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(A7 7004 LFTFLTFIN) PIAFLT vEZTL=70Y) RO8AMRERL
R5HEWRER (REI4HM) #M#D Sprague-Dawley R7 v b E#HWTEBL 7o, MR
EH AR E L. | BHCRBEATHSEHAKE, O IBICIIHBYMEZ, TnTh
50, 150 H & U 500 me/kg DAET8EMIZH HMHROESE L, MHEE & E1E
HBICHVAHE SORBEB LU 500 ng/kg HGHITZI0L, ZOMDOEIISS
Pt & L7z,

Z DFEHR. 500 mg/kg BEHTIE., ML LESH S HOREMKEZ R IBERAICH D,
HTIIRSFE S HOBEENNBR LR L TERARMEERLIZY. COMOEES &
CHEEE . METhoRBhERSHE IR LRI TAELZEED o N
Moz,

Zof, —AHREICE(LIZA SN, RgE. MRERE. 2LFRESLUHFEER
PEUCHEZERETE. WThIEERMERSICERLZLEZ SNHELEZRBOL oI
Moz,

PlEo&Hiz, (A9 7VaA4)dFF)) MIAFLTvE=L=70) K%
500 mg/kg DABTREHRS 5 &ick by, Ml & LREIAIC T T HIRAFEEN
MDA NIz DOEFOBEEDS KUEREOE(LIED o sTc. ThonZ &h
5. ARBEGTICHETS (A9 7V aA Lt F L 2FIL) PYAFAT v EZD b=
g0l FOEEZEBITMREL S 500 mg/kg THBEEEZEAONS,

-y T TITrTrTT— - - vy ¥ T Y T - -~ T - - T - - T 0 7 =



€3

ouj
| &

0ECD BEFHL¥YHEL M RRFCARLIBHEAEORLILT, (X527 0oqll
AFVIFN) PVAFAT vEZTL=70 FOREUEZOER 218512012,
7 v MoBiT 5 28HIREROKRESBHHERE LU MBREERRE ER L /.,

ik, ARRRB. (EZEEEUHHERE. 27— 7 EHHR - 3ILEA AV 528H
MoREHRESZ®HAER -1 (BM61EIZA 5 H. BREEETIS. EREL10395. 61ERE
10148) B XU T{LEMECLP) (BBFI594E 3 A31H. RAEEHEIS. ERFE25,
POEBEESHE . BFI63FEILAISEHRE. BAMHE2335., HAEFEESE. 63EFHE2E) 1T
HELLTER L T2,
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1. HEBME

WEMEELT, 527004t FLLFN) MYAFLTvEZY L=/ R
(LIT META LHEED) ZRWoo HWERMIEIZ. BIBEA S 2 UNBIOAF LT I ) ZFIL
AFINr7aT4 NEEFRL, EZIZ [2-(nethacryloyloxy)ethyl]ltrimethylammonium
chloride T& » . CAS No. 5039-78-1., L F& 207.75. 43 F FC:H:sCINO, |
AR (BER) - 10COREBERDOHEAETH 5, HETA DBEREZLIT RS,

%Jﬁiﬁ H2C:C(CH3)COzCHzCHzN(CHs)sC1
AHERICI KRS NI KETA % T78.1 wi%EHE T 5K
BiE (ovy bES . ) AW, Bt okBEREB., BEFE L T4 A b

FT7x/—)v% 1962 ppn 2B L TWoo ZRELYER. FRET CTHRBYERESE
BT, B B, ELTTRE L,

2. HREME L URAE®

H1% 4B THA L D Sprague-Dawley %5 v b [Crj:CD(SD)IGS, SPF. HATF v
— VX s YN ek, TEFAEE 7 -10E 1) 2RELIMLEIFNR T8 BRElicDHI:
DFHEAT LR, —RIREBICREOED SNIIH - IR0 LBt L (&
2) . B, 2EBEPMEZELC T, BREE 24+ 1°C, BEEE 50~65%. BKEE
#9150,/ B, BBAL2RME (7T ~198T) CEESN/-BABTZENT. €BHESMK
r— U (220wx270dx<190h mm) i< 1 PL9 S>MXE L, BERER (CE-2. BAZ L 7
21 BIUKEK (BET/KERBAK ZEHENRSETHEHE L. k. AFEMS,
FEZEORBEOEAEIR., ZAKOEHNEREES Z2VIBNBROLDICER]

(FE1)
g ¥ B A B 1999 2 A108
A PT ¥ Bf34pT fE34pT
(IJ\)?SE By (& = HE79. 5~94. 2g (FEH986.9g)  #T3. 7~88. 3g (SEIF81. 4g)
2
¥ 5 B th H 109942 H18H
P 5 BanL I AE | H152. 2~175. 8g (F5165.3g)  E128. 6~151. 4g (F15140. 8g)



RS ICHhILVBENBE@EZANZLSA TN O EEFERNICH 72 (F3) .
Fio, M LM S JUKICE, HBRICEEE R I AIBEDH HEAMT L 5T,

FWMOHMIZE, BNV FEROT—EZOPYES2FEL. £/ BILItBOR
RAEMH — FIABETEES., Wl B (R58) . DWESERALTEE —VIK
MY AR OB E LTz,

3. BERAEOTHE

RIRAEI, HiEME /AL EFHK (34 : Water for injection, HEFS .
97078A. EHERKX M) THRNL THBYHEBEE L LT 10 w/vHEBEREZHAML. =
NEEGAKICE O ZREICRERR L,

B, BEMAERICT, PEICHSE LA SEEORSRAOSEBAE 2 Ei L ER,
BRPOBEBMEOTIIEEIT. FERED 97.0~101% Ta - 7= (Appendix A) .
Fle. PERICE LT, FEMABREERLLZER. BBRMEO 1 B LV
20 w/VRTEERIT, AEE. B, BEARGETTIHMEITETH S I LA ERENT:
(Appendix B) 7z® . HS5MAR 1 BIC 1 HOEETHREL ., FRAKE THE. Bt
EHTTRE L, BH. ARSBAIBERTH L L0 o H—HHBRIIERL 20 -
o, FABRGHOHRBMEDCEEIL, BEEA 707 777 (HPLO) HEICE DRIELL
(Appendix C) .

