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0-MLITYRLEYT I E (U TSALBEE) OBHMRERORSBMHR (HE
1468/H) %MD Sprague-Dawley R v PEHWTER Lz, MEL & 4B8EBEE L,
I BT I3 A TH S 0.5 % CMC Na /KB %, o B 3HBWELZ, ThTh
4, 20BET 100 ng/ke PABTLBEMIChI VIRERORS Ui, ST, MK
LINBES LU 100 ng/ke HEHTCIIEIERRZITI B EHEI0L, T OMOBEL
ZS5EE Lz, SEHORRBRICB VTR SNIERELEUTICENT 5,

B 5B &L URERBEAR PSR THIE A<, —RREBOZ/L E LTiE, 100 ng/ke
BEBHOMET, 5B 2B, RGN ZEL THERISLBICHRIEESIN, &
BMOSMET Uiz, S OIEREOH | fITREMIEH s BE SN,

REESERE TR, RSN S S U EEF BRI iR & 12, 100 ng/ke #
SB O TR#E LD eosinophilic bodys 8T 2 {EMICH - fzd'. TSN HER
WMBRSICERLLEEZ SN AR > T,

Z D, 100 mg/kg BEH T, Hicb0 T, OEABEMRTIHRORE CIRRER D
. ARMERE O, SFEHFMBRARS & U RIMRNBEEDEINNEERE/L L
20, M BWT, BEHEHRTEORBRE THAE WIERIIC S - 720, HEWEESIC
ERLELTH ZHENMIF LI TIRAD - 2,

Doz eho, TSA #REHRS TSz Lick D, 100 ng/ke DHE TR T, RS
BICHEES K OEBEOETIMEE SN, FBEOM TRIE EF O eosinophilic body?
BINABHoNB Z LHBFONER 2Tz, > T, ARBREMHTICHITS TSAORERE
W, MEEEE b 20 mg/ke/day THBELEZSNB,
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0-bLIT VALK T IE (LUF TSALERE ) . ALDHEHTH Iy B Y v %
Remsen-Fahlberg TRETEE L& EIcAE UL EERRFMPYDO—2TH B, v h U v
Zin uteroTIRB LTy Mo, HERLBEZRUT 3 LERESFRah>» O 2ed
5, B0V v ) YRINALSEAREEBIC L > TEiS SN, TSA Yy By v
REEBICEAL T DIZBENBORERNETH 5 2 Lobiictt, ¥y h Y Vet
DIMI BT 85 < OEBATONIHER. 7 MMy y 7 ) Ve RBELTHH
MEPFEREINBZ EEALY | E7z, TSA BRE 7LD VM L TRAODTER & B
T8 bDOBFRBEFHT S ABMEREVC LS Tz,

TSA DFEIZOWTIE, D& RBERESARE LRIV O DORE DRI NT &
7227, OECDBEfHLFEMERERBEBREO—RE L TR, To-MLIV2VEVT I RO
7y M AVARERORSHNE - EMRESHNERERY ) EHBINTHED ., TSA O
BREGIBNRSHICECERN, RERSEEL L ToRMERER. #T 20 ng/ks/
day Z FE% 8. T 20 ng/ke/day TH D, EERESH L LCOEERREIHEIY T
HEHE & b 500 mg/ke/day. HAERTIE 100 ng/kg/day THo7c EHELTNE, X5z,
AR Tt 500 ng/ke DHBE T, MEFPOT KIFERE, NV SV eI/ FBES &
UTNLAV T+ AT 7 ¥ —EEEORTRZLUICRIL 270 — LEEOHEMIED SN,
INSDEEBEBMEOFRRL L UBRICHTIEEICLbDEEELTEN, X
BRROFERN S, FIRBIC BT 5 KRLE VERBEC AL BRIGEELE F O EEE AR
EINn/zeLTWa, LhL, YREBY OMBRCE. 2ok 2BEI B THAY
o lztzsd, FRIRC R OREEHBFRE T o ic o TiThh @&y, %
2 CH[E., TSA DRLWEHER T A/HI1z. AL 0ECD BEEMEZLEIREICRS
HUEEO—BEE LT, Ty Mzl 5RHMRAROR 5 EERES & U 14AMEER
BEERL,

BB, ARRIE, MbEaEURARE. 27V —=v rENRB - HEE BV 5280
HokERSEHHAE-) @BMEI4£E128 5 3. BRESBT005. ERF10385. 61575
10145) B LU T{eZHEGCLPL (FBAISIE 3 A3IH., BRESIT, BRF225.
SOEEEE8SE . HEA63E1I R I8HEET, ROSE2335 ., BERIBS. 63EF/FEL2IT) I
YEML L CER L7z,
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1. WEEmE

BEHE L LT, o- LV RLKRYT IR (HEEZ o-toluenesul fonamide, AT TSA
EBEED) RV, AuERmE 3, 5I& % 2-methylbenzenesulfonamide &#FL ., CAS No
88-19-7, HT-E 17122, AT C.HN0.S. RS 156.7C T, HEMRELME TS 5.

TSA DIEERZLTIZRT .
0:NH.

CH,

L MER & DIRGE X NIHLE 99,95 wid%, © v MBS
DAGBERMYMRE BV, ZEDEL., B E TEBRMEZEREZICS VT,
FRCERE L, 5. ARHNFoRBRDEORER S, BEEN, RHFAIS X UEDR
EBRTR) OBBYEIzO>WT, RERBRETERT S Lick YR L7z (Appendix E) .

2. ERHEYMB LUREGE

Ktk 4B TREA LMD Sprague-Dawley v M [Crj:CD(SD) [GS. SPF. HAF v
—IVR - UN—EA R, EREAEL Y] GE1) #RELEEZRAT S HEiZb
b FEEE L2k, —HRREBICEEOED s hah - o ESI0T ERBRICH Lz (G
2) . Bid. 2EEHEMEEL T, BEREE 22~25C ., BHEER 50~65%. HREIE
#1506, EER128ER (7 ~19BFA4T) WRRE X NIABEA T, ERESHRYT —
(220wx 270dx 190h mm) 1= 1 PE9"DUNAE L, EZEM (CB-2. AAZ L7HASH) H&
UkEK (EFHKERMK) 2ERERXETHT L. 48, B80T, 8E0
MEOEREIT, BEECHBANICH D, BEOEKAMER, 2EEEINS Z&EH-Te
o0, BRI EEEOBEMNEEL: (E3) . i, LA B LUK

GE1)

% & A H 20004 2 286

AP RE3APT Jtg 34T
(‘)\2{;% B 4k B 67.7~76.1 g (P19 71.8 )t 60.2~71.4 g (F5) 65.2 g)
s

¥ 5 B 45 H:20003 A 7H

7 A
(;ﬁggr;fwaa}wi B 135.1~152.9 g (P35 144.1 g) M 114.1~136.6 g (¥19 124.8 @)
PFEEHMTOREEORAE BE 23.5~ 24.0 T RE 48.0~ 83.5 %
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EHYOEMIZIZ, BRAVFERWT-EOHYMBES HIER L. £/, BT LIAOR
mAEHA — N IZRBETEES. MBl. B 58 | #WESEEALTHE —VL
B3 BEEBIOBEN L L,

3. REMAEDRR

ROGMER, FEEFCNEL/SRYEIC, FIEEEE 22 &) Bk Ena C@ieL,
BETACEICKDAMLI, BRLLTE, DLRFIAFLELD—RF YT A
(AARRBANVAT—RF Y7L, BiE AOEEKRSEH., oy NES 6209, LIT.
CMC Na &B&ED) % 0.5 w/v%6 D¥E L7425 LDz, EHAK (B LBEEES4T.
BLERE 9707SA ) CHERB LI b O EA V-,

2B, BRI CRICER LA R (REFTEES A-97-029 . #BEMEoy MBS
GCOL) 12HBWT. 0.1 BLU 20 wHOREBAL, HBKERHT TS AMKETS
B ENEREINTED, 0.08 w/vHOIEMREIZOWT ARKIC TRIZHT TORE
MR E NI/ (Appendix &) | FBESFFIE 1 BIDEE U, BHBEORSBAEHE
Al E TRE. SROEHETRE Lz, coft, BHHERICT, VEICHAELKEE
DEREBEDERUES LU —MHB*ER L /ER, BBRPOBBINEOFIIZE
i, FTEBED 95.8 ~ 100 %TH 0, £7/-, MBI THEZ LOBAEIN
(Appendix BB X OUC, WA 2 W0 TidAppendix D) .

1. BBIUBNT

AHBORESER, RLERINRIERORS SN - AERESEHGEHB Gt
EES R-97-011 . #52:0 . 20, 100 HLU 500 ng/kg) @ DFERICETEHRE L7,
Tibh b, TSA #HECA2E M. t<32ACHT 2 B, SiRAM S X U0%& 3 HRERIERS
THZLIZED, BTRTRTORBWER GBI BWT, BIEO eosinophilic bodyf
RPEFREN, TAAV T4+ R 77 5 —EFEEMET Lz, BETH. 100 mg/ke KL%
S¥aztickh, BREPHOET R E—RREOELIBO o N, FEEINS & UHEH
EXIIHE N, FEOMNMEEMEML T/NER.OEOFRIERMEED S rz, £z,
500 mg/ke #BEEETIE. 136 S PIDFET /2 W LESERARIC X A0 EER & h o 7e, UL
DT e, FOIRBEMENIBO O 100 ng/ke 2ARBORSHAEEL L, 20



ng/kg DEHBTHLEILIRD SN fzd, LTALS THRLT 20 3L U 4ng/kg &
SRR E Uiz, &/, ML $HETHS 0.5 % MC Na KSR ZIRE ¥ 5 X fas¥
FRT, EEHBREITINBEHS LU 100 ng/kg EBHIFI0L, T OMOFHLE 5T
DEMEBA L,

BT, MR T ROREGREY b LI FERIBLRIEARM IR L DT 7, &8
PRGBS L VHHESFLZUTICR LI

RE5WE RSE TRYEEE H582 " By EE  EIRREEER
(mg/kg) (w/v%) (mL/kg) 73 7
Xt B8 B 0.5%CMC Na 0 0 5 I ~5 31~35 EY]
IKVETR 6 ~10 36—~40 "5
KFHER TSA 4 0,08 5 11~15 41~45 w5
THES TSA 20 0. 40 5 16~20 46~50 ®”5
BRER TSA 100 2.00 5 21~25 51~55 EY)

26~30 56~60 #H5

(M = & BEB DAE b & T[S SRR (L) ZEH L7, .
B8 : R SR T R EERBRIC AL, DM BRI T B I SRR 21T o 7o,
B5 55 T L RS £ 17 - 7.

