*279 +1.229 +0.322 +0.313 +0.732 +0.300 *0.097
(5} (5) )] (5) &) (5) (5)
500 257.9 * 7.106 1.768 3.845 30.505 * 7.776 * 2.451
+=12.1 +0.236 +0.331 +0.132 +1.646 +0.457 +0.306
Dose Thyroid Adrenal Ovaries
gland glands
{mg/kg) {me/g) {mg/g) {mg/g)
(5) 5 (5)
Q 0.081 0.308 0.388
+0.016 +0.030 *+0.034
(5 (5) (5
500 0.071 0.292 0.356
+0.008 +0.040 +0.030

(), number of animals
Parameter, mean =S.D.

*, significantly different from control, p<0.05



Table 10-1-1
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Macroscopical findings in males at the end of the dosing period

. % L 2 T .

[ §

. Kk K

Group 0 mg/kg 30 mg/kg 125 mg/kg 500 mg/kg
Grade — + - + - + - +
(Spleen) [ 5] [ 5] [ 5] [ 5]
Enlargement 5 0 5 0 5 0 0 5
Dark 5 0 5 0 5 0 4 i
(Kidney) [5] [ 5] [ 5] [ 5]
Enlargement 5 0 5 0 5 0 2 3
(Liver) [ 5] [ 5] [ 5] [ 5]
Enlargement 5 0 5 0 5 0 3 2

-, Negative; +, Positive
[ ], Number of animals examined



Table 10—-1-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Macroscopical findings in females at the end of the dosing period

Group 0 mg/keg 30 mg/kg 125 mg/kg 500 mg/kg
Grade - + - + - + - +
(Spleen) [ 5] (5] [ 5] [ 5]
Enlargement 5 0 5 0 5 0 2 3
Dark 5 0 5 0 5 0 2 3
(Liver) [ 5] [ 5] [ 5] (5]
Yellowish 5 0 5 0 5 0 2 3

—, Negative; +, Positive
[ ], Number of animals examined



Table 10-2-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Macroscopical findings in males at the end of the recovery period

Group 0 mg/kg 500 mg/kg

Grade - + -
(Spleen) [ 5] [ 5]

Enlargement 5 0 3
(Kidney) [ 5] [5]

Enlargement 5 0 4
(Liver) [ 5] [ 5]

Enlargement 5 0 4

-, Negative; +, Positive
[ 1, Number of animals examined



Table 10-2-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Macroscopical findings in females at the end of the recovery period

Group 0 mg/kg 500 mg/kg

Grade - + - +
(Esophagus) [ 5] [ 5]

Attachment, yellow clot, on the

area of Hilus pulmonis 5 0 4 1

-, Negative; +, Positive
[ ], Number of animals examined



Table 11-1-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Histological findings in males at the end of the dosing period

Group
Grade

0 mg/kg

+/-

+

++ 4+

Pos.

30 mg/kg

+/-

123 mg/kg

+/-

+

500 mg/kg

+/-

+

(Spleen)
Hematopoiesis, extrameduilary
Deposit, pigment, brown
[Bertin Blue Stain:
Positive granules]
(Bone marrow of Femur)
Hematopoiesis, increased,
erythrocyte
(Liver)
Fatty change, periportal
Microgranuloma
Hematopoiesis, extramedullary
(Kidney)
Eosinophilic body
Basophilic tubule, cortex
Mineralization,
medulla/papilla
(Brain)
No remarkable change
{Heart)
No remarkable change
(Stomach)
No remarkable change
(Thyroid gland)
No remarkable change
{Adrenal gland)
No remarkable change
(Testis)
No remarkable change
(Urinary bladder)
No remarkable change
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~. Negative; +/-, Very slight; +, Slight: ++, Moderate; +++, Severe; Pos., Total of positive grade

[ 1. Number of animals examined

**, significantly different from control p<0.01 {Two—tailed Mann—-Whitney U test)

*, significantly different from control p<0.05 (Two—tailed Mann—Whitney U test)
##, significantly different from control p<0.01 (One-tailed Fisher exact test)
#, significantly different from control p<0.05 (One-tailed Fisher exact test)



Table 11-1-2

Twenty-eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Histological findings in females at the end of the dosing period

Group
Grade

0 mg/kg

+/-

+

o+

Pos.