4. BBEIUHEDT

AHBRORG R, RFERED DD FMEAE GRERETEES : C-98-014. &5
D 1998£E11 A 24H. %58 : 0, 250, 500 H LU 1000 mg/kg) DIFRICEIEREL,
Thbb, META # 7THEIRERG T2 &ick b, Hicid, 500 ng/kg LIEDIF5E
CTHAEDEINHER A S, & 502 1000 mg/kg WEBETId. SIREREF I OREEERN
B oinfz, £, O 500 mg/kg BESBETER. REBEPIC—RHNEFERD S
Shafhd-fz, Lo Ed o, AABRTEIRGEAMEZEL. SHE% 500 mg/kg
EL, UTAEM 3 THRLUT 150 LU 50 ng/kg *PHESLTCRBEE Lz, Fiz.
MEHEE SR TH ZFHAKERG T AR ERT, b, ML LR SHIMK TR
AR O RIERRETH)XBE S XU 500 ng/keg HEPITHI0E., TOMOBEI

(E3)
BEERMTOREEOERE R 0~24.5C  EE44~68%

'__4_



HHE LT,
BEMTE, BERTROBERES b L ICFERB LRI AMAEIC L NITo 7o, &8
DRGEB LUPYEFESFELUTICRLI,

B R’RE58 REAE BYHES
(mg/kg) (mL./kg) T It
Xt fE B 0 b i~10 31~40
KHER 50 h 11~15 41~45
P8 150 ) 16~20 46~50
EHER 500 5 21~30 51~60

MEHEE HAIBEEEB LU 500 mg/kg WEB T, BPBFSOEVEH»S S LEEIE
ABRICH W,

5. #5 4k
RERIIE, (LBETA T4 VIEROBOE Lic, BEHAIZ 108 5130 E L,
1H1E., 88/, 7y FAEE*AOCRIRS Lz, B5ERE Sal/ke &L, &
5ROBEROKEY b & ITBEBICER L, |
nE. FEMMEOEES L EORDEE, BEWHGAS L URSHEmEEZ ZAEA
BEE1ABLURSE AL L, BERREMROBKS L UBORES ZnICHEL
ThEEIHELUEES 1B L,

6. REIHEH
1) — s

2ficonT, BH (BEHAPERSHS L URSR) —RIKEOBEZIT- 2. &
fo. 2PIORBES LUCEEEZLUTOLBEVHE L, AEE, #5F 1 BICIHRIFH ]
HoORSEREREES H, 55 2BLUBEOHRSHME S & U EERBREAR G 15812 2
FOSFETREL 2, ToM, REHMETH, DIESBRAEEE TS JUHRABIC LA
FEL7, BEEG. #EB1ETCE. #EBIHLS2HENMITIHS)OEHES
FEL. LRIEABREME T EE C5H | BOME TRTE L,

: = = I



2) R

FRLOVEFL TV A 2HIIOoWT, &5 486 JUREABRMK TEIC. Bz
K&y —DIE L. ARMERS 5 WEFHBHRTROEBIZ DWW TUHRE LT,

g E #@ FE f B B %
B - REE o2 —
pH - BI0 - & - & - ThAK B Pzryh 2004+ (Mf1p - =3
A IE VRN 14 il Gl

3) MEFHRE

15 MR 7B b & OEHERBIR 7 BB £ 1T 5 28 (LT, ERAREIG) & 3
) . SFURIET GERBIRED 018~ 2UBMBRS r, T0%, RV P/ULEY —
JLF b Y LRRREF T B ARIIRAD S HURMA & LT EDTA-2K %AV THRImL .
UTOEBEIZOWTRE LT, 725, 7’0 ba v VRS K OTEIERS b o v K75 2

F VBB ORAEIZA WA MKIZD

WTEL 7 VBT MU LARHEER E L TRV TR

L7z,
I B @ OF & B # 23
FRIMEREL (RBC) H#h (EXEGE) Coulter Counter Model
S-PLUS IV (@3-M4-1L9bnz)2)
FIMEREL (WBC) EL( FEEt ) Gl
Mz & (Hb) B L (RAEE) 6]
SR MER A FE (MCV) B £ (BXUEHE) Bk
M/ R BE( RE Eils
7MYy ME (Ht) HE (RBCXMCV x0.001)
SEFR MEK N % &2 (MCH) &+ (Hbx 1000/RBC)
SEYgoR Bk & S EE MCHC)  F.E (Hbx 100/Ht)
HImEk 5> $8 R (BIRMEFREAR FAETRINEE
Wright-Giemsa #¢)
HAARIR M EK EEZR Brecher % il
Fotoy bty (PT) FEENELAR ik CA-1000 CREERHET)
TE RS> bovRTIAF VB R (APTT) [m_E & -

4) HbFHRA

AR ORMICS | &6 & . RIBEOMEES & RO OEZAT T, 20 5~/0 V&
BEEF & LT L zikiz oW, LITOIRE #2&& L7,



IH H I moOm B o

REAEE Ely ME BOARXEFEBHOREE
COBAS-FARA (0¥21)

IVIIEE BCGi% il

fBaaTo-MEE COD-DAOSi%: 6 Lk

TrNERE Tha¥t-¥ GE6PDHiE il

PREZZREE BUN)  917-¥ GL.DHiE [7 L

ITF= VR Jafféix (Rate) [Al |

ALPE M GSCCi% il

GOTsE M IFCCiE Eills

GPTVEME Eills =i

7 -GTPyE 7 TN -3-haREy-4-= o7z R E -

WELORSZRY:-3;:3 GPO - DAOS: Eill

) BT IV EE E S EiEs

(Inorg. phos.)

hvLEE 0CPCik& [FL

A/GH: e

HILEE 11 BRI 2BEHERE ITEE A0S (ALT)

PINLER [ £ iflls -

EREE Eill= il

b) REFRE

Rk, SEICSUTHEDRZ UM L TRMBR L 7%, FEDS L UHE 2 AR
BEL. SBYOLITIORIRECEREZAE L, /-, BREERZIIMEHOAKET
BRLTENENOMENEEEZHEM LT,

E B A ZEHE
Bhi, OB B RTEE. R, RERR. AR BIE. MR, BELAE IR

NERAUERERICS| & &, LITOBES A Wil zRd L TREL, BB, BHEB &L
UCHELARR 77 VRICETEL (RERER 0.1 M ) U EEEIO% R IL< Y ViERE
FRLKL)  TOMORFE - H BT 0.1 M U Vv EBREEHIN I L) VERIZEEL
Too 35T, BEHMRTROSED e L8RE - HEE/1 77 VAL, 20
25, MEESLURRAERICOVWTREERCH > TAT MY v - 24V VREFER
ELER L. o, AFAMKTEAOGRREEREEEREL 2.

FORR, ARB TR, BEARERTRONREYE (SRR OEBFEREBEICSV T, #
BYEBRSICERA L/ EBA SNSRI D -T2 &d s, BEABRBZEOMOFED
HEBFIRBERIEEL 2> o1,



m oz - R £ # BE - # #&

M. THEAE, FBE, REk, FURER, ERU/MEA, DRk, JE* | [UEX *, ffi*,
APRg+ . Bl o+, RO, B+, BB+, B, +21EE. 25, LB, 55, &5,
Hin., 8+, HE L+, AR, BE, R+, 5. B, ZLIKR. B,
TERY voHT, BRI Y LoNE, BARES (TRERR) | AEwE, KERSERE. B,
ST, &R & 88, KBk, -7 -, KE. REE