5. BE5H%

BB, (LBEN A R T4 VIZRWRD & Lk, BEERIZ 98D S 1280/ & L,
13 1E, 28HMET28E, 7v FAEEHOCHEEROKRS Lz, BESEEI3 5ul/ke
E L., BREFORAROEER b L IZEAFICE] L,

5. WEHREOHES L CROREEG. BEMGHB LRSS AR TAEN
BEEIHBLUREE 1AL L, AERBHANTORRS K EORIDED ZHICED
TEESE I HBLUEES 1B L,

6. MEHE

1) —fR%E

SHlzoVT, BH (RSHMDIRESNS LURESR) —RIRBOBRETo7, &
foo 2ROBREB L UVEBEEFLTOHETHIE Lz, AEIZ, #5858 1 EdR5H 1
OORSERTLRSE 4, #5558 AUMORSHMN 5 & CEEHRBREM D 15812 2
Bl DFHE TRE Uiz, Z0ftt, REHAMKT 5., RERBHARKTHB S UEMBIZ b3
Elfc, BERE, #5F BT, #EF1H S 2RE IT I HER Y DEHEEY
AEL ., DRREHBBEKR T AL o5 | BOMEETRE L,

@

N
\




2) FRigE

R bafliconT, BEE 4B L URIERBRIMK T BBz #Er — 21l
AL, UToHEBIZ>WTHEE Uiz, 2 LEBRI L 2RE, WES JURH - BEE
(A FfE S & WIZHER T, T OMDOIEB IER2ARTE OFER TIRE L 72,

H B A OE % B W %
FRE i B ENA
E HE S
i - REE "2 ~
pl - I - EF - ¥ - Tk Al 79=F97 200+ (M1p - =)
qaty )iy - BYEY iR [[] £
R 2 SRR
3) MHERE

RS ML T B &L URER BRI T B iZS 217 - /2804 (LUT. EHsp &
1) 2@fl %, FRilFT BERSIRE) 2 18~24MBEsd/lz, TDk, XU /LEY —
W b U Y LRREET T, BEEMRRERRRA S HUBEER] & LT EDTA-3KZ WML, UT
DEEIZOWTHRE Lz, 2L, 7oty E VMBS EEESES bo v R7T 7 2F
VEEORIE I, EERORMIZAEL>T, XY MLES—LF P YD LT T, 8
HERAERS STURER & LT/ VEEF MY D AR TERL 2R 2 & D58 L
Bon/MmiErHui,

I H #qOE ¥ m A B S
FRIMERET RBC) HE (|EFEITE) MEEEOHTRE
) CELL-DYN3500SL (54+#8y 1)
B MEKE (WBC) Bl (Fe-44bAM)— - LY BREL R/ =il
\ BERIEHE) \
B IMmekH4E BlE (7o-44pARY- - V-¥-CBELEY ) Eh
s 3 & (Hb) BE (BILEE) gl
SEIG7R MEBRARE (MCV) Bl (BREHE) Eifls
il ‘ [ E (BRIETRE) Els
AThy )y ME (Ht) S (RBC X MCY 0. 001) =il
PIIFRMERIMEE S OCH) 55 (HbX 1000/RBO) Ak
7R MER N & R ERE MCHO) 313 (HbX 100/Ht) ENS
AR FR Bk EE =Y Brecher 1% pprcar-( 6 N
FoboybvEgR (PT) FEBRELRE 4= HEh MR E R EEE
CA-1000 (BRHERHIEF)
FEMERA bavk 925 /BERE (APTT) [Ek il
a) IMER D EOME O & U CHIRMEHEAR (fright-Giemsa F¥8) Z{ER L7223,
BREBEB LA, -T2,

b) £RIMEF 12 2B OFPRFMEREA 2 FEH Lo 2%, ARMEKROMEEE 2B W THEMER
HzRRT A REE D H B ELLERD SNigh - T/, MBEEFRMEL L o7,



4) mpE(tEsE

TR OERIIZ ) S 4 & . EIREORREES & CIRIMETAIORAET Ty ~/S Y » & HURER &
L TPl oMz HR L TROSE L., B5hzmiic > T U TOEEORER(T- 7z,
Flz, ALP 74 ¥ A LW LIIERILVE VBBHEIERIZ, 2 ORMIcKLE ., ERES
Bl O BEE % RER R S B BE SR BV CEm L, MiFE A58 LT-80C F T
BHERIE L7 dt, ALP EMIz BV T, HBRWERS ZREY 3 TR 0 H 2 B(AED 5
N, o, BRWERSIZ X3 ELAFRIICE U0 5 AR b RIBE N - fodk
o, BEITERL > -7,

R H # O = ® B B 5

WBEREE B9by N& BOBNELEHE S E
COBAS-FARA (p¥2)
TNT VIR BCG % [E.L
A1 ATO-NERE COD-DAQS % Eill= C
TR 7ha%+-¥ G6PDH i Eilis
REZEREEGUN) 9v7-¥ G4.DH % Cills
ISR Jaffé % (Rate) Eill
ALP ¥EH GSCC 3% | FL
GOT 751k [FCC ¥ FE
GPT &% il Eills
7 ~GTPiEME 7 T Ih-3- iy -A-z buy ol PR L EE
M7IE74 REE GPO - DAQS & il
MYy EE Jendrassik/Grof % Eills
B EE 77 /BRI R Eills
(Inorg. phos.)

ML OCPC i Gl _
A/G M SHE _
TNYL BRE 1ty Bk S HBIEBRESTERE EA0S (ALD)
Dok EE =E Eill=
BREE Eills ' il

O

7
5) JREZME

BRI HEIZIG U BB E UM L OB Lk, BRE B L UHEBE IR
BEL, SPYOLITERTHEOERZRFE LIz, /. RBEERZHRBDAET
BRLTENETNOMENEEZER Lz, /2720, BRI 0.1 M ) VEREE10% S L=
U U CURRIERE Lk, RELOHBEL. BEBEZRE L.

' E W E®E
AR DR IR, BER. o, BEER. BURE. REE. AR B4R SPR. FRIR, TEH

WIRRBIZRIC5 &t &, DITOFESD 2 WISz ME L TRE L, b, BB &

T E X T ¥ £ e e SR



URE LR 77 viicEE L (BEARFE 0.1 MV VEEBEI0% L ) VIER%E
LK) . ZOMOE - 8 0.1 MV VBEHEI0% L) VIBERIZEEL
oo Tolz, REMMKRTROSBTD *MNE M LIZE - S LU 0REE 2/ 37
T4 vEBLTHEYL, ATMRI Y Y - 2D VREEREER L, T D%,
WMEEHOT, MBHBLUEREFO e LIEE - Hilid LUl 0REE« i
MFERICHE Lz, b, ARBTE, MEORREL 6 TR SEHMK T RO & &
FAEFOHBENE T, HBMERS L OBEIEON 2 ZLRD SN O BRI
WT, HORFTHMMAMEEZ R Lz, o, FHROEBREBREIS T, 2VHETR
2T A/NERLMEOFEEIBRSEH SN2 HE IR, RAVLF2 )~ LORREER
L. BIEEITIFETH > 7eh, 0L AFEIHEIzA SN ad T/, EfiL
ATALY et

B & - & F % B - #H &

i, TEEGRk ., HHE, ARER, FRER * | tﬁd . Dl * . B, SUEX, ik,
Pl Bk iRk, BBk, RIS, B, +—felp. 20, EE, 2. 5.
ERS, REE A R Lk, AR, F% S k. Fu, . 2L, H%HJ‘C*
f%"’ﬁ U UsEl, BRI Y VNET, BRRE (—FHiE“B)‘\ A BIERE . KPR B A

Belg . SETIR. &R, &, &&, KBk, ~—F R, KB, REL

7. F— Y@L

ARE, EEE, L EBMAE TR RBRER S UICERBRDIG o MEERE., MRELE
BMEMESLUHREEEIL, BILIPHEES L UEERE®RD-, £/o, HBFHEOE
FROIIERE % S T 3 BRI EH - IzimEd, Bartlett dHEIC & D pEO—FRMEIZ OV
TRE (BEKE: 5%) ®1To/c. DO —RTH L58ILE TREROHEI T Z
fTo. BRI AEN (BRKE : 5%) 2% SN/gE . Dunnett Eic & D ZEER
iToTz. Elo. DED—HRTRWEGEEL. Kruskal-Wallis ONERRE 24T\ FFREIC
AEM (BBKE : 5%) RO oNGEIZE. Dunnett BOMEHRTEELBR %175
Tzo IBL. WENHLDEETHEA 0 25725 B121E. Bartlett it L 2BEITITHT
IZ Kruskal-Wallis ONERIARE 2170, T ORHE, HHcAEEI B oN/ZiESITE
Dunnett ZUDMERIC & D BELKR#ITo/2, —F., HBHINEHEZD 2B LA
BEI S, MR L R ERSEOS HIEDZORER ., B0 PIHES L URRER
AlEZERDIE, P-HE CBREAKE: 5%) 2170, FHOWDEHEICIE Student D ¢



MITE., REHEDGEE T Aspin-Welch D tBEHEFAVWTEREERE T/,
BL. E5ohDBTHEN 0 LB BEITE, LRERERLE >/, Tk, R
DY FEBIBERIEIC O TIE, 2 X 2DHEIREAVE x ! BEZRITo /. 72/2L B
DEBM?0 &2 o5E. MERTAEETHSOEHLAL > Tc. & 51T, REHEMRET
RS L— 53 L7 —# i Mann-Whitney @ U 5% (FEMRE) Hiz k. iy

[k 7 L — F OAEHEIX Fisher DEBREER BRI & 0. FIRHE & BB ER 5T
EDOMDEEEMEERIT>e (BEKE : 5%) .
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1. ZECH)
RS S & UEERBIAMPIC TR - 1,

2. —#xIRRE& (Table 1. Appendix 1)

100 mg/ks HBEBETIE, |E®R. HTRES7TBUREIH, MTRSSE I JLIEI0G2
PlicifeniE I n, #ETRESE 9 BLIRE 9 F], HTI0H LIREL10F TEBIEMET L7z,
INoDpRR, TORBSAMEZEL TED SN, REHHED | BOS0OFIN 6 E
HRS Nl CLBEREDIRED -z, T, MR & L IR5R]1550 R OBE R
TIIRDONTIISHLU LR L THSRB L, BWHE THLIRGERN 2 BEFICIIHEER
DWHER S N, EHHEOR T BTHR5EISHDLIE. T 5&R05LBIZRNIAD
WIN L RETORGE 2 BHI05 I ZEESERE N/, & 512, 100 ng/ke REFHT
Z. H 1 BICIERIESSHREI N, COBEKTIIRSBISHLE., REAMEZEL TE
BEmERIN, REZRLIHO/ER 1 EBRGSOMICRR L,  oficiZbEERBEN
MHEDTEME L BREOERLZRES D 5T,

3. #AE (Fig. 1. Table 2. Appendix 2)

EERERE 4 HORAIEAL S5 E 1B ORE ST T, 100 ng/kg REGHOMT, HREFL
HE L BB EEE R U, & oft, BRERMD. #BmERSH TR, T
BOWTHBEE L OMIcAREOREREZIEBD odh T,

4. $8fH8 (Fig. 2. Table 3. Appendix 3)

100 mg/kg S BOMTRSH 3B, BTRERERT | EICRE LRl TR
WLz, Zoft, ﬁ%—?%ﬁf’ﬂﬁqj\ wEmER SR, e YIRBE L ORICAERER
Moot

5. RF¥&EFTR (Table 4. Appendix 4)

55 A BOME T, 100 ng/kg BRSO TolAE WEMICSH » 7oAt BET IR
TN, EES2EORESZSH. WIThoEBIZ bR & WERMER SR OM



cBHEE LT,

6. MEFMERR (Table 5. Appendix 5)

1SR T IS ORE T, WPNOEE BT bR L BBy ER SR L O
BELEL TR T, '

EER BRI T OME TE. 100 ng/ke WEBHOHET, RMKEHIEEIHD L.
PR MIRERES & UEAGR MM E B BRI L, T 0EDITIIMESHR
WEH SR L b AHIREE L I U OB A B 5 7. |

7. MRE(LFHMEAR (Table 6. Appendix 6)

BEHR TEOBE TR, 20 ng/ke BSOS LU 100 ng/kg BEBEOUM TRE
BEBEEIEEC LR L, 2oMizid, OTNOREEEICE T bXIREE & BEBY
BRSHOMIcERREIRD NI - T,

EE RIS TIROKRE T3, 100 ng/ke REHOETREERRENMARIC LA L,
JLTF=VEES LU ONEEIEREICET L, ABoMcid, 7TL7IVERE. #
ALZAFO—ILEE, N7V LTS FEESIUHILY Y LABESERIET Lz, i
OREEE ISR B BR S BOMICABRREIRD o Nr oz, 4B, RE
FHEBEELN OB, VTR LRSI TRICERD oY MBET ARERBIZY
BBHONBI -2 eh s, HERHERSICRR LA T30 el L,

8. IREYMERR

1) 38EES (Table 7, 8. Appendix 7, 8)

B8RRI TR 0BT, 100 ng/ke RE5FHOBOMEOENERSAERICHEMNL
Fe LMz IE, RS HAR T s & OEERBRIANIG T B & O TR & R I 5
LORMICEBER R, 5T,

2) PIIRFRR (Table 9. Appendix 9)
(1)¥25 BRRHE 7 e 5 5

WEEL, LA, BES XURNIRO/NEES 4 ng/ke REBOKE 1 PITH S NI,
T Ofiz REREE L ELIIBRI NN H T

O




(2)EE R BRI T AR 51
Tafg O/ NEMEAS 100 mg/ke $RSREDHE | HlICBE & N7z LIS MERER B & & 20138

BINENoTZ,

3) MEEFAER R (Table 10, Appendix 10)
(1)¥% 5-SAMHE T g 5 61

100 mg/kg 5B O THRIME EF D eosinophilic bodys iEHIY 5 EHBEIZH - 72 H
(Photo 1. 2)\ METZEMLAEEI LI o7z, ZOfll, WO DEETCELFHES N
B, WIhoOFRLHMTETOREHEES L UBRREIERZEDonT, #EYERSC
BERLZEATERVWEEZ O, b, ARMNICBESO/NELABEEI N4
mg/kg RESFEOMHE | Hlid. HBE CHEMES LUBTHIROZEM A S, HEERE
HER DRET DB U, HEFEEIRES o, BES L URIIRICE TR S/
27z, /:;\IEEEJ\A?)62’17‘:2&@&%@%’%2‘5&UE'J";EF@%EOJE{U;P‘ REBREEDZTVEILTH D,
AEBMBEORIERSEMN - EEREESHMHEABRY 25T 500 ng/ke #42HHRIE
BELEBEICLRBOELERN R sz eh o, BENLERETH D LTI NI,
(2)EE R BRI T AR

25 AR T BRI, 100 mg/kg RS EEOBETREE L IzE1F 5 eosinophilic body
DOEIMEE B4, Doz 3L s v ThofrROBEHTZ0REHRES LU
BEICEZRAOoNEI -T2, 2b. BWIRAYIC/NEERS Sifz 100 ng/kg REFOHED
AR ISR I IIE LI A < . RS HIMME T IS TIREROZLERBH o N TR
WZ EBLUMET ARBAHEB A LSS ONh sz th s, BRENGEETHLLE
W L7z,




€ 5]

o-MIVEZVALKYT IR (BT TSALBEED) %, 4. 20 B XV 100 ng/kg DHET
WD Sprague-Dawley T v MC28EMICHz > THEHEORS L., €DRI4BRDE
BB 2 5% 1 e,

100 ng/ks 2 SREOMHETH SR 1552868 L Th 5 FIES & UTEBIEOE T AR S
n, #Tid 1 cidd 5 HPEEMIESE S S 5 NT, RECEHMEOET., BEMIESIIAR
WEMEORIER S HN - AEREBMHARRY TBEVCHBYONTE D, HRWHE
HERERT AR THE LEL SN, MEERSERICIBEINT, FEEEET
AYMBEBE LB EIC LI LEBEESNIHLEOREL” bBEEINLD /22 D5,
BBHEOWENTEBICEZHDTHS LIFEAHY., (FHERRBMNSEET S L, @
HIIHEBRYE I & 3B RERRMIERAIC L2 b0 TH SR S REE NS, —RE
B R AR R & 2 B IBRBI NS L AN TV AEBSOR(LIRESI AL
57‘:0

gz T 2T R & LT, 100 mg/ke 5B THALRME LD eosinophilic
body DN, FEFOMETROPHD FEHEBH Sz, FiE L, EOMHEHERY THEHE
ENTVWAZ LS, HBMERSCERLALELTHIEEZ LN S, L L,
eosinophilic body &, M RME LR IR DRAEN/zau - 70T ) VA, EAREE
REES LR U Y ) — LRI IFEEE L LTEEINARRTH S LINTHHY,
G- 77 ) L ET Y PEEOEAETHA I EN S, SADELSNE F TOREER
BT 2 L0TIIRVEZRISNS, 100 ng/ke HEBOE T, EIEHBHIRNET I
b eosinophilic body AMEIIT AMERIICH 7 LS, BEFIEIC K AEER
BHH SO TR 5, TSA BEIZEDROT > F—2 208U, Bligd L UK
RBWTREMERINSE Z O NTEY ., ZORAHERERNT ¥ F—2 RN
T T Ve AR EDIEIT Az LA RESNTWEY, LH L. 100 ng/ke
BEBOMTRD SNTZROHOER T LA VIEL bDTH e &, e, T
DIEBDEEESK & < | BB 0EERER T8 L SR T BoRE IRL T
b, BEN—FOHAERIBN I Eh 6, HRYBERS L OMERHSHTIEED
ofz. BB, WEHMKTEIZ 20 ng/ke HE5FHOMS LU 100 ng/kg FFHOMET,
EERBE T 13 100 ng/ke BEBOET, TN TNREERBEIEFRICEA L
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. ZOELRE D EHEETERERS L kofEaR R tdslivonTtso T, T
BRBIKIE b7 > 722 b2 5, WEWER S IRE L EL TRV LI LT,

REE 100 mg/kg GBI CEIEAM D CEEZ R Lico', FHEPICIEED S
NBRVELLTHY, HOBRERRELFES AW LA oEBRYERTICLGHE L
BEAonRW, EEEIR, 100 ng/ke HGHOMTREE JHICHRICHRD L2, [
R OAREICIIZEIA oo Tz,

C Ofth, 100 mg/kg HSGHOME T, REABHERTROBRET, BREEOE.
M OB . FERMRERES L U R MRNERBOBINVERLREL L 8o T,
20 BREEFRIMERMEREOEIN. KOHGREBY THHDONTNEZ &N, W
BYERS LB TH L LeBal, AR & HEMERS OBIRIZ D W TR
T 57, ARBOMHESFIC VT, BROREHGZREEZERELZ, TOKR, &
PICRESNEIM D L UBBREDESS SN, RO EHUTEERDONT,
RRB. HERBOWTRL, FMKROMOBEHEICIELF S HONIZW &n
5, BEMBHRSICESELTIEEV LHIBL 2,

RRBROFREDI S, TSA #RIEHESTE ik, 100 ng/ke PHABDHMEET, &5
BICHEEES & UTESHHORTIBRES N, BTIIRIE LD eosinophilic bodys 1N
THEZENHONE Rz DS, BIEFEIIMEE 20 ng/ke/day TH 5 LR
ns,
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Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of TSA in rats

Body weight changes in males
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Table 1

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

Clinical signs in males

Clinical signs

Number of animals with
Day of dosing period

clinical signs

-Day of recovery perioda)‘
1 ~ 14

Total

Salivation

Listless

T~ ¢

Prone position

Clinical signs in females

Clinical signs

10

—Day of recovery period‘)-
1 ~ 14

Total

Salivation

Listless

Dose Initial number
of
{mg/kg)  animals
0 10
4 5
20 5
100 10
0 10
4 5
20 5
100 10
0 10
4 5
.20 5
100 10 .
Dose  Initial number
of
(mg/kg)  animals
0 10
4 5
20 5
100 10
0 10
4 5
20 5
100 10

-, no animal showed the sign

a) recovery test was performed in 5 animals for each of the 0 and 100 mg/kg groups

TN

A

13 13 1f 1? 15 1Z 1_8. 12 22 21 23 2—3_ 25 ZE 2? 22 -2?
SR
iiaiiiiiiiiaia
iiiiiiiiiigci:
Number of animals with clinical signs
Day of dosing period
13 1:_3 15 1E 1? 1z 1§ 1? 22 21 ZE ZE Zf 2? ZE 22 ZE
fiiiiiiiiiwieieis
iiialiiTiaiiiiic
N




Table 2-1
Twenty—eight—day repeat dose oral toxicity studyY with subsequent l4-day recovery test of TSA in rats

Body weight changes in males

Day of dosing period Day of recovery period
Dose -
(mg/kg) 1 4 8 11 - 15 18 22 25 28 1 4 8 11 14
(10) (10) (10} (10) (1) (10) (10) {10) (107 (5 (5) (5) (5) (5)
[o] 143.9 165.8 197.6 220.2 255.1 277.2 309.3 325.5 342.9 359.5 374.8 396.5 411.7 426.5
5.4 29, x12.2 +14.0 *¥17.1 *18.1 +21.3 +22.6 +25.0 *27.2 +28.8 *32.7 *34.3 *37.4
(5) {5). 5 5) 5) (5) (5) (5
4 144.9 167.9 200.4 223.8 256.9 281.3 311.9 333.0 350.4
4.7 +*6.5 +10.1 *11.6 t14.0 +*15.4 x17.5 *19.4 +20.1
(5) (5) (5} (5} =3 (5) (5) (5} (5)
20 144.7 166.1 198.3 221. 256.1 277.9 307.9 324.2 346.0
*6.3 5.9 *8.7 +11.7 13,3 *17.9 +22.4 +25.0 +29.1
(10) (10) (107 £10) (10> (10) {10) (10) (10) (5 (5) (5) (5) (5)
100 143.6 166.7 196.1 218.3 251.4 273.8 302.8 321.0 339.7 331.6 348.8 372.5 388.4 399.9
5.3 %7.5 *11.0 +13. *15.0 +18.5 £22.2 +25.6 +28.6 ¥32.2 +33.6 +36.4 241.2 +41.4

Parameter, mean(g)xS.D.
), number of animals
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Table 2-2

Twenty-—eight-day repeat dose oral toxicity

Body weight changes in females

study with subsequent 14-day recovery test of TSA in rats

Day of dosing period

Day of recovery beriod

Dose
(mg/kg) S 4 8 11 15 18 22 25 28 1 4 8 11 14
(10} (10 (10) (10) (10) (10) (10) (10} (102 5) (5) 5) (5) (5}
[¢] 125.7 139.3 155.9 165.2 179.3 186.1 200.6 210.9 220.0 221.0 229.6 241.3 243.2 253.2
+5.6 +6.2 7.7 £9.7 *11.9 *11.6 +314.4 *12.9 *12.1 +15.2 +317.4 +19.4 $19.5 *24.8
{(5) 5) 5) (5} 5) (5) (5) (5) (5
4 123.9 137.7 153.9 163.4 178.1 186.3 200.8 211.2 219.3
8.2 8.7 9.0 6.7 7.2 8.6 +10.0 +13.6 +14.1
(5) (5) (5) (8) (5) {5) (5) (5} {5)
20 122.4 137.5 152.6 160.0 169.7 175.6 186.9 192.9 204.1
£4.9 *7.9 %11.5 *12.8 +14.9 +16.8 +21.1 +21.3 £26.1
(10} (10} (10} (10) (107 (10 (10> (10> (10 (5) {5) (5) - (B) 5
100 125.4 137.4 152.0 158.1 169.0 177.4 189.8 196.0 203.8 200.1 205.6%* 214.2% 218.1%* 230.0
4.9 *6.4 7.7 8.2 9.9 +12.3 *15.0 *16.1 +17. *16.0 +15.4 *16.7 *13.6 +16.0

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

*, significantly different from control. p<0.05

O
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Table 3-1
Twenty—-eight-day repeat dose oral toxicity study with subsedquent 14-day recovery test of TSA in rats

Food consumption in males

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 8 15 22 1 8
(10) (10) (1, {107 5 (5)
o) 20.8 22.6 25.5 27.7 29.5 28.8
1.8 2.0 *2.6 2.3 2.3 2.6
[4-3) (58) (B) {5)
4 20.9 22.9 25.0 28.5
*1.3 +1.2 *2.4 1.0
(5) i8) ' 5 (€3]
20 20.3 23.0 24.8 27.7
+1.3 +1.5 2.4 +3.5
(10) {10) (1) (107 (5) (5)
100 20.6 22.2 24.3 26.8 25.7% 25.8
+1.6 2.1 *2.2 £3.1 2.8 *3.6
Parameter, mean(g)+S.D. *, significantly different from control. pP<£0.05

), number of animals
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Table 3~2

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

Food consumption in females

Day of dosing period Day of recovery period
Dose -
(mg/kg) 1 8 15 22 1 8
(10} (10) (10} {1Q) () (5)
0 17.2 18.90 18.7 18.6 20.4 21.9
*1.2 *1.7 *0.9 +1.6 *2.6 2.8
(5} (5) (5) (5)
4 17.5 17.1 17.4 20.3
ES 1.9 2.1 1.8
(5 {5 (5 (53
20 16.8 16.6 15.6 19.9
1.7 1.4 2.8 $3.1
€10) (10) (10) {10) (5) 5
160 16.8 16.3 16.7* 18.1 18.9 i8.6
+2. 2.9 2.3 1.4 +1.58 2.8
Parameter, mean(g)zS.D. *, gsignificantly different from control, P<0.05
( )., number of animals

O O




Table 4-1

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

Urinary findings in males and females on day 23 of dosing period

Number Urinary
Sex Dose of volume Specific _Color _Turbidity pH Total protein Glucose Ketone Bilirubin Occult blood Urobilinogen
{mg/keg)  animals (mL/24hr)  gravity ly - 65 70 75 80 85 =90 - £ + - - * o+ - - =+
[} 10 176 1.045 10 10 1] 3 6 1 0 0 1 3 6 10 4 4 10 10 10
+82 +0.015
4 5 20.6 1.038 5 5 0 1 3 0 1 0 0 2 3 5 1 4 0 5 5 5
Male +29 +0.007
20 5 17.2 1.037 5 5 0 1 1 2 i 0 0 3 2 5 1 3 1 5 5 5
+63 +0.009
100 10 112 1.042 10 10 ¢ t 4 2 2 1 0 4 6 10 9 1 0 10 10 10
+3.1 +0.011 ’
0] 10 143 1.036 10 10 3 2 2 2 1 0 7 2 1 10 10 0 0 10 10 10
£4.2 +0.013
4 5 130 1.037 5 5 1 2 2 0 0 0 5 0 0 5 5 0 0 5 5 5
Female *1.7 +0011
20 5 1.9 1.025 5 5 0 0 3 0 1 1 5 0 O 5 5 0 0 5 5 5
+3.4 +0.008
100 10 14.6 1.027 10 10 0 0 3 4 1 2 10 O 0 10 i0 O 0 10 10 10
+3.5 +0012
Number Microscopic examination of urinary sediment
Sex Dose of Red blood cells Crystal Cast White blood cells Epithelial cells
(mg/kg)  animals - - =+ - - -
0 10 10 1 9 10 10 10
5 5 1 4 5 5 5
Mate
20 5 5 0 5 5 5 5
100 10 10 0 10 10 10 10
0 10 10 2 8 i0 10 10
4 5 5 2 3 5 5 5
Female
20 5 5 0 5 5 5 5
100 10 10 0 10 10 10 10
Color ty, light yellow Ketone -, negative; %, trace; +, slight Red blood cells -, not observed
Turbidity -, negative Bilirubin -, hegative Crystal -, not observed, £, a few
Total protein -, negative; %, trace; +, 30 mg/dL Occult blood -, hegative Cast =, not observed
Glucose -, negative Urobilinogen +, 0.2 EU/dL White blood cells -, not observed

Epithelial cells

-, not observed



Table 4-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of TSA in rats

Urinary findings in males and females on day 9 of recovery period

A 3

&

&

Number Urinary
Sex Dose of volume Specific Color Turbidity pH Total protein Glucose Ketone Bilirubin QOccult blood Urobilinogen
(mg/kg) animals (mL/24hr)  gravity lv vy - 65 70 75 80 85 290 -~ £ + ++ - - + + + - - *x + =+
0 5 160 1046 4 1 5 1 2 2 0 0 O 0 0 4 1 5 g 1 3 1t 5 5 0 0 5
Male +50 0015 '
100 5 166 1.052 5 0 5 o 1 1 i ¢ 2 0 1 4 0 5 1 3 1 0 5 4 0 1 5
+438 +0.003 '
1] 5 224 1080 5§ O 5 1t ¢+ 3 0 0 ¢ 5 o 66 ¢ s &5 0 O O 5 5 0 O 5
Female *53 +0.004 .
100 8 143 1.044 4 1 5 i1 1 0 1 1 4 0 1 0 5 5 0 0 0 5 5 0 0 3
+6.6 +0.020
Number Microscopic examination of urinary sediment
Sex Dose of Red blood celis  Crystal Cast White blood cells  Epithelial cells
(mg/kg)  animals - - = - - -
0 5 5 0 5 5 5 5
Male
100 5 5 0 5 5
Y] 5 1 4 5
Female
100 5 5 1 4 5 5 5
Color ly, light yellow; v, yellow Red blood cells -, not observed
Turbidity -, negative Crystal -, not observed; =, a few
Total protein -, negative; =, trace; +, 30 mg/dL: ++, 100 mg/dL Cast -, not observed
Glucose =, negative White blood cells -, not observed
Ketone -, negative; =, trace; +, slight; ++, moderate Epithelial cells -, not observed
Bilirubin -, negative
QOccult biood -, negative; X, trace; +, slight
Urobilinogen =+, 01 EU/dL

@



Table 5-1-1
Twenty~eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of TSA in rats
Hematological findings in males at the end of dosing period
D REBC Hemoglobin Hematocrit MCV M CH McHGC Platelet PT APTT
ose
(x10% /L) (g/4L) (&3] {fL) (pd) (g/dL) (x10% /2L) (sec) (sec)
(mg/kg)
(5) 5 (5) (5} (5) 5 (5) (5> (5)
0 705 14.3 42.7 60.6 20.3 33.6 93.5 16.0 20.2
57 +1.0 *2.8 1.8 0.4 *0.3 *1t1.5 +1.9 1.6
(5) (5) (5} (5) (5) (5) (5 (5) (5)
4 732 14.9 44.5 60. 20.4 33.5 107.8 16.3 18.9
*20 0.4 1.3 *0. 0.2 0.2 *7.0 2.2 +1.4
(5) (5) (5) (5) (5) (5) (5) (5) (5)
20 715 14.2 42.3 59.2 19.9 33.5 96.3 16.2 19.3
*40 +0.5 1.5 +3.0 +1.1 +0.3 x12.1 4.1 2.9
(5) (5 (5) (5) (5 {5) 5 (5) 5)
100 716 i4.4 43,0 60.2 20.1 33.4 109.0 15.4 18.3
*23 +0.4 1,2 2.2 0.7 0.2 £12.0 +*3.6 4.3
D W BC Neutrorhil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/4L) 43 %) (%) (%) (%)
(mg/s/ky) ’
(5) (5) (5) (5) (5) (5)
0 52.5 12 1 0 4 83
+315.1 *4 %0 £0 2 *5
(5) (5) (5) (5) (5) (5)
4 67.6 9 1 Q 6 84
+24.0 15 +1 0 *4 6
(3 (5> (5) (5) (5) (5)
20 59.5 8 1 1 8 82
*16.8 x3 *Q 2 +8 *11
{5} (5) (5) (5) (5) (5}
100 58,9 11 1 (o] 3 84
*13.9 *3 *0 0 +1 +2
i Parameter. meantS.D.
: ) . number of animals




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

Hematological findings in females at the end of dosing period

D RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet PT APTT
ose
(X104 /40D {(gr/4dL) (%) (£L) (pg) (g/dL) (x10% /L) (sec) {sec)
(mg/kg) :
(5) (5 (5) (5) (5) (5) {5} (5} {3)
s} 689 14.2 . 41.9 60.9 20.6 33.9 102.0 12.1 i5.8
60 0.8 *2.7 *1.8 +*0.7 0.1 7.5 0.4 *0.6
{5) (5) (5) (5) (5) (53 (5) (5} 35)
4 705 14.2 41.8 59.4 20.1 33.9 104.2 12.7 17.2
*32 +*0.5 1.2 +2.0 *0.4 *0.6 8.2 +0.7 0.8
(5) (5) (5) 453 {8y (5} (5} (B) (5)
20 737 14.5 43.1 58.5 19.7 33.7 896.1 12.3 15.3
*70 1.2 3.8 +1.3 0.6 *5.3 +12.9 0.4 +1.8
(5) (5) (5} (53 (5} (5) (5) (5) (5)
100 707 14.2 42.2 59.7 20.1 33.8 98.1 12.6 16.2
+*66 1.3 +4.0 +1.3 0.4 *.2 t14.3 0.5 0.9
b WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose -
(x100/L) (&) (%) (%) (&3] %)
(mg/kg)
(5) (5) (5 (5) 5 (5)
4] 36.0 10 2 e] 8 81
2.3 +3 £1 *1 +7 G
(3) (5) (5) (5) (53 (5)
4 31i.2 13 2 o 9 15
7.9 +7 *] +31 +7 *13
(5) (5) 5) (5) 5 (5)
20 38.7 12 1 o 8 78
+14.7 +5 *3 0 10 *14
5) (5) (5) (5) [§:)) (5)
100 32.7 10 2 0 6 82
9.5 2 +1 0 +3 3

Parameter, meantS.D.
}, number of animals

a N

" )



Table 5~2-1
Twenty-eight-day repeat dose oral toxicity study with subsedquent 14-day recovery test of TSA in rats

Hematological findings in males at the end of recovery period

D RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet PT APTT
ose
{X10% /:L} (gr4aLl) () (£L) (Pg) (g/4dL) (x10% /ML) (sec) {sec)
(mg/kg)
(5) (5) (5) (5) (5) (5) 5 (5) {5)
(4] 793 i5.0 44.6 56.3 19.0 33 105.3 17.9 20.2
32 0.6 1.9 1.2 0.4 0.2 8.7 3.5 +0.8
{5) (5 (5) (8) (8) (5) (B) {5) (5)
100 T45* 14.7 43.4 68.3% 19.7* 33.8 99.2 14.0 19.6
; +32 0.6 2.1 1.3 0.4 0.4 +10.8 1.2 +1.1
D WBC Neutrophil Eosinophil Basoprhil Monocyte Lymphocyte
osea
(x100/HL) (%) (%) £ (%) ¥
(mg/kd)
(5) (5) (5) (5 (5} (5)
0 73.3 11 1 0 4 83
x23.1 13 x] *0 2 4
(5) {5) (E) (5) (5) (5)
‘100 60.3 i4 2 o} 4 81
£20.9 t5 *1 0 +2 16
Parameter. meantS.D. *, significantly different from control. p<0.0%

), number of animals



e

Table 5-2-2

Twenty—eight—-day repeat dose oral toxicity study with subsedquent 14-day recovery¥ test of TSA in rats

Hematological f£indings in females at the end of recovery period

RBC

MCH

b Hemoglobin Hematocrit MCV MCHEC Platelet PT APTT
ose :
(%104 /2L) (g/dL) (%) (£L) (rg) (g/4aL) (x104/1L) (sec) (sec)
{ng/kg)
(5) (5) (5) {5) (51 (5> (5) (5) (%)
4] T26 14.2 41.7 57.5 19.5 33.9 100.5 11. 15.7
+33 0.5 1.6 *0.7 0.4 0.4 +10.5 0.2 +2.6
(5) {(5) (5 (5) (5) (5) (5) (5) (5)
100 726 14.1 41.5 57.3 19.4 33.9 109.7 12.1 15.0
*40 0.4 *1.0 1,9 0.6 0.3 *17.2 +0.7 1.5
- WBC Neutrophil Eosinophil Basoprhil Monocyte Lymphocyte
ose .
(x100/KL) %) (%) (%) (%) (%)
(mg/kg)
(5) (5) (5) {5) (5) (5)
o] 36.9 14 2 0 4 80
*36.2 5 +1 *0 *] 6
{5} (5) (5) (5) (5) (5}
100 27.5 11 2 0 5] 81
£8.3 3 x] 0 2 5

Parameter. meantS.D.

{ ). number of animals




Table 6-1-1
Twenty—eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of TSA in rats

Biochemical findings in males at the end of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Total
D protein cholesterol glyceride bilirubin
ose
(g/4L) (g/4L) : (ng/aL) (mg/dL) (mg/dL) {mg/4L) (mg/4dL) (mg/4L)
(mg/kg)
(5) (5) (5) (5) (5) (5) {5} {3) {53
[} 5.2 3.2 1.56 135 35 37 16 0.7 0.10
0.4 0.3 *0.15 +24 8 *9 +2 *0.1 +0.03
(5) (5} (5) (5) (5) (5) (5) (5} (5)
4 5.3 3.2 1.60 118 42 37 17 0.6 0.08
0.4 0.2 *0.16 +13 x3 *12 *3 +0.0 0,02
(5 (5) (5) (5) (5) (5) {5} (5) (5
20 5.1 3.0 1.46 i32 35 31 20* 0.6 0.08
0.2 0.2 $0.14 *19 +3 12 *2 0.1 £0.02
(5) (5} (5 (5) [5) (5) (5) (5) (5)
100 5.2 3.1 1.46 125 37 36 16 0.6 0.07
+0.4 +0.3 +6.16 8 6 *13 x2 +0.1 £0.02
Inorg. Ca Na K cl ALP GPT GOT ¥ —GTP
rhos.
Dose
(mg/dL) (mg/4L) (MEq/L) (mEq/L) (mEq/L) (U/L) (U/L) (UsL) (U/L)
(mg/ka)
{5) (5) (5) (5) 5 (5) (5) (5) (5)
o 8.8 9.0 146.2 5.25 107.1 474 35 . 81 0
*2.0 *0.3 1.3 +1.57 1.9 95 11 26 *0
(5) (5) (5) (5) (5 (5) (5) (5) (5)
4 9.4 9.1 147.5 5.00 107.1 472 35 81 1
+1.6 0.4 1.3 +2.28 3.1 139 b4} +19 +1
(5) 5) (5) (5) (5 (5) {(5) (5} 5
20 9.5 9.1 146.1 4.87 106.2 464 31 76 0
*t.5 0.4 +0.6 +1.53 1.4 74 3 *12 £ 8
(5) (B) 5) (5) 5) (5) (5) {5) (57
100 7.4 9.3 147.0 3.68 107.4 447 30 69 1
Q0.6 *0.2 0.3 *0.52 2.0 =85 *5 8 EXR

Parameter. meantS.D. *, significantly different from control. p<0.05
) » number of animals -



Table 6-1-2

Tuenty-eight—day repeat dose oral toxicity study with subseguent 14-day recovery test of TSA in rats

Biochemical f£findings in females at the end of dosing Period

Total Albumin A/G Glucose T Tri- BUN Creatinine Total
D protein cholesterol glyceride bilirubin
ose
(g/dL} (g/dL) (mg/dL) {(mg/dL) {(mg/d4L) (mg/dL) (mg/dL) (mg/aL)
(mg/kg)
(5) (5} (5 {5) {5) (5) (5) (5) (5)
4] 5.2 3.3 1.80 105 39 26 16 0.6 0.08
0.2 0.2 +0.16 18 8 10 *1 *0.1 x0.02
(B} (5) (5) (5) (5) (5) (5) (£-)] (5)
4 5.1 2.1 1.53 107 42 23 1g 0.6 0.11
0.2 0.3 +0.23 *8 7 9 +2 0.1 +0.02
(5) (5) (5) {5) (5} {5) (5) (5) (5)
20 5.2 3.2 1.62 105 46 23 20 0.6 0.11
+0.3 0.2 0.11 +13 9 311 x4 0.3 +0.02
(5) (5) {5) (5) (5) {5) (5) (5) - (5)
100 5.1 3.0 1.51 106 B1 26 22%% 0.7 0.10
0.5 0.6 $0.43 116 t4 +10 +3 0.1 +0.03
Inoryg. Ca Na K (o4 § ALP GPT GOoT 7=GTP
phos.
Dose
{mg/aL) (ma/4L) {mEq/L) {mEq/L) (mEq/L) (U/1) (/L) (UsL) {U/L}
(mg/kg) :
[453) (5) (5} (5} (5) (5} (5) (5) {5}
o 8.0 8.9 145.4 5.61 108.9 315 25 69 1
’ 1.9 - 0.3 2. +2.84 *2. 62 2 6 +1
(5) (5) (B) {5) (85) (5) (5) (5) (5)
4 7.4 8.8 146.2 4.47 109.3 288 26 73 1
+0.9 0.3 0. +1.39 *0. 62 +7 9 +1
(5) (5) (5) (5) (5) (5) (5> {5) [¢=3]
20 9.0 9.0 146.1 4.99 108.9 271 25 73 0
0.8 0.4 *1. *2.16 *1. 91 9 12 +1
(5) (8) 5) (5) t (5) (5> (5) (5)
100 7.9 9.0 146.1 5.02 109.1 322 28 68 0
0.3 (.5 *1.2 +1.67 2. 51 +7 11 *1
Parameteyr. mean+S.D.
( )., number of animals **, significantly different from control., P<0.01
f) N
- L/




Table 6-2-1

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

Biochemical f£indings in males at the end of recovery period

Total Albumin A/G Glucose Total Tri- BON Creatinine Total
protein cholesterol glyceride bilirubin
" Dose
tg/dL) (g/4L) (mo/d4dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
(mg/kg)
(53 (5) (5) (5) (5) (5) (5) (5} (5)
0 5.4 3.1 1.38 148 36 44 19 0.6 0.08
0.0 0.1 £0.11 24 x5 20 2 0.1 0,03
(5) (5) (5) (5) 5) (5) (5) (5) (5)
100 5.2 3.0 1.40 128 43 42 21% 0.6% g.12
0.3 0.2 +0.13 18 =7 *319 ] 0.1 +0.03
Inorg. Ca Na K cl ALP GPT GOT 7~GTP
phos.
Dose
{mg/4aL) (mg/dL) {mEq/L) (mEq/L) (mEqa/L)} (U/L) U/ (U/L) (U/L)
mg/kg)
(5} (5) (5) 5 (5) (5) (5) {5) (5)
0 6.6 8.5 146.1 4.02 107.7 260 31 74 0
0.6 *0.2 1. +0.26 t1. 79 *5 8 10
(5) (5) (5) (5) (5) (5) (5) (5) (5)
100 6.4 8.6 145.9 3.76 107.6 295 27 63* o]
+0.4 0.3 0.8 +0.29 2.1 *33 2 *4 0
Parameter. mean*S.D. %, significantly different from control. p<0.05
( ). number of animals



Table 6-2-2

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

Biochemical f£indings in females at the end of recovery period

Total Albumin . A/G Glucose Total Tri— BUN Creatinine Total
D protein cholesterol glyceride bilirubin
ose
(g/4dL) (grsaL) {mg/dL) (mg/dL) (mgsdL) (mg/dL) (mg/dL) (mg/d4dL)
{(mga/kg)
(5) (5) {5} (5) (5> (5) (5) (5) {5)
0 5.4 3.4 1.64 113 48 30 25 0.6 ¢.12
+*0.3 0.3 +0.18 *30 *9 *2 *3 0.0 +0.02
(5% (5) (5) (5) (5} (5) (5) (5) {5)
100 5.0 3.0% 1.47 120 3p% 21** 21 0.5 0.10
*0.3 0.2 +0.18 *14 +7 2 3 0.1 0.03
Inorg. ca Na K c1 ALP GPFT GOT T-GTP
pPhos.
Dose
(mg/4aL) {my/dL) (mEq/L) (mEq/L) (mEa/L) U/ (UsL) (U/L) (Uus/L)
(mg/kg) .
(5) [4=3] (5) (5) (5) (5) (5) (5) (5)
] 5.9 B.7 145.1 4.02 108.9 196 25 63 1
+0.5 0.2 1.0 $0.39 1.2 4B x4 S 0
(5) (5) (5) (5) [¢-] (5) (5) (5) (5)
100 6.4 8.1% 146.1 3.87 110.2 216 24 62 0
0.5 0.5 £1.2 +0.34 0.5 x26 8 17 +*0
Parameter, meantS.D. *, significantly different from cantral. v<0.0%
), number of animals **, significantly different from control. p<0.01




Table 7-1-1

Twenty—-eight-day repeat dose oral toxicity study with subsegquent l14-day recovery test of TSA in rats

Absolute organ weights in males at the end of dosing period

Pituitary Adrenal
D Body weight Brain gland Thymus Heart Liver Kidneys glands Epididymides
ose
(Mg /kg) {93 tmag) {(mg) {mg) (mg) (mg) (mg) (my) (mg)
(5} (5} (5) (5) (5} (5) (5) 5) (5 (5)
o] 302.7 1873.9 8.9 595.7 1014.0 9662.9 2380.0 12.9 47.8 662.6
+16.1 +72.7 t1.4 t85.7 +75. +876.8 +221.2 2.8 4.1 $55.2
(5) 5) (4-3] (5) (5) (5) (5) 3 (5} (5) (5)
4 318.8 1859.3 2.5 473.4 1114.4 10330.2 2453.1 2 15.2 43.5 624.8
*18.7 +71. 0.8 *64.2 +89.0 *1234.0 *164.8 7 3.5 5.8 +£104.3
43 (5) (5) 5) (5) (5) (3) (5} (5)
20 315.8 1795.8 9.8 594.3 1085.1 9774.7 2451.5 4 13.9 48.5 680.2
25.2 +63.8 $0.6 +167.9 +98.7 +1273.5 +161.5 2 *1.6 +*6.0 265.6
(5} (5) (5 (43 (5) (5) =) 5 (5) (B) (5)
100 318.6 1873.3 10.2 532.7 1097.9 10301.8 2609.2 1 16.0 48.3 652.9
*20.5 *57.6 0.3 ¥103.1 +85.9 $1119. *160.4 3 5.1 +4.8 *16.4

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



Table 7-1-2 .
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TSA in rats

Absolute organ weights in females at the end of dosing period

Pituitary Thyroid Adrenal
D Body weidght Brain gland Thymus Heart Liver Kidneys Spleen gland glands Ovaries
ose
(mg/ka) (a) (mg) (mg) (mg) (mg)} (mg) (mg) {mg) ) (mg) (mg)
(52 (5> (5) (5 {5 (5} (5) [£-3) (5) {5) (5)
o] 200.8 1738.9 12.5 495.9 736.4 6600.5 1591.9 514.5 14.7 63.8 86.7
*11.1 *47.0 +1.9 *303.7 *77.2 2950.1 *102.0 168.9 2.7 1.7 +11.0
- (5) (5) 5} (5 5 {5) (5} (5} (5) (5) (5}
4 20%.7 1743.3 12.1 481.9 746.3 6268.1 1710.1 499.6 12.4 61.6 84.0
+14.8 +87.4 *0.5 +82.6 £53.1 +297.0 +185.5 +110.9 2.2 +*7.2 6.8
(5) (5) [4-3) (5 (5) (5) 5) (5) (5} (5 (3)
20 186.7 1717.2 12.1 439.7 673.9 6073.5 1619.1 450.6 12.4 60.6 78.1
+21.8 +89.6 +1.2 +106.6 +68.4 +830.0 t128.9 *61.1 1.1 +3.3 9.2
5) (5) (5) 5 5 8) (5} (5) (5) {5} 5)
100 193.2 1704.0 11.8 404.8 690.0 6407.4 1729.6 522.1 12.2 60.9 80.4
*15.0 *71.0 1.6 *107.4 +58.8 £394.0 £193.7 242.7 +3.2 7.4 *13.6

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




Table 7—-2-1

TwentY—eight—day repeat dose oral toxicity study with subsequent l4-day recovery test of TSA in rats

Absolute organ weights in males at the end of recovery period

Pituitary Thyroid Adrenal
D Bady weight Brain gland Thymus Heart Liver Kidners Spleen gland glands Testes Epididymides
ose
(mgo/kg) (a) (mg) (mg) (mg) (mg) (mg) (mg) (mg} {mg) (mg) (mg) (mg)
(5 (5) (5) (5) {(5) 5 (5) (5) (5) (5} (5) (5)
0 392.5 1906.0 11.2 599.8 1280.5 11803.5 2800.1 692.5 17.5 49.3 2960.9 922.5
+32.1 96.1 +0.7 *104.6 +135.0 +1613.7 +3148.5 +110.2 1.6 *6.6 *47. +47.3
(5) (B) (5) (5) (5 (5} (5) (5} (5) (5) (5) (5>
100 371.2 1926.4 10.1 B11.2 1127.0 11086.0Q 2545.1 838.0 18.9 53.8 2936.6 894.8
*40.2 +51.1 +2.0 $120.2 £93.9 +2337.5 £336.6 *98, 4.6 *8.2 +75.2 £54.1

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



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

Absolute organ weights in females at the end of recovery period

Pituitary ) Thyroid Adrenal
- Body weight Brain gland Thymnus Heart Liver Kidneys Spleen gland glands Qvaries
ose .
(mg/kg) (g (mg) {ng) (mg) (mg) (mg) (mg) (mg) (mg) {mg) (mg)
(5} (8) (B) 5 (5) 5) 5 (5 (5) (5) (5)
o] 233.6 1787.6 13.7 457.1 794.1 6723.6 1768.3 765.3 18.6 62.7 81.4
+20.6 +48. 1.9 +94.2 *60.0 $£719.0 +185.5 +*404.8 *3.1 *12.7 *22.4
(5) (5) {5) (5 (5 . (5) 5 (5) (5 5)
100 208.3 1774.3 13.1 395.8 765.0 6093.4 1673.3 426.5 ig.4 61.8 81.3
+14.8 122.1 1.1 +*79.7 +*50.2 *621.2 *88. £54.0 5.8 +310.4 *16.2

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

o O




Table B-1-1
Twenty—eight-day repeat dose oral toxicity study with subseguent 14-day recovery test of TSA in rats

Relative organ weights in males at the end of dosing Period

Pituitary Thyroid . Adrenal . .
- Body weight Brain gland Thymus Heart Liver Kidneys Spleen gland glands Testes Epididymides
ose
(mg/kg) (€-5] (mg/g)} (mg/9) (mg/g) (mg/g) (mg/g) (mg/g9) (ng9/9) {mg/q9) {mg/g) (mg/9) (mg/9)
(5) (5) (5) (5) (5} {5) {5) {3) (5) 5) (5) . (5)
0 302.7 6.212 0.030 1.977 3.350 31.922 7.870 2.185 0.043 0.158 9.256 2.190
*16.1 *0.524 +0.004 +0.336 +0.184 *2.352 +0.688 0,193 +0.008 +0.007 *0.516 *0.152
(5) (5) (5) (5) {5) . (5) (5) (5) C (5} (5) (5) (5)
4 318.8 5.846 0.030 1.484 3.504 32.359 7.694 2.153 0.048 0.136 8.172 1.957
*¥18.7 +0.374 $0.001 +0.167 - +0,340 22,766 *0.228 +0.218 +0.011 +0.013 +].594 +0.297
(5 (5) {5) (5) {5} [§-2] (5) (5) (5) {5) {(5) (8)
20 315.8 5.708 0.031 1.873 3.434 30.862 7.780 2.313 0.044 0.155 8.807 2.152
+25.2 *0.379 +(3.002 +0.445 :3.076 +1.707 *0.473 *0.226 +0.006 *0.023 *Q.314 *0.054
(5) (5) {5) (5) 5 5) 5) {5) - (5) (5} (5) (5)
100 318.6 5.891 0.032 1.876 3.452 32.271 8.198 2.159 0.050 0.152 8.958 2.054
+20.5 +0.233 $0.003 +0.323 20.265 £1.721 *0.371 +0.492 +0.013 *0.014 +0.785 +0.107

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



b3
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Table B8-1-2

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

Relative organ weights in females at the end of desing period

Pituitary : Thyroid Adrenal
- Body weight Brain gland Thymus Heart Liver Kidneys gland glands
ose
(mg/kg) g (mg/g) (masg) (mg/g) (m9/9) (mg/g} (mg/g) (mg/9) (mg/g)
(%) (5) - (5) (5) (5) (5) (5) (5) (5)
0 200.8 8.680 0-062 2.466 3.667 32.909 7.929 0.074 0.319
*11.1 $0.545 *0.006 +0.457 0.322 +4.835 *0.307 +0.016 +5.025
(5) (5) (5) (8) (5) (5) (5) [§=3) (5}
4 201.7 8.670 0.060 2.382 3.705 31.132 8.472 0.062 0.306
*14.8 +0.614 +0.004 +0.305 +0.225 +1.225 +0.611 £0.012 +0.033
(5) (5) 5) (5) (5) 5 (5) (5) (5)
20 186.7 9.275 0.065 2.332 3.627 32.554 8.723 0.067 0.327
+21.8 *0.913 +*0.009 *0.329 *0.336 +2.995 +0.732 +0.008 *0.036
(5) (5) (5) (5) (8) (5) (8) (5) (5)
100 193.2 8.851 0.061 2.075 3.574 33.280 8.975 0.063 0.315
*15.0 +0.554 +*0.007 +0.407 *0.181 12.662 *1.036 +0.014 +0.021
Parameter, meantS.D.
) . number of animals
O O

.




Table 8-2-1
Twenty—-eight-day repeat dose oral toxicity study with subseduent 14~day recovery test of TSA in rats

Relative organ weights in males at the end of recovery period

Pituitary Thyroid Adrenal
D Body weight Brain gland Thymus Heart Liver Kidneys Spleen gland dglands Testes Epididymides
ose
{mg/kg) (g) (mg/9) (mg/g) (mg/g) (mg/g} (mg/9) (mg/g) {(mg/g) (mg/d) (mg/g} (mg/g) (mg/9)
(5 (5) (5) {5) (5} (5) {8) (5) {5) (5) t5)
] 392.5 4.874 0.029 1.546 3.261 29.982 7.152 1.773 0.045 0.125 7.589 2.369
+32.1 0,343 0.002 £0.367 +0.190 $1.931 *0.348 +0.305 *0.0086 0,012 +0.691 +0.300
(5) (5) (5) (5} {5) (5) {5) 4-3) (5 (8) (5)
100 371.2 5.238 0.027 1.372 3.044 29.629 65.858 2.263% 0.050 0.147 7.981 2.432
. $40.2 *0.581 *Q.004 $0.274 *0.119 £3.332 %0.566 +0.192 +*0.007 £0.030 +0.806 *0.291
Parameter. meantS.D. *, significantly different from contrel. p<0.05

( ). number of animals



Table 8-2-2

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

Relative organ weights in females

at the end of recovery period

Pituitary Thyroid Adrenal
b Body weight Brain gland Thymus Heart Liver Kidneys Spleen gland glands Ovaries
ose
(mg/kg) (g) (mg/g) {(mg/g9) (ma/g) (my/g) {mg/g) (mg/g) (mg/9) (mg/g) (mg/g) (mg/g)
(5) 5) (5) (5) (5) (5) (5) {5) (5) (5) (5)
o] 233.6 7.701 0.059 1.960 3,409 28.°759 7.574 3.253 0.080 0.269 0.345
+20.6 £0.736 *0.007 +0.397 +0.271 *1.342 +0.529 +1.598 +0.014 +0.050 +0.074
(5) (5) (5) (5) (5} {5) (5) (5) (5) (5) (5)
100 208.3 8.548 0.063 1.901 3.680 29.218 8.045 2.047 0.087 0.297 0.389
¥14.8 *0.510 *0.003 $0.377 *0.236 +1.290 *0.251 *0.201 *0.022 +0.050 *0.060
Parametexr. mean+S.D.
{ }. number of animals
N

N
AN




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

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 4 mg/kg 20 mg/kg 100 mg/kg
Grade - + - + v + - +
(Testis) [ 5] [ 5] [ 5] [ 5]

Small 5 0 4 1 5 4] 5 0
(Epididymis) [ 51 [ 5] [ 5] [ 5]

Small 5 4] 4 1 5 ¢ 5 ]
(Seminal vesicle) [ 5] [ 5] [ 5] [ 5]

Small 5 o] 4 1 5 1) 5 4]
(Prostate) [ 5] [ 5] [ 5] [ 5]

Small 5 0 4 1 5 0 S5 0

-, Negative; *, Positive
{ 1. Number of animals examined



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

Macroscopical Tindings in femalesbat the end of dosing period

Dose 0 mg/kg . 4 mg/kg 20 mg/kg 100 mg/kg
Grade - + - + - + - +

(All organs) [ 5]

[ 5] [ 5] [ 5]
No remarkable change

, Negative; t, Positive

I ), Number of animals examined

All organs; Brain, Spinral cord, Lung/Bronchus, Submandibular gland, Sublingual gland,
Pancreas, Heart, Liver, Kidney, Spleen, Stomach,

Mesenteric lymph node, Tongue, Thymus, Esophagus, Trachea, Aorta, Pituitary gland, Thyroid gland,

Parathyroid gland, Adrenal gland, Ovary. Uterus, Vagina, Urinary bladder, Skin, Mammary gland,

Eye ball, Optic nerve, Harderian gland. Sciatic nerve, Skeletal muscle, Sternum. Femur, Bone marrow

Mandibular lymph node,
Duodenum, Jejunum, Ileum, Cecum, Colon, Rectum,

)
N




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

Macroscopical findings in males at the end of recovery period

Dose 0 mg/kg 100 mg/kg
Grade - + - +
(Thymus) ) [ 5] [ 5]

Small 5 ) 4 1

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




Table 9-2-2 .
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of TSA in rats

Macroscopical findings in females at the end of recovery period

Dose 0 mg/kg 100 mg/kg
Grade = + - +

{All organs) [ 5] [ 5]
No remarkable change

— Negative; 1, Positive

[ 1, Number of animals examined

All organs: Brain, Spinal cord, Lung/Bronchus, Submandibular gland, Sublingual gland,
Mandibular 1lymph node, Pancreas, Heart, Liver, Kidney, Spleen, Stomach, Duodenum,
Jejunum, Ileum, Cecum, Colon, Rectum, Mesenteric lymph node, Tongue, Thymus, Esophagus.,
Trachea, Aorta, Pituitary gland, Thyroid gland, Parathyroid gland, Adrenal gland,
Ovary, Uterus, Vagina, Urinary bladder, Skin, Mammary gland, Eye ball, Optic nerve,
Harderian gland, Sciatic nerve, Skeletal muscle, Sternum, Femur, Bone marrow




Tahl¢e 10-1-1
Twenly-cight-day repeal dose oral toxicity study with subscquent 14-day rocovery test of TSA in rals

tistopathological findings in individual males at the end ol dosing period

Dose 0 mg/kg 4 mg/kg 20 mp/kg 100 mg/kg
Gradoe - + + +H ++ pos. - = 4+ + +++ pos. - + + ++ H+ pos. - & ++F
(Kidney) [ 5] [ 31 [ 51 | 5]
Eosinophilic body 4 1 0 0 O 1 4 1 0 0 0 1 4 1 0 0 O 1 16 3 1
| Basophilic tubule, cortex 2 3 0 0 0 3 4 1 0 0 0 1 2 3 0 0 O 3 1 4 0
k {(Spleend { 51 [ 5} [ 3] [ 5]
flematopoicsis, cextramedullary 0 3 2 a0 ¢o 5 c 2 3 0 0 3 0 2 3 0 0 5 0 1 4 0
(Liver) { 5] [ 0} [ 0] [ 5}
Fatty change, periportal 0 4 1 0 O 5 1 3 1 0
Vacuolization, cytoplasmic,
hopatoeyte, centrilobhular 31 1 0 0 2 5 0 0 0
(Lung) | 51 1 0] [ 0] [ 51
Avcumulation, foam ccoll 2 3 0 0 0 3 2 3 0 0
Hemorrhage, focal 5 0 0 0 0 0 4 1 O O
Metaplasia, osscous 4 1 0 0 O 1 3 0 0 0
Cellular infiltration, cosinophil,
around artery/bronchus 3 02 0 0 0 2 4 1 0 0
(Pancreas) [ 51 1 0] | 0] [ 51
Atrophy, acinar cell, local 4 1 0 O O 1 5 0 ¢ 0O
(Testis) I 51 | 11 1 01 I 51
Degenceration, spermatocyle & spermatid,
seminiflferous tubule 5 0 0 0 0O [ g 01 0 0 1 5 0 0 0O
MulLinucleated giant ccll,
seminiferous tubule 5 0 0 0 O 0 0O 0 1 0 0 1 3 0 0 0O
(Epididymis) | 51 [ 1] [ 0} t 51
Decrease, sperm, lumen 5 0 0 0 O 0 0 0 0 0 1 5 0 0 0
Cell debris, Tumen 5 0 0 0 0 0 o0 0 0 1 o 1 5 0 0 0O
(Heart) I ol I 0] [ 0] | 51
No remarkable changeoe
(Thymus) | 51 1 o) 1 o] | 3l
No romarkable change
(lirinary bladdoer) { 51 [ 0] [ 0} [ 5]
No remarkable changoe
(Pituitary gland) | 5l 1 01 [ 01 [ 51.
No remarkable changoe
(Thyroid gland) I 51 [ 0ol [ ol [ 51
No remarkable change
(Adreual gland) [ 51 |l 0} [ O} I 3]
No romarkable change ’
{Bone marrow of Femur) | 51 [ O} | 0] |l 5l
No remarkable change
(Prostate) | 0] [ 11 [ 0] 1 0]
hNo remarkable changoe
(Seminal vesicle) [ 0} {11 | 0] [ 0]
No remarkable change
~, Negative; x, Very slight: t, SLight; +t, Moderate:; t+H+, Severe; Pos., Total of positive grade
! I 1y Number of animals examined

3
|



Table 10-1-2 . . ’
Twenty-cight-day roepeat dose oral toxicily study with subscquenl 14-day recovery test of TSA in rats

litstopathological findings in females -at the end of dosing period

Dosae 0 mg/kg 4 mg/kg 20 mg/kg 100 mg/kg .
Grade - 1 + + +HH pos. - + + 4+ +++ pos. - + + H +H+ pos. - + + + +H pos.
(Kidney) [ 5} { 0] [ 0] -1 51
Basophiilie tubule, cortex 1 4 0 0 0 4 2 3 0 0 0 3
Mineralization 2 3 0 0 O 3 1 3 1 0 0O 4
Fibrosis, subcapsulce. focal 4 1. 0 0 0O 1 5 0 0 0 O 4]
{Spleen) [ 5] [ 31 { 51 [ 51
llematopoicesis, extramedullary O o 0 0 0 5 0 5 0 0 0 5 0 5 0 0 O 5 0o 3 2 0 0 5
(liver) [ 51 [ 01 [ 0] [ 3]
Fatiy change, poeriportal 0o 2 3 0 0 5 0 4 1 0 0 3
Yacuolization, cytoplasmic,
hepatoeyte, centrilobular 4 I 0 0 1 5 0 0 0 0 [4]
Microgranuloma 4 .1 0 0 O 1 1 0 0 0 1
(Lung) I 51 I ol [ o] I 5l
Accumulation, foam cell 4 1 0 0 0 1 3 2 0 0 0 2
Metaplasia, osscous 5 0 0 0 0 0 4 1 0 0 0 1
Celtular infiltration, cosinophil,
around artery/bronchus 3 2 0 0 0 2 AN 0 0 0 3
Mincralizattion, artery 3 2 0 0 o0 2 5 0 0 0 0 0
(Pancreas) [ 51 [ 01 { 0] | 51
No remarkable change
(lleart) | 51 [ 0] | 0] | 51
No remarkable change .
(Thymus) 1 51 [ 0] | 0} | 8]
No rcemarkable change
(Ovary) | 51 { 0] | 0] [ 51
No remarkable change
(Urinary bladder) ’ | 51 { 0] | 0] I 5]
No rcemarkable change
(Pituitary gland) | 31 . 1 0l [ 0] | 5]
No remarkable change ’
(Thyroid glamd) 1 51 1 o} [ 01 [ 5l
No remarkable change .
(Adrenal ghand) [ 5] | 0} [ O} I 51
No remarkable changoe
(Bone marrow of .Femur) I 51 | 0} [ 0} [ 31

No remarkable chiange

— Negalive:; X, very slight; +, siight: t+ Moderate; tH, Severe; Pos., Total ol posilive grade
[ I, Number of animals examined




Table 10-2-1
Twenty-cight-day repeat dose oral toxiclty study with subscequent 14-day rccovery test of TSA in rats

llistopathological Tindings In males at the end of recovery period

Dose 0 mg/kg 100 mg/kg
Gracde - 1+ + + ++t pos. - * + ++ +H pos.
(Kidney) I 51 I 5]
Fosinophilic body 2 1 0 : 1 1 3 0 0 4
Basophilic tubule, tortex 4 1 0 0 0 1 2 3 0 0 0 3
Cyst,
cortico-medul lary juncLion 5 0 0 0 0 0 4 1 0 0 0 1
Casl, hyalin, cortoex 5 0 0 0 0 0 4 1 0 0 0 1
IFibrosis, subcapsule, f{ocal 4 1 0 0 ©O 1 5 0 0 0 0 0
(Sploen) . [ &1 | &1
liematopoiesis., extramedullary 0 2 3 0 0 5 o0 3 2 0 0 5
Deposil, pigment, brown 1 4 0 0 O 4 1 4 0 O 0 4
{Thymus) | O} | 11

NOo remarkable change

—, Negative; %, Very stight:; +, 81ight; ¥, Moderate; +++, Severe; Pos., Total ol positive grade
[ 1., Number of animals cxamined i
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Table 10-2-2
Twenty-cight-day repeal dosce oral toxicity study with subsequent 14-day recovery test of TSA

Histopathological lindings In females at the end of recovery period

in rats

Dose 0 meg/kg 100 mg/kg
Grade . - + + + +H pos. - * + ++ +H pos.
(Spicen) | 51 [ 5]
Hematopoiecsis, extramedullary 0O 4 1 0 0O 5 O 3 0 0 O R
Deposit, pligmeni, brown 0O 5 ¢ 0 O 5 0 53 0 0 O 5

—, Negative; t, Very slight; + Slight; ++ Moderate; +H+, Severe; Pos., Total of positive
| |+ Number of animals coxamined '

grade
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