30 mg/kg

+/-

O+

Pos.

125 mg/kg

+/-

+

++

+++

Pos.

500 mg/kg

+/=

+

(Spleen)

Hematopoiesis, extramedullary

Deposit, pigment, brown

[Berlin Blue Stain:

Positive granules]

(Bone marrow of Femur)

Hematopoiesis, increased,

erythrocyte

(Liver)

Fatty change, periportal

Microgranuloma

Hematopoiesis, extramedullary
(Kidney)

Basophilic tubule, cortex

Mineralization, medulla
(Ovary)

Increase, atresia, follicle
(Brain)

No remarkable change
(Heart)

No remarkable change
(Stomach)

No remarkable change
(Thyroid gland}

No remarkable change
(Adrenal gland)

No remarkable change
(Urinary bladder)

No remarkable change
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—. Negative; +/-, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade

[ 1 Number of animals examined

**, significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)

*, significantly different from control p<0.05 (Two-tailed Mann-Whitney U test)
#, significantly different from control p<0.05 (One—tailed Fisher exact test)



Table 11-2-1

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of MEE in rats

Histological findings in males at the end of the recovery period

Group 0 mg/kg 500 mg/kg
Grade - +/— + ++ 4t Pos. - +/- + ++ A+t Pos.
(Spleen) [ 5] [ 5]
Hematopoiesis, extramedullary 0 4 1 0 0 5 0 5 0 0 0 5
Deposit, pigment, brown 2 3 0 0 3 0 1 4 0 0 5
[Berlin Blue Stain:
Positive granules] 0 i 4 0 0 5 0 0 4 1 0 5
(Bone marrow of Femur) [ 5] [ 5]
Hematopoiesis, increased,
erythrocyte 5 0 0 0 0 0 1 2 2 €] 0 4
(Liver) [ 5] [ 5]
Fatty change, periportal - 0 2 3 0 0 5 0 3 2 0 0 5
Microgranuloma 2 3 0 0 0 3 3 2 0 0 t) 2
[1]

(Kidney) [ 0]
No remarkable change :

—, Negative; +/—, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
[ ], Number of animals examined

¥, significantly different from control p<0.05 (Two—tailed Mann-Whitney U test)

#, significantly different from control p<0.05 (One-tailed Fisher exact test)



Table 11-2-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of MEE in rats

Histological findings in females at the end of the recovery period

Group 0 mg/kg 500 mg/kg
Grade - +/- + ++  ++ Pos. - /- + ++ Pos.
(Spleen) [ 5] [ 5]
Hematopoiesis, extramedullary 0 5 0 0 0 5 0 5 0 0 0 5
Deposit, pigment, brown 0 4 1 0 0 5 0 0 2 3 0 5
[Berlin Blue Stain:
Positive granules] 0 0 2 3 0 5 0 0 1 4 0 5
(Bone marrow of Femur) [ 5] [ 5]
Hematopoiesis, increased,
erythrocyte 4 1 0 0 0 1 1 2 2 0 0 4
(Liver) [ 5] [ 5]
Fatty change, periportal 0 5 0 0 0 5 0 5 0 0 0 5
Microgranuloma 5 0 0 0 0 0 4 1 0 0 0 1
(Esophagus) a) b) [0o] (1]
Inflammation, foreign body, on serosa, around
esophagus & diverticulum 0 0 0 1 0 1
Perforation, focal, diverticulum 0 0 1 0 0 1
Cellular infiltration neutrophil & food debris,
in lumen, diverticulum 0 0 1 0 0 1

a) Inflammation of foreign body contained neutrophils, foreign body giant cell and food debris.
b) Diverticulum consisted of squamous cell layer inner wall and covered with fibrous connective tissue,

but defected muscular layer.

—, Negative; +/—, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade

L 1, Number of animals examined

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