7. 7— 9 BRmTE

RE, BHEEL S VICERRIFIOMERFIRE. HL¥ERESLIUVEEERR., B2
ECEES S UREREERD, £, ARBOBRAONREEEEDTIFULS -
7235 &E . Bartlett OAEIZE D ABO—FRIIZOWTIRE (FE/KHE : 5%) #1T
otz. DD —HTHBHEIEI—TTEREEROSESNEITY, BEICEENE (FEK
#e . 594) HEEBHONIZHEE. Dunnett I & Y BERREIT o7, Eo. ARSI
TR WEEE. Kruskal-Wallis OMEMARE 21TV, BHICAERY (8/KE : 5%)
AR L NTHEITE, Dunnett BlOMEETCEERE#{To7c. BL. WIFNHOET
DEA0 &z ol EITIE, Bartlett &S K AMEFITHTIC Kruskal-Wallis DI
MIRE#ITV. T ORE. BEICAREN R S icFEIzid. Dunnett BOBEEIC &
DBELREITo. . RBRBENNBREED 2B LR TIGEITIE, WIREF L HER
MBEHRESHOZELEOEDREIR. SHOMES L VREREMEZ RO B, F-RE
(BEKE: 5%) 2TV, FHEOBEIZIE Student D tIREE. REDHDHE
(213 Aspin-Welch Dt REF*HOTHEBEERERT>7, BL., EB 0O TH
B0 LB EITE. tRERERLAL -/, 51, RIBABREF L —FD
7 L5 — %13 Mann-¥hitney @ U RE (FAHEE) kick b, £/, BEISL-F
DEEHEIE Fisher DEERRFAMEIEIC LD, MBEHLEBRDERSHLOMOER
EWMEEIT->7 (HEKE: 5%) .
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1. SBRoiE

BEHIHE IR, 500 mg/kg HESFEOWE | §] (B)ES : 54) PEE7r—VOLR
LD —DHRART T HBHARELE Lz, XTI O>WTER, BEENTRERED
HEL. MBS EHERLCOLICERORBREICRE L, MHE. AELEHEED
MEBIZH > TW e Eh o, CORDUBBVOKRES LVEBHEEBOERT—955
HIBRL . HEB TR, RO IFIOEZAOCTT YO EIT> 7, 7Bb. RFICEHL T
3. HEEBVMOEOROKRES SUBREBOMB AL 24T, SBRELZITMET A LTX
Bz &/ bidaneilr Lz, €of, RBROGHEEICHEEZ RITTRVDH 5T
LIS - tBRORES LUOHBETEE D o OIS > 72,

2. FETH
RGBS L CREABAMRISETHIZ L) o /2,

3. —RIREE
WTFROFlizBWT S, 5B L URHERBRIAR DI — B REDZELITZD o h iz
Moz,

4. {KE (Fig. 1. Table 1. Appendix 1)

500 mg/kg RETIT. ML LBREFE L HOFEMREEZ RTEBIICH > 72H', €D
BOGKEOHBICIREZIAONT, OBBRYERSHICS N TONRELEBLTH
BhZEIEDonid -/,

5. {BtEE (Fig. 2. Table 2. Appendix 2)
500 mg/kg HEHOETIE, WEFB S HOBHEENTNREH LR L TEELKEEZRL
foht, Tofizid, WThoEBRMERSHCBLWTLEERRERRDONAD T,

6. RIEFR (Table 3. Appendix 3)
BEETAS IUVEESRISHORBRECER., WThoREHEBIZEWTH ., NEH L



BMERSHOMIZEL VERSONRD T,

7. MikFEEERR (Table 4, Appendix 4)

REHEK TROMRE T, 50 mg/ks REHOMIC~~ b7 Uy MEOFELIEMN
MH oS SHBE L RBMERSHOMICEEREZRRD SN, 1z, F/z. B
ERBE THROBRE TR, HRYERSHORICEYFNBAROARLARY &L ¥k 0
HMBEEREOAELZLEAS o, MTRFNREOBELRLI RO S,

8. Hit*#tr&ER R (Table 5. Appendix 5)

RS HMR TROME TS, 150 mg/ks REFOHIZT LT I VREDFERET IS
SN, AG EABEEREEEZRLIEH, 500 me/kg BSHOEETII ALY Y LEEDE
BRhLRMROON, —FH, RSB TROMS & CEIEHBERN TR oM ¢,
WM OREIEEIC & IR BRI ERSHOMICEERZERRD Shidh -1,

9. REEREMR

1) 28EEE (Table 6, 7. Appendix 6, 7)

BSHR TS S URIEHBRIBES TRENFOREERICIE. HEHNTNLFEER
ZRIRvonishro1z,

2) ABRFTR
R SRR T i 5 K U BIEHBRIRENE T e AESIF OAIIRAr R, EEEERD o

272,

3) MM ER R (Table 8, Appendix 8)

B RAR TR OB S LU 500 mg/kg ESRETIE. HE. BR. BES
L Uiz Table 8-1-1 BLUV 8-1-2 LRIHARVBEE I NI, WINOFTR BT
TORERER LUREICEERRY oD ST,
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META #. 50. 150 ¥ & U 500 mg/kg DHE TR D Sprague-Dawley F7 v HIZ28H
bt - THEHEORS L, €%k I4AMOBIERRH %% 7.

Z DFER., 500 mg/kg BERETIE. REDWICH THLEERINMFI NS SN, BT
HEE S HOBHEENAEAKELR/R L, AEOHIMIIHIL, LICEEL RS ERE
REBICBWTHRO LN ED G, TROEOELEHBHERSCER LD EER
LENBH, BILOBEEIBEMZLOTH- T,

O, —CREBICELEA SN T, iz, MRFERE. EUHRET, HBE & 45
WERSH L OMICERENRD SNIZIEH S - 1280, MOBERRRI Bh 722 &,
REKEEDH 2E(LTRYM >z &REME, WTNLERMER S CBRLELT
FaweEz o, o, RRES LUREFHECG. #RYERSCERL/ZEL
3Rk o7,

PlEd &>z, META % 500 mg/kg MABTRERSTH LItk HEDMICT
b T RAEEIIEIN A SNz b D DEAOBEES L UEEOEREIED S hEd -7z,
INSDZ Do, ARBEETICH TS META oRFERIIME L 500 ng/kg T
HrELEZOND,
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Body weight (g)

600

500 -
400 M
300 -
200 —O— 0 mg/kg
—— 50 mg/kg
—— 150 mg/kg
‘IOO - —O— 500 mg/kg
0 T T . T T T T T | E— r T T T |

{1 5 8 12 15 19 22 26 28 i1 5 8 12 14

Day of dosing period Day of recovery period

Fig. 1-1
Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of META in rats

Body weight changes in males
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400 -

350 -

300 -

Body weight (g)
N
S
(@)

150 -
—0O~ 0 mg/kg
—— 50 mg/kg
100 1 -~ 150 mg/kg
—0—-500 mg/ke

50 -
0 T T T T T T 1 T 1 r T T T A

15 19 22 26 28 1 5 8 12 14
Day of recovery period

1 5 8 12
Day of dosing period

Fig. 1-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14~day recovery test of META in rats

Body weight changes in females
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(g/day)

Food consumption

Males

MH

— = NN W WS
O U1 O 1 O U1 O O O
T U NN SO N SN S SR |

—0O— 0 mg/kg
—— 50 mg/kg
—3-150 mg/kg
—0— 500 mg/kg
Females
25 A
20 - W g0
15 1
10 -
5 -
0 T u T ! r —
1 8 15 22 1 8
Day of dosing period Day of recovery period
Fig. 2

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

Food consumption in males and females
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Table 1-1

Twenty-eight-day repeat dose oral toxicity study with subseguent 14-day recovery

Body weight chandes in males

test of META in rats

Day of dosing period

Day of recovery period

14

Dose

(mg/kg) 1 5 8
. (107 (10) (1Q)

o .165.0 198.8 222.8
6.5 *10.2 *11.4
5 5) (5)

50 165.8 200.0 224.9
6.9 £12.3 t13.0
(5) (5) 5)

150 168.2 197.7 223.7
*6.8B $16.7 *18.9
(10} (1 (10)

500 164.0 189.1 212.4
*7.6 *16.2 $16.8

(10)
269.0
+23.8

~

~

~

(5)
369.1
*31.4

(5
432.7
*£41.7

404.3
+38.5

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

R
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Table 1-2

Twenty—eight—day repeat dose oral toxicity study with subseguent l4-day recovery test of META in rats

Body weight changes in females

Day of dosing reriod Day of recovery Period
Dose
{mg/kg) 1 5 8 12 15 19 22 26 28 1 5 8 12
(10) (10} (10) i (10) (10} (10) {10 (10) (5) (8) (5) (5)
0 139.6 160-0 170.2 181.5 190.4 203.2 208.2 220.7 23.3 223.9 235.1 241.4 252.9
7.2 +9.4 £11i.8 L4 +15.1 *17.8 +20.0 *23.1 +22.9 +15.8 $17.2 *22.0 *23.3
(5) 5 (5) (5 (5) {5} 5) (5) 5)
50 140.0 156.2 163.7 173.8 182. 195.5 200.0 208.2 212.1
*2.7 :6.0 *30.9 +11.3 #11.2 +14.8 t14.9 *14.6 $18.1
{5) (5 (5) (5) (5) (5) 5 (5) (5)
150 143.5 154.9 170.1 189.6 198.5 213.5% 222.5 236.1 237.5
£5.7 *13.1 +14.5 $11.2 +33.2 *11.4 *16.6 *19.2 +16.2
(10) (10) (9) (10) (10) (10) 10) (10} (10 5 (5) (5) 5)
500 141.1 150.1 163.2 173.3 183. 195.8 201.4 213.6 215.6 212.6 219.5 224.3 232.1
6.4 *11.9 £11.7 *9.4 *12.8 *13.3 *14.3 *15.6 216.1 £13.4 *14.6 *17.1 *15.5

Parameter. mean(g)+S.D.
( ). number of animals
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Table 2-1

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

Food consumption in males

D Day of dosing period Day of recovery period
ose
{mg/kg}
1 8 is 22 1 8
102 (10 (10) {10} (5 (5)
0 24.2 26.3 28.7 29.9 31.8 30.7
1.5 *1.8 *2.5 *3.2 23.6 *3.2
(53 (5 (5) (5)
50 23.5 27.5 29.8 31.1
$1.6 *1.4 2.0 23.1
(5) (5) (5) (5)
150 25.0 26.8 30.2 20.8
*1.2 3.0 2.7 +1.6
10) (107 10) (10) (5) (5)
500 23.4 23.1 = 27.6 28.2 29.2 29.7
2.2 3.2 *3.4 +*2.9 *3.3 *4.8
Parameter. mean(g)+S.D. *, gignificantly different from control. p<0.05
( Y, number of animals
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Table 2-2

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

Food consumption in females

D Day of dosing period Day of recovery period
ose
(mI/kg)
1 8 15 22 1 8
(10) (10) (1Q) (10) (5) (5)
[ 18.4 17.8 20.2 21.5 20.3 21.7
£2.3 *1.9 +3.4 *3.2 +1.9 2.7
(5) (5) (5) (5)
50 18.4 19.2 18.7 19.0
2.1 $2.8 *3.0 *2.0
(5) (5) (5) (5)
150 19.6 18.0 20.9 22.5
+2.5 +1.8 $2.5 +2.6
(10) (9} (10} (10) (5) (5)
500 17.2 18.3 17.5 19.9 19.3 20.9
+4.2 *1.8 +2.3 +1.6 £3.0 £2.3

Parameter. mean{g)x5.D.
} . pumber of animals
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Table 3-1

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

Urinalysis in males and females on day 27 of dosing period

Number Color®  Turbidity® pH Protein®  Glucose® Ketone™ Bilirubin® Qccult blood®  Urobilinogen®
Sex Dose of
(mg/kg)  animals ly - 6.06570758085200 + + H - - = + # - == + o+
0 10 10 10 0 01 4 3 11 0 10 0 10 1 7 2 0 10 9 1 10 0
N 5 5 5 0 00 3 011 0 4 1 5 0 3 2 0 5 5 0 5 0
Male

150 5 3 5 0 02 2 0 01 1 3 1 5 1 31 0 5 5 0 5 0
50 10 10 10 0 035101 0 9 1 10 0 5 4 1 10 10 0 g 1
0 10 10 10 0152110 1 2 0 10 100 0 0 10 10 0 9 1
20 5 5 o) 002 0 2 0 01 1 2 0 5 3 2 00 5 5 0 5 0

Female
150 5 5 5 1 021010 1 10 5 3 2 0 0 5 5 0 4 1
50 10 10 10 0 2 4 3 0 0 1 4 2 0 10 7 3 0 0 10 0 0 8 2

a) ly, light yellow

b) — negative; = trace; =+ slight; ++ moderate

¢) — negative; = trace; -+ ) mg/dL; ++ 100 mg/dL

d) — negative

e Z0IEU/L; +LOEU/d



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

Urinalysis in males and females on day 13 of recovery period

Nurber Color®?  Turbidity® pH Protein® Glucose®  Ketone™  Bilirubin® Occult blood®  Urobilinogen®

0¢—

Sex Dose of
’ (mg/kg)  animals ly - 6570758085200 — + + H - - + + - -+ + + o+
0 5 5 5 0 03200 2111 5 21 2 5 5 0 0 4 1
Male
50 5 5 5 0021020 0032 5 0 1 4 5 5 0 0 4 1
0 5 5 5 1 20002 3200 5 3 20 5 4 0 1 5 0
Female
50 5 5 5 021011 2210 5 410 5 5 0 0 4 1

a) 1y light veltow

b) — negative, = trace; - slight

¢) — negative; = trace; + 0 mg/dl; +-+ 100 mg/dL
d) — negative

e) L01EU/L; R LO0EU /AL
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Table 4-1-1

Twenty-eight—-day repeat dose oral toxicity study with subsequent i4-day recovery test of META in rats

Hematological findings in males at the end of dosing period

Dos R BC Hemoglobin Hematocrit MCV M CH M CHC Reticulocyte Platelet PT APTT
ose
{(mg/kg) (X104 /mm3) (g/dL) %) {zam3) (Pg) (%) (%) {xX10% /mm3) {sec) {sec)
{(5) (5) (5 (5) (5) (5) {5) (5) (5) (5)
0 768 15.7 46.1 60.0 20.4 34.0 3.1 98.3 23.3 21.5
42 *0.7 2.5 2.0 0.7 0.5 0.9 *4.9 *3.7 *1.2
(5} [$-9] (5) (5 (5) (5) [§-3) (5) [4-3 (5)
50 712 15.2 44.0 61.8 21.4 34.6 4.0 100.8 19.0 21.0
52 1.0 +3.2 *1.1 20.4 *0.4 *0.9 *3.7 +3.3 :1.4
(5) (5) (5) (§-3) 5) (5) (5} (5) 5) (5)
150 728 15.1 43.9 60.4 20.8 34.4 4.1 93.9 18.4 19.5
*67 0.9 *2.9 2.3 +*0.8 +*0.9 +1.1 £13.6 +*3.3 1.8
(5) (5} (5) (58} (5) (5) (5) {5) (5 (5)
500 703 14.9 42.7 60.8 21.2 34.9 3.9 94.8 17. 20.7
246 *0.8 2.2 2.0 +0.8 $0.5 2.2 5.1 3.2 2.8
Band Segmented
D WBC neutrorhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
oge
(mg/kg} (x100/mm3) %) %) (%) (%) (%) (%)
(5) {5) (5) (5) (5) (5) (5)
o] 84 o] 6 0 0 2 91
125 b1 3 *0 0 13 16
(5) 5 (5 5) (5) (5) (5)
50 81 0 9 1 0 2 88
214 5 *3 +1 0 12 x4
{5) (5) (5) (5) (5) (8) (5)
150 74 [+} 10 3] 0 2 87
+11 *0 *4 +1 20 12 *4
(5) (5) 5) (5) (5) (5) (5)
500 83 o 7 1 0 1 91
*26 0 *2 3 *0 *1 2

Parameter., meantS.D.
{ )., number of animals
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Table 4-1-2

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

Hematological findings in females at the end of dosing period

b RBC Hemoyglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet PT APTT
ose
(mg/kg) (X109 /mm?3) (gs/d4L) (%)} (4an3) (pg) (%) (%) {X104 /mm3?) {sec) (sec)
(5) (5) 5) (5) 5) (5) (5) (S) (5) (5)
o 699 14.4 41.5 59.5 20.6 34.6 2.5 91.8 12.3 16.4
42 *0.7 2.1 *]1.6 *0.8 0.5 £1.2 +9.8 0.8 1.2
(5) (52 5 (5) (5) (5} (5) 5) (5) (5)
50 753 15.1 44.5% 59.1 20.1 33.9 1.9 96.1 12.3 15.5
36 *0.6 1.6 t1.6 0.6 *0.4 +0.6 £11.1 0.9 +1.4
(5) (5) (5) (5} 5 (5) (5) (5 5) (5)
150 707 14.5 42.0 59.4 20.5 34.5 2.8 105.1 12.5 17-.1
*30 $0.5 1.5 $1.6 *0.4 0.6 +0.3 +11.2 +0.8 0.7
(5) (5) (3) (5) (5) (4] 5) 5 {5) (5)
500 712 14.5 42.0 59.0 20.4 34.5 2.2 94.5 12.5 16.9
*16 0.7 *0.9 +1.0 0.7 1.2 *0.6 3.8 20.7 2.6
Band Segmented
b W BC neutrophil neutrophil Eosinophil Basophil Honocyrte Lymphocyte
ose
{mg/kg) (x100/mm3) (%) (%) (%) (%) (&3] (%)
(5) (5) (5) (5) (5> {(5) {5)
o] 39 0 9 1 [o] 2 89
*11 *0 6 11 *0 1 *6
(5) (5) (5) (5 (5) (5) {5}
50 36 0] 7 1 [o] 2 91
+7 *0 *4q ES ) *0 3 5
(5) (5 (5) (5 (5) 5 (5)
150 47 0 11 o] 0] 2 87
16 *0 *9 *1 =0 *1 *10
(5) (5) (5) (5} (5) (5} (5}
500 40 0] 12 1 Q 3 85
*g 20 +7 *1 +0 +2 8

Parameter, meantS.D.
} . number of animals

g

*, significantly different

control. P<0.0Q5
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Table 4-2-1

Twenty-eight-day repeat dose oral toxicity studyY with subsequent 14-day recovery test of META in rats

Hematological findings in males at the end of recovery beriod

D R BC Hematocrit MCV MCH M CHZC Reticulocyte Platelet PT
ose
{x10¢/mm3) (%) (L d) (Pg) (%) (%) (%104 /mm3) (sec)
(mg/kg)}
(5) (5) (5) (5) (5) (5) (5) (35)
o] 712 45.3 58.7 20.1 34.2 2.1 89.9 18.3
27 *1.1 *1.7 *0.5 0.3 *0.9 +311.4 2.4
(5) (5) (5) (5) (5) (5) (5} {5)
500 803 45.2 56.3% 19.6 34.7x 2.8 99.7 16.8
+19 +2.0 *1.5 0.5 0.4 0.6 +15.3 2.1
Segmented
WBC neutrophil Eosinophil Basophil Monocyte LympPhocyte
Dose
(x100/mm3) (&2 (€] (%} (%} (%)
(mg/kg)
(5) (5) (5) (5 (5) (5} (5)
0 97 ] 7 Q Q 3 89
+16 +0 7 *1 +0 +4 +7
{(5) (5 (5) (5) (5} {5} (5)
500 89 0 12 o Y] 1 86
*21 +0 230 1 %0 *1 *3i0

Parameter. mean*S.D.

>, number of animals

. significantly different from control. p<0.05
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Table 4-2-2

Twenty—eight-day repeat dose oral toxicity study with subseguent i14-day recovery test of META in rats

Hematological findings in females at the end of recovery Period

D RBC Hemoglobin Hematocrit MCV M CH M CHC Reticulocyte Platelet P T APTT
ose
{x10* /mm?3) {g/4L) (%) (4am3) (Pg) (%) (%) (x10% /mm3) (sec) (sec)
(mg/kg)
{(5) (5) (5> (5) 5 (5) (5) (5) (5) (5}
o] 790 15.4 45.1 57.1 19.5° 34.2 1.8 90.8 12.4 16.8
9 *0.5 0.8 1.1 0.5 0.8 *0.5 *8.3 +*0.3 *3.8
(5} (5) 5) (5} (5 (5) (5} (5) (5} {5}
500 T59*% 15.2 44.2 58. 20.0 34.5 1.8 92. 12.4 16.5
+17 0.3 1.6 +1.4 0.4 0.8 0.4 +3.0 0.5 1.1
Band Segmented
WwBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
Dose
{x100/mm?3) %) (%) %) (%) (%) (%)
(Mg /kg)
{5) (5) (5} 3=} (5) (5 (5}
o] 34 0 1 1 o] 3 84
5 *Q 23 21 1 *2 23
(b} (5) (5) {5} (5 (5) (5)
500 40 0 13 1 0 2 85
*8 0 +9 *3 *0 x1 g9

Parameter., meantS.D.

( ). nwnbker of animals **, significantly different from control. P<0.01
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Table 5-1-1

Twenty—-eight-day repeat dose oral toxicity stud? with subsequent i14-day recovery test of META in rats

Biochemical f£indings in males at the end of dosing Period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
D Protein cholesterol glyceride rhos.
ose
(mg/kg) (g/dL) (gsdL) (mg/dL) (mg/4aL) (mg/dL) (mg/dL} (mg/4L) (mg/dL} tmag/dL)
(5} (5 (5) (5) (5) (5) (5) (5) (5 (5)
4] 5.6 3.3 1.43 148 39 41 17 0.6 7.8 8.7
0.2 *0.1 x0.11 *18 1 210 3 0.1 0.7 0.2
(5) 5) (5) (5) (5) (5) (5) {5} (5 (5
50 5.3 3.2 1.51 135 38 42 12 0.5 7.4 8.5
0.3 0.2 *0.14 *16 x5 16 3 0.0 +0.5 *0.3
(5) (5) (5) (5) (5) (5) (5) 5) (5} {5)
150 5.4 2.9%* 1.17* 128 42 45 14 0.5 7.3 8.9
0.2 *0.2 *0.19 *i2 *7 *9 *1 £0.1 $0.3 £0.3
5) (5) (5) (5) (5) (5) (5) (5} (5) (5)
500 5.5 3.2 i.39 130 46 50 16 0.6 7.5 9.1*
*0.2 *0.1 +*0.15 *5 12 8 x4 +0.0 *0.4 *0.2
!
[aN]
o
Na K - cl ALP GPT GOT T-GTP
Dose
(mg/kg) {mE4/L) (mEq/L) (mEq/L) (/L) (U/L) (U/L) /L)
s 15} {(S) (5) (5) (5) (5)
g 145.1 3.70 106.8 474 27 66 0
0.8 +0.25 2.1 +84 +3 6 *0
(5) (5) (5) (5) (5) (5) (5)
50 145.4 3.57 107.7 387 27 63 0
$1.1 +0.18 1.0 253 *3 *4 21
(5) (5 (5 (5) (5) {5} (5)
i50 144.9 3.61 108.4 4490 28 66 0
3.1 +0.34 1.2 62 2 *5 *0
(5 5) (5) (5) (5) (5) {5)
500 144.%6 3.50 108.3 431 25 60 0
*0.8 *0.17 0.9 *51 22 6 ES S
Parameter. mean+S.D. *, significantly different from control. p<0.05
( ), number of animals **, significantly different from control. p<0.01



Table 5-1-2

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

Biochemical findings in females at the end of dosing veriod

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
D protein cholesterol glyceride phos.
ose
(mg/kg) (gs/4L) (gs4dL) (mg/4L) (mgsdL) (mg/4aL) (mg/dL) (mg/4aL) {(mg/dL) (mg/dL)
(5 (5} (5) (5) (5) (5) (5) (5) (5) (5)
0 5.1 3.2 1.64 117 46 30 19 0.6 6.4 8.4
+0.2 *0.2 +0.25 *16 *13 *12 + 0.0 *D.6 *p. 2
{5) (5) 5) (5) (5) (5) (5) (5) (5) (5
50 5.1 3.2 1.74 116 47 24 17 0.5 6.5 9.4
$0.1 £0.2 +0.23 12 24 3 3 0.0 *D.5 *0.1
(5) (5) (5) (5) (5) (5) (5) (5 (8) (5>
150 5.2 3.1 1.57 121 38 28 19 0.6 6.8 B.5
+0.3 $0.2 +0.16 32 *4 +7 4 0.1 +*0.5 *0.1
5) (5) (5) (5) {5) (5) (5) (5) (5} 5)
500 4.8 3.0 1.67 121 41 24 21 0.6 7.2 8.4
0.2 0.1 *0.18 *12 +13 *6 * 0.0 *0.6 +0.1
[
[
Na K Ccl ALP GPT GOT 7 —-GTP
Dose
(mg/kg} (mEqa/L) (mEa/L) (mEa/L} (U/L) {(U/L) {usL) {UrsL)
(5) (5) (8) (5} (5) (5) (5)
0 144.1 3.51 109.4 245 21 58 0
+0.3 (.49 0.9 +34 *2 2 x1
(5) (S) ($-3] (5) (5} {5) (5)
50 144.5 3.43 110.4 190 21 57 0
*0.6 20.25 +0.3 *60 +4 5 ]
(5) (5) (5) (5) (5) (5) (5)
150 144.3 3.43 110.4 259 20 59 1
*0.9 Q.24 *0.9 28 *3 % *1
5) {5) (5) (5) (5) (5) (5)
500 144.5 3.30 110.6 289 22 63 1
*0.5 +0.35 £0.7 434 *5 %6 *0

Parameter. meantS.D.
). number of animals
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Table 5-2-1

Twenty-eight-day repeat dose oral toxicityY study with subsequent 14-day recovery test of META in rats

Biochemical findings in males at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
b Protein cholesterol glyceride Phos.
ose
(me/Kkg) (grs4L) (g/dL) {(mg/4aL) tmg/4L) (mg/4L) (mg/dL) (mg/4dL> (mg/4dL) (mg/4dL)
mg/kg
(5) (53 {(5) (5) (5) (5) (5} (5) [$-3) (5)
4] 5.4 3.1 1.32 147 42 54 17 0.6 7.0 8.5
*0.2 *0.2 20.06 *313 *5 *15 *] 0.1 *0.3 0.3
(5} (5} (5} (5) (5) (5) (5) (5) (5} (5)
500 5.5 3.1 1.31 142 38 47 i6 0.6 6.9 8.7
0.2 0.1 +*0.04 15 *5 *7 *3 0.0 0.7 *0.3
Na K o1 ALP GPT GOT v-GTP
Dose
(mEg/L) (mEa/L) (mEgq/L) (U/L) (usL> (U/L) (U/L)
(m9/kg)
(5) (5} {5) (5) (5) (5) (5)
0 144.7 3.82 107.1 306 29 69 0
0.8 *0.16 *3.1 71 +4 29 0
(5) 5 (5) {(5) (5) (5} 5)
500 144.9 3.71 107.5 338 35 76 0
0.5 +0.13 £0.9 £77 7 *14 20

Parameter, meant5.D.
€ Y. number of animals



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

Biochemical findings in females at the end of recovery pericd

8 ¢

Total Albumin . A/G Glucose Total Tri— BUN Creatinine Inorg. Ca
D protein cholesterol glyceride phos.
ose
(g/dL) (g/dL) (mg/dL) {mg/4L) (mg/4L) (mg/dL) (mg/dL) (mg/4dL) (mg/dL)
(mg/kg)
(8) (5) (5) (5) (5) (5) (5) {53 (5} (5
0 5.5 3.5 1.72 126 49 28 20 0.7 5.6 8.7
0.2 0.2 20.12 *13 x13 +10 +3 *0.1 0.7 *0.2
(5) {(5) (5) (5) (5) (5 (5) (5) (5) (5
500 5.7 3.5 1.62 137 47 340 21 0.7 5,2 8.8
0.2 0.3 +0.26 12 *7 * +2 0.1 +0.9 0.3
Na K Cc1 ALP GPT GOT T-GTP
Bose
(mEq/L) {mEg/L) (mEGQ/L) ULy U/ UsL) (U/L)
(mg/kq)
5 (5) (5) (5) {5) (5) (5)
0 143.9 3.78 109.1 175 23 61 0
*0.4 *0.23 *2.2 +39 *6 x4 0
(5) (53 (5) (5) (5) (5) (5)
500 144.3 3.74 111.2 209 24 62 1
*0.5 *0.16 *0.9 60 *5 *7 E2¢)
Parameter. mean*S.D.
). number of animals
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Table 6-1-1

Twenty-eight-~day repeat dose oral toxicity study with subsegquent l4-day recovery test of META in rats

Absolute organ weights in males at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Lungs Liver Kidneys Spleen glands Testes Erididymides
ose
(mg/kg) (q) (mg? {mg) (mg) (mg) (mg) {mg} (tmg) (mg) (mg) {mg)
(5} (5) (5) (5) . (5) (5) 13-3] (5} (5} (5) (5)
o] 309.7 1918.5 502.5 1063.2 1262.5 29475.9 2445.4 642.4 52.2 2079.5 695.4
+28.9 +70.0 +67.5 *67.9 +400.9 +747.2 *64.4 £141.5 6.8 $149. 242.0
(5) (5) (5 (5) (5) (5} (5) (5) (5) (5 (5)
50 335.7 1925.9 615.5 1107.8 1170.0 10337.58 2502.9 773.0 51.8 3169.2 734.8
+39.3 *116.2 *136.9 *97.2 +3123.8 +1247.5 +183.6 $103.0 +2.3 $144.9 +33.1
5) (5) (5 (5) {5) (5) {5) (5) (5 (5) (5)
150 337.9 1872.8 610.3 1135.0 1155.4 10617.9 2530.4 765.9 49.8 2913.3 701.7
+40.5 *64.0 *176.4 *321.4 23147.3 *1777.6 +294.2 +3148.8 28.4 *105.0 +28.5
(5) (5} {5) (5 (5) (5) (5) (5) (5} (5) (5>
500 323.3 1883.6 595.6 1078.2 1170.3 10134.4 2470.3 773.9 51.3 2944.0 709.0
*36.7 +81.1 *102.8 +137.4 *98.6 *1646.7 +246.5 +3102.6 *9.7 $99.4 +37.1

Parameter. mean+S.D. .
) » number of animals

6 ¢—
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Table 6-1-2

Twenty—-eight-day repeat dose oral toxicity study with subseguent 1i4-day recovery test of META in rats

Absolute organ weights in females at the end of dosing period

Adrenal
D Body weidht Brain Thymus Heart Lungs Liver Kidneys Spleen glands Ovaries
ose

(mg/kg) (g) (mg) (mg) (mg) (mg) (mg) {mg} (mg) (mg) (mg)
(5) 5] (5) (53} 5 (5) 5 (5) (5) (s
o} 208.1 1771.3 411.5 693.1 883.2 6047.5 1564.2 484.8 54.8 B5. 4
+28.0 *73.1 *51.5 £73.2 +31310.9 +1117.1 +173.4 +133.6 5.2 +13.9
(5) (8) {5) (5) (5) (5) (5) (57 (5) 5)
50 194.4 1786.0 420.1 681.0 879.1 5481.2 1523.0 439.5 54.9 71.8
+£14.8 *64.8 *66.2 +83.3 *71.1 +399.0 $133.2 *59.1 *7.3 *8.1
(5} (5} 5 (5} 5) (5) (s) (5) {(5) (5)
150 217.3 1774.2 523.6 716.6 925.6 6250.0 1732.7 481.8 62.0 B6. 6
+17.8 $60.1 *342.1 *80.0 +108.6 +737.9 +72.6 +*60.9 +*8.6 *11.5
(5) (5) (5) (5) (5} (5) 5} (5) {53 5
500 203.1 1752.9 439.5 674.0 911.8 5685.8 1618.6 516.8 59.7 74.3
*16.5 *78.2 57.2 +77.3 +149.1 +279.2 *102.7 *80.3 *131.1 +16.0

Parameter. mean*S.D.
). number of animals
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Table 6=-2-1

Twenty-ejight-day repeat dose oral toXicity study with subsequent i4-day recovery test of META in rats

Absolute organ weights in males at the end of recovery period

Adrenal
b Body weight Brain Thymus Heart Lungs Liver Kidneys Spleen glands Testes ErPididymides
ose
(mg/kg) (g) (mg) (mg) (mg) (mg) (mg) (mg) mg) {mg) (mg) (mg)
(5) (5) (5) (5) (5) (5) (5) 5 5 (5) (5)
o] 395.7 1929.6 473.2 1203.2 1243.1 11892.7 9.6 833.7 55.1 3152.0 992.1
+39.5 +*99.0 *57.2 +93.2 *95.6 +2078.9 +363.7 $149.8 6.5 £184.7 *46.2
(5) (8) (5) (53 (5 {5) (5) (5) (5> (5 {5)
500 370 1890.0 445.3 1153.9 1181.4 10120.2 2651.0 741.8 54.6 3002.1 941.0
£34.2 *47.2 *68.6 +87.0 +108.4 +1226.6 +303.8 +120.2 5.8 $186.4 +24.0

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



Table 6-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recoverY test of META in rats

Absolute organ weights ih females at the end of recovery period

Kidneys

(mg)

Ovaries

{mg)

Body weight Brain Thymus Heart
Dose

{mg/kg) (g (mg) (mg) (mg)
(5) (5) (5) (5)
o] 231.2 1812.8 358.8 754.7
+21.7 *67.7 *54.6 *80.1
{5) (S) (5) (5)
500 214.7 1759.3 342.9 708.5
£13.7 *54.3 *55.2 *52.6

(
1588.5
2112.3

5)

(5)
89.7
x12.1

(5)
72.8
*14.1

Parameter. mean+5.D.
)., number of animals

¢ 8
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Table 7-1-1

Twenty-eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of META in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Lungs Liver Kidneys Spleen glands Testes Epididymides
ose
(mg/kg) (gl (mo/g) (mg/qg) (mg/g) (ng/g) (mg/g) (mg/g) (mg/g} (mg/g} tmg/g) (my/¢)
(5) {5) (5) (5) (5) (5) (5) (5} (5} (5) 5)
0 309.7 6.239 1.630 3.444 4,197 30.674 7.956 2.059 0.168 9.674 2,255
+28.9 *+0.634 *0.223 £0.195 +31.833 *1.860 20.843 *0.308 *0.015 +0.831 +0.157
(5) (5) 5 (5) (5} {5} (5) (5} (93] (5) (5)
50 335.7 5.775 1.848 3.311 3.506 30.807 7.499 2.309 0.156 9.568 2.219
*39.3 +0.441 *0.414 *0.125 *0.369 +1.308 +0.558 *0.232 $0.019 *1.412 +0.335
(5 (5) (5) (5) (5) (5) {5) (5) (5) (5) (5}
150 337.9 5.6D4 1.79¢9 3.367 3.419 31.343 7.495 2.253 0.147 8.735 2.104
*40.5 +0.651 +0.457 +0.155 *0.124 *3. +0.259 +0.278 0.013 +31.3193 *0.298
(5) (5) (€3] (5) (5) (5) (5) (5) (5) (5 (5
500 323.3 5.874 1.848 3.333 3.640 31.239 7.653 2.396 0.159 9.210 2.218
236.7 *D.587 +0.293 *0.126 +(.335 +1.972 +0.302 $0.188 +0.030 +1.204 *0.301

Parameter. mean+S.D.
¢ }. number of animals
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Table 7-1-2

TwentyY-eight-~day repeat dose ogral toxicit¥ study with subseguent 14-day recovery test of META in rats

Relative organ weights in females

at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Lungs Liver Kidneys Spleen glands Ovaries
ose

(mg/kg) (g) (mg/g} (mg/g) (mg/g) (ma/g) (mg/g9) (mgs/q) (mg/g) (mg/g) {mg/g)

(5} (5 (5) (5 (5) (5) {5} 5 i5) (5)
a 208.1 8.620 1.986 3.341 4.250 28.966 7.536 2.298 Q.266 0.411
*28.0 +1.064 *0.176 +0.113 *0.135 2,183 £0.195 *0.311 +D.037 *0.037

(5 (5) (5) {(5) (5 (5) {(5) {5) (5} (5)
50 194.4 g.231 2.169 3.517 4.524 28.249 7.834 2.257 0.283 0.372
*14.8 £0.783 *0.364 +0.498 *0.182 *].848 20.266 +0.185 +Q.027 +0.058B

(5) (5) (5) 5 (5) (5) {5) (5) (5) (5)
150 217.3 8.211 2.410D 3.296 4.269 28.700 8.009 2.214 0.285 0.398
*17.8 %0.774 +0.648 +0.238B *0.514 £1.212 +0.666 *0.172 +0.028 +0.032

{5} {5) {5} (5} 5) (5} (5) (5 (5) 5)
500 203.1 8.660 2.164 3.312 4.478 28.068 7.984 2.546 0.297 0.365
*16.5 *0.499 *0.2185 +0.122 +0.497 *1,190 +0.330 $0.343 +0.068 +0.067

Parameter. mean+s5.D.

. number of animals



———_— .. A

G §—

Table 7-2-1

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

Relative organ weights in males at the end of recovery period

Adrenal
Body weight Brain Thymus Heart Lungs Liver Kidneys Spleen glands Testes Eprididymides
Dose
{mg/kg) (g} (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) {mg/g> (mg/g) (mg/g) (mg/9) (mg/g)
(5) {5) (5) (5) (5) (5 {5) (5) (5) (5) (5}
0 395.7 4.3904 1.203 3.049 3.149 29.900 7.303 2.094 0.140 8.024 2.533
*39.5 +0.413 *0.163 +0.181 +0.152 +2.660 t0.584 +0.213 $0.020 20.854 +0.328
(5} (5} (5) {5} 5) (5) (5) (5) (5) (5) {5)
500 370.6 5.134 1.218 3.121 3.193 27.296 7.153 2.000 0.148 B.133 2.554
234.2 *0.465 *0.275 20.178 +0.182 *1.849 *0.417 20.275 *0.014 *0.575 *0.200
Parameter. meanzS.D.
( ), nmumber of animals
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Table 7-2-2

Twenty-eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of META in rats

Relative organ weights in females at the end of recovery period

Adrenal
D Body weight Brain Thymus Heart Lungs Liver Kidhevys Spleen glands Ovaries
ose

(myg/kg) (g} (mg/9> (mg/qg) (mg/g) (mg/g) (mg/g) (ma/q) (mg/9) (mg/g} (mg/g)

(5) (5) (5) (5) (5> (5) (5) (5) (5) (5)
o] 231.2 7.879 1.560 3.264 4.210 27.208 6.883 2.188 0.264 0.392
+21.7 +0.564 +0.251 *0.175 10.28B0 +]1.668 " #0.230 +0.412 *0.025 *0.077

(5) (5) (5) (5) (5) {5 (%) (5) (S} (5)
500 214.7 8.222 1.601 3.311 4.295 26.003 6.920 2.280 0.268B 0.338
+£13.7 +D.603 +0.273 *(0.334 +0.396 *1.533 *0.508 20,212 *0.031 *0.052

Parameter., meaniS.D.
), number of animals
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Table 8-1-1

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

Histological findings in males at the end of dosing period

Dose
Grade

0 mg/kg

500 mg/kg

+

+ ++ +++ Pos.

+

+ +H

Pos.

(Liver)
Necrosis, focal
Fatty change, periportal
(Kidney)
Cellular infiltration, lymphocyte
Basophilic ubule
Inclusion body, intracytoplasmic,
eosinophilic, proximal wbule
(Spleen)
Hematopoiesis, extramedullary
(Lung)
Cellular infiltration, neutrophil
Accumnulation, foam cell
(Heart)
No abnormalities
(Adrenal gland)
Ne abnormalities
(Testis)
No abnormalities
(Epididymis)
No abnormalities
(Trachea)
No abnormalities
(Bronchus)
No abnormalities

(5]

[5]

[5]

(5]

(5]
(5]
(5]
[5]
(5]

(5]

[y

<
(=
<
—

o
[=]
(=)
[

(51

[51]

[51]

(5]

(51
(5]
(5]
£5]
(5]

(51

o
(=]
(=]

N

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

{ 1, number of animals examined.



8¢ —

Table 8-1-2

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

Histological findings in females at the end of dosing period

Dose 0 mg/kg 500 mg/kg
Grade + + ++ ++ Pos. * + +++4++ Pos.
(Liver) (5] [5]
Fatty change, periportal 5 0 0 O 5 0 0 O 5
(Kidney) (5] (s1
Cellular infiltration, lymphocyte 4 0 0 O 3 0 0 O 3
Basophilic tubule 4 0 0 O 30 0 O 3
Mineralization, medulla 4 0 0 O 1 0 0 O i
(Spleen) [51 {51
Hematopoiesis, extramedullary 4 0 0 0 4 0 0 O 4
Deposit, pigment, brown 4 0 0 0 4 0 0 O 4
(Lung) [5] (51
Cellular infiltration, neutrophil 0 0 0 0 1 0 0 0 1
Cellular infiltration, macrophage 0 0 ¢ 0 1 0 0 O 1
Cellular infiltration, lymphocyte 6 0 o0 0 0 1 0 O 1
(Heart) [5] (51
No abnomalities
(Adrenal gland) [5] [5]
No abnormalities
(Ovary) [5] (51
No abnormalities
(Trachea) [5] (51
No abnormalities
(Bronchus) [5] [5]

No abnormalities

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

[ 1, number of animals examined.
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