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NUBUANER ST I M | S S5O SD X7 v MZ, 0 (k& LTAWE
1w A F - K@ERERE), 6, 30 X150 mgkeg/day DHET28 B
MREORE L, EOREREFEEII OV TR L, Bh 2 BLOTHEH <579,
0 B LU 150 mgrkg/day Tid, BEKRTH 14 BRIOEEMB 2RI 29T 74 MaE%
BHTER T 7=,

30 BLU 150 mgkg HETHEICEKES L UEHEOFEREME, 2 5iC 150
mg/kg B¥ CHEHEIZ 6 REBNE TR L CREEROHEL CNHE 1 lEOECARBD LA
7oo MIEAEERETIE, 150 mgke BETHREICR 2 LI T o — L RE, X HITHEIC
ALT FERBLURE YA EVIRE, BIIRRERBEOVWTHLEEREEIEDL
hi-, WEEETIY, 150 mg/kg B THEHEIZ ATl X OBIBOHEAN EEOF R /2 BIEN
FEboh, FHEMABERETIE, 30 BIT 150 meke B THEEI, BHEOBIT LR
O BB D biti, & 5HiZ 150 mg/kg 8 THEREZ, FiOMIRTIRIEILE,
FPig o/ E R OEATRREIE R, BIROBILE - BR LROGHILENED LN, Th
LOEL, EEFEICBVTIE, MOSRKELEELRE, EEHLVIIEEEmEZRL,
BRLERRENTHD LHIT SN, T, BREMLEIDNAEEARDOAL
Mmooz,

UEDERNL, RUBVANLFLSTIROT v b~ 28 HERBEZDEEIZB
T, 30 mg/kg LA EDOREOUEREIZ(AE, MR I ORI TI2REENRD LN,
& HiZ 150 me/kg BETIIMERECHE, FHE L OBRICHT 2 EESRD b, BY
EE (NOEL) BIUEEMER (NOAEL) i, HEEL % 6 mgke/day LER I,
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g5 #
ROBUVANVECYTIRE2T o MZ 28 BEIBO#HEE L, ADEORERS B
WTHRRETL 7=,

PrpbR KON HA
1. HBRYME

WBRHEE LTHWERVEY ALK T IR (CAS &S 98-10-2) 1%, kBIU
HICEER T, HFETIIRAORATH D, AR,

HELLT (HiE 99.6%) #AFL
T, MR (2~6C), BHTTRE L, AL, RE L-EBHHEIIRERTHRIZ,

G (FAF—nik) L, REThH-TZ LERERL
7ro ARMEORMEIY, Appendix 1ZFR7,

BROHEIL, 1 wh%AF AL —XKBHKE (A FVEALB—R 100cP ; FIYEHIE
TEKRASHE, vy MBS KLP3708 B X WRHHERK ; £RBEKXSH, ny M E
& 081549) VT, FIEOREARICRIBEICREBL, B5KE Lz, HBRYE
BUBOREERERAHER, 1 BRRELTLEERL DD Z LBREB I

(Appendix 2) ©T, ®&EKIZ, B1EFBYL T 1 BOERARIT/PRITL, HARKE
THEF (2~6C) - EXRT TRE LI, X5, BREBRORERRL LT, yEIZHEARY
Li=ZhEh 0.12, 0.6 3L T 3.0 wvhHiKIZOWT, FIEQRE TRAMNIN TS Z
¢t #®ER L (Appendix 3),

2. Bk X URESRE

Eiix, SD% [Crl: CDSD)F v b &AW, Ty MY, BEAFY—NLR - Y/R—
s BAFE L F— (WR)IREART TER 795) 70 4 BROLOEZRA (M
#360E) L, #T7HM, T8 RMRBRERECBLEE, LOMITRERZITY, B
ENIER T, —AREROREN RFRMEHER 30 B4, 5B TRERICAV:,

7 v b, RE 22237, BE 55210%, BIEHK 10EMD LB (F—1T7 Ly
2x7—5R), BH 128M/B (il 7 RRAT, % 7 RHEL) KRELEASYT
—VATLEME (B 5 ) T, BEMNCRAT U VAREHS—Y (260W X 380D X
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180 H(mm)) IZIAEL, TNE2AT U LAB S BEDOT v 7 ICBEBELCHE L. F#F

(BHEFAS 7T MR X by 7, BEARELEKRASM, vy MES 061164, 061255)
BLUEBA (AR 1ym Oh— 1Y v V7 4 L F—TRBEEINRBH LR EAE
&) 1T, EhENGHESBRIUCEBRAKERICLY, BHICERSE,

B OBEBEINI, T v 2 BL O — O ~OEBALOBFETICEARFEIZ L VT
27,

SRELM T, BEOREIL 22.0~22.8C, BE X 53~62% DFiB T (Appendix
4) L, EEROBRNEOSNER (Appendix 5) i3, XEREFRETAENER
EED B S CEECTFERMERE (1979)) $28ZIZ U TYHEFTSRELE
EROFFGCEANICH D, HBIKIIKEEICESSKEERIZEST 5 (Appendix 6)
TLRHRENT, #oT, BHOFAEHMELEL T, ABRRROBEEIIRELRIT

TLERDONWARRKREROEIY, ol bD LTI,

ORRENL, BERYRLNEAS L REBAREED TICERT 5 i bIc 8T
TREBRREREDR, [HEEBEAN FTEAVRFEEMEFRTOTYERELHR
E] IR, AEROBMERERSOEARBEB/ T,

3. REBORE, RBREHOMEKE LURETE

BRERDVERRE LT, UBVAAMGRUT I PR 1 BM#EE 3o SD % [Crl
CDSD)}7 » Mz, 0 (&M, 1wh%AFLELa—RKEK), 2, 6, 20, 603
X 10200 mgkg/day DFHET 14 BB O®RE LT, £ORER, 60 mgkg UL EDOBET
fFigs: & UCERENEROEHEFEMECIC N OREIINT 22 TIET 5 MKE
fLERZE L, SHIT200 mgkg BTIRIARIZHTIALONREERENED R,

LLEDMRPS, ARRICBIT2%RE5EIL, 28 HEOKEREIZL ) FHEENR
BY 5L TFREIND 150 megkg/day ZREm AR, FHERRBBHRLR2VWETRHENID 6
mg/kg/day #H{EHAE L L, ZOMIZ 30 mgkg/day ® 3 HEE LTz, ZhbnRE#
I TR ER T 2 RBHAERDIINIC, BNIBMHE(OTHEELAS BN T,
fBL 150 mg/kg/day OBIZIIREXRT#% 14 HROREMMEZBETERTSHT 71
FEEZRNTERIT =,

RBREOMRIT, ORGHREE (LT, xE), OfBHOEEEH, ORBRWED
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6 mg/kg/day 58 (6 mgke ), @R 30 mg/kg/day 58 (30 mgkeg B), OF
150 mg/kg/day ¥ 58 (150 mg/kg #f) ¥ L U'®F 150 mg/kg/day 5 FHEORER (5
HE) O6HT, SHOBMEIIMBESSILE Lz,

B DR I, ERRBRETRICIT o7, BE LB ENBYIc >N T, HEHEENR
EFNEBNOREDOEHEITIHEVHOPOLBEREZEIL, FEICLVEI L%,
BIE EERSICEBIIRY 2, FBOEESMBY—L DL O L, KoMk
DEBYOEEOTHE (#EFH) 1, #H# 168(150~177)g, M 143(135~152)g Th-
oo

BEFEY, REBERBE1 kg% 5mL L, TURVEEY L TREEL
FESEE AT, BEEREEA, 18 1E (4FRiP 8:48~10: 36), 28 Az
o THRAKS L, EEGOREKE, BHEAOREFRELEICENY L, oRE
20X, WAL LTHNVWE 1wv% A Flelo— R BEERRICRE LT,

4. BEBLIURE

BEYMIL, BREMRBATENOERERMO 28 BEIB LUV 7 74 FREETIRZNICKE
<EEHMO 14 BME L, ROBEBIURELZEMR L,
D— K B # R

2HiconT, B0, BEMBMICEWTIIRER, BREEEK, R5%8R305~18F
MR 4 BELIED 4 B, BEHMCBNTIPRES 1E, B0L£sE, S8,
7872 VicoOWTHELE,
BEBERERE

(B2 RN

V774 MELED T, BREFENMEBICEORILE 1B, 7 —U4% A FTOBRE
MAT, r—YrolHTIEBLEICr—VAOTAIMA—F 74— F (3T0WX
560D X 40Hmm) T, r—VNbDHLEE, F— U bHIHOHRNE X, KHKE
B GhiR~FRE), K& (&), BYXA, IE, R B0y, RGFASUIRE, IREREH,
TR, W, THEHHEEORIZEL SIEN, LMEABOEIZX 215h, &S, kK, £,
g, R, ERTE (REE), H17 (139 E), RETH (AW, RAMEHTR
&), R (BEOERE, REFEEEERE), RBLCHEICOWTEHEL, B
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LN EEF R (Appendix 7) T L7z, BMICITEERLIECEHEE S 21T,
BREUANOEVPESCIYES LR T L —VOEBRIL2BREZSDHART LEE
BLICEZ, BIEHFIBEESIRCBERZTOI Z Lk Y, BREABEHSTHRETEH
gL,
QR HERE

BEABBLUYT 74 PEICOWTIREE 28I, BERG BEEICEEESIT
BEOBINE), MERS (Friy bTEL r— V2 Fio+ 2 58), MER
S (BERicfih - BEORKE), BRERG (BRBEZ Yy b THRAEES OXE,
BEREORE), BILRS CEITT2EAOKE) BIXUCEMRA (HETEHE
HEMZIC LB E D EREEICH EBHRIS) 2R~ BOLNRGEEFA (Appendix
8) TE&EL:,
PBNBIUVEREHE

BE4BRBLOYT 74 FEICHOWTIIEE 2 i, BREDHRE (BRESHENELE
&, SUPERMEX, ZEETEBHASH, 8B RT2EFRARE B F—BRAL, 8
EHEEAOXERO 60 2MICIT 2 BBIE L HIE) B TNTHIG L REDRH (5
v b e =UZRBRAAIELRE, MK-380R/FR, ZEHTHBENSML) 2RELE,
IFERL LRI E

(KEIX, #5 1 (RSHEEHEAD, 7, 14, 218X 028 H, I 7TERBIV 14 A
ICERBIZAEL, RESMYOSEEMEXEH L, FERX, 88 16, #i
#55, 12, 195K0°26 BEGNCEE 5 3L 12 B, HEERE 4, 11, 188XV 25
AINCEE 4 BEU 11 Biz, ¥AZTO 24 BEORERE (REHEERE) 2REL
Yl

HEB LCREEREOREIZIL, EFXE (FY-3000, =— 7 F+ Fo B
) EAWE,
HRRE

BEABRBICYTI54 METIRES GIZEE 238IT, 7 v OB 2 HIE L THER
PHEBRL, ABRBLUBECBERYCICHBRBIE (SVT L AT 4 v 7R, "L A
T4 NS ITXDpH, Bf, FL87, $# YUK EIAEVBIUY
el =5 DEEMREETT -7,
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5 MR FRE

BEHEB L CEEHME T ORBIIZ, =7 /VERER T CRAME L THEXEIAR L v R
L7 B3 E OF% 5 RRK VRREE L, KOHZEBE LI BB L - MikIX 3 2FIL,
ZO—it EDTA-2K TEEMIIEAE L, £RE BBIMKRHEER (XT-2000iV, R
Ay A&t kb, Rk (BEXEGgE), LeRE (50 ) 6T
MIUA-~NETOE L), ~* b7y ME GROER LV ABEREE), FHRi
RAM, FHARLKLERE, FHRLEROLERRBE Ok, HEM, G/ % (B
SEAMRHE), amReg, \RALREBSICALKRESE CLE, 7o—H 1 b2
FU—E) ZRE LY, £, MRO—E% 3.8 %7 = VEBF M) O AR CREFLLL
BELThiERCHBEL, OMEEEBBHEEE (KC-10A, XKE7 AN 7#) 24X
D, Yo b e (Quick —BE) BIUNEMH(EES ha RS T X F L FEH
(=7 Y UBEME) 2HE LT,
MK L FRE

BERL-DEO—HHOMELRLIBEL, EEFEEBSITEE (JCA-BM8RY Y
FI4Y—, BEREFHRREM) 12XV, BF L7 (Fa—Ly ME), TATIV
(BCG#), A/G b (FtEE), mEEEERE (GluK? -G-6-PDH? -UVH) |, =1
27 v— (R (CESY -COY -PODY %) 1, U 7 V& F 1 F[BEHRE: (LPLY -GK?
-GPO? -POD¥ %) ], BEUAE Y (UT V), REER (VL7 —¥-UV), 7
L7 F = (Jaffe i), AST, ALT, ALP (LA L, JSCC? #), v-GTP (SSCC i 1),
LDH (SFBCW #), #/v U A (OCPC ) 3L UEH Y o [BE#%iE (PNPY? -XODW
-POD¥ %) 1%, £-BMEBETOITER (NAKL- 132, REERTEHRASH) I X
D, TRIDL, ZVVLBIUER (UL, 13 8EE #RELE,

HEEDER; V: Jizax)i—¥, 2 : /ra—R6) UBEEKERER, ¥: 2LAFr—ATA
TI—¥, ¥ aVATr—AFF I F—H, O AR, 0 YRFuFL YA, D S
YRa—AxFP—¥, 9 La-ZVEn) AR y—¥, 9 BEBERLES, 0 2HLUFETER
fe¥%, W: 75V RBRENES, D FYLRIVAVREATHIT—E, 0 4o F L ixos—
i
NERBLUBETEER

FTEDKREHMEB LUREHEK TR ORMICHEV THRILER L, &K, BRI
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BRI UOARERE 2 ABRICBE L, £/, B, R, O, R Sk 8%,
JRIRE OITHETIIRER, BR LK, HTIIR (EHER) L, BROOGRIZESH
THHEEL EXMEE) 2EHLE, 2B, XBEREEE2—ELTHREL, TEER
JURRBRSEERCFR L,
FRBMEBERE
EFIZONTTRHEELERML, 10 %P VBEE R~ U ik R, BRE
X7 7 R TCHIEE) CHEL, ®REFELE
BE (KM, /DM, EEte), IRER, TEE, FRR (LM ET), B (FHE,
Mgk, BEER), O, KERUW (AEREZEAKRTD, TR, BB MR, R,
B, B, B (+"tehh, =% EB 5B &5 ER M UREESD), £
FEAE (RERSUISRE), BIEMSR (FE, EXXANIR, mRLEE B8, B £
B, U (THY 88, BRED 18, B8 (KERB), EOBRE LR
DEDIHE - MR
IREMBEREIL, HRESITV 150 mgkeg HO LRBEICOVWTEELE, £0
R, KBRYEOREICEER T 5ELSHREDN, FFg Tk L UBEKIZED b
DT, 6 mgkg B, 30 mgkg BB LU T 7 A PREICOWTIIHERON, IR, Sk
BLUBERORELZEBL -, REL, BB TRF7 72 VHIFE/ERL, HE R
BEHELTERLE, £i-, BO—HOBRIZO>WTI, WEMEZRET SR, o-2u
a7l OBt ERE LT,

5. HLEARLT

REGAM)worF—4 (Bh - BRESE - FE - AEHNE - BEE - DKERE
T8 - MEELFRET —F - BEER) [ZOWVWTE, BIZLICEHER X UHRER
EZERDT, Fio, BBRED 3 #LU LOBE I Bartlett OFBBRELZITY, £OKFE
BB —REBE I LEBONBOTEIT o7, SEB—RTRVEER LT 8
APy F—% (AOKERNE - ROFHEHRE) 13 Kruskal Wallis DJEMLRE
BTo7, ENDLOERAREEZRDHE, Dunnett 72> L Dunnett ROREEIZ
£, MBHICHT 2HEEELRA T, RBREP 2HOBERE, RTA M vIF—¥
{ZOWT F REZITY, TORRDBB—HFREEIL Student O t RIEEL, — KT
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WiEEIX Aspin-Welch @ t RE®1To7, £, /U RFA N v IT—4i3,
Mann-Whitney ® U REZ1To7. #T7T IV INT—F (—RREOEE - 26
REE - BAEBERE - 3R - AEEBEREICBIT I EEFOREZE) (TiX Fisher
DEERBEEHWE, 12720, ZL—F ¢ 7 L7=%Z{kiZ Mann-Whitney ® U RRE
EiToTc, HEKEDZ, WTFhOREEL S5 %& L,
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S
1. —fREERS L USET (Tables 1, 2, Appendices9, 10)

BEHEIZRWVT, BT 150 mgkg B THEO 1 L (EHEF S 025) IZRD bz,
Lok, #E 2 HICBEREHOET, B IUERMIA, &S5 21 RICIIEER
BREHOET, FH, BV, TEELRSBIUCHEERED LN, #E5 21 BH
KRREAER Shiz, EFEBMCBNTH, 150 mgkeg BT, BREDHOETHIRS
20 BUBRICEWCHED 9IEH 4 [T, #ED 10 L 1 [LIZFED O, I HITHERERS 2
1 RLARICEES L, #E6 MicRDHONT-, BREBOETIZ, BRFHROBETIIHEE
LW, MEIIREGEHFORO LN, BE5H% 302 F TITHEELE,

EEHMICBO T, ECBIV—RREOCELIERD L ARMo7,

2. WEEBIRRERE
1) SR BIZE (Tables 3, 4, Appendices 11, 12)
BEHRIT B LCEEHFFTORET, EL GEHEBICAERLRELEIRDLARD

oY it

2) RBEMEEME (Tables 5, 6, Appendices 13, 14)
BREMEPRB L OEEHFHTORET, #HHE L ERBICAELREIIRD LN2M

0¥ ot

3) BB LB R ERE (Tables 7, 8, Appendices 15, 16)
BEHMY B L OEEHMTORE T, HEOHEBRDERSHICAIKIES, BB
BLUHREHEIZ, MBEICHER L CTEELRELIIFD ORI,

3. A& (Figures1, 2, Tables9, 10, Appendices 17, 18)

BREHMIBT, 30 mg/kg BTl L LR Y 14 BLUROKER LURSHMOF
ENMEIZ, 72150 mghkg #THEMELE L RE 7T AUROKEL JUCREHHOKE
IR, FEREEIBD LI,

EEHAFICBO T, EEROEER, HIIEHE 14 RICBWTHAREREMESRD

-9- Study No.06-088



b, BEHMTOAERNBIAELRFELSL, HIXEE 7 BUROKEICE
BEEIFEDONT, ML LEEOREEMEMARD bhi,

4. fEEHE (Tables 11, 12, Appendices 19, 20)

BEHAICBWT, 6 mgkg ETHDOKRS 18, 30 mghkg R THOKE 1~2 8, H#
D5 218, 150 mgkg B THORE 1~4 8, HORSE 1~2 BOBRERIZARLEME
RERH LRI,

EEBRICBSN T, EOEE 1L BOARERLERRD I, s b EER
P B S B L2 RERICEE L,

5. FRIZE (Tables 13, 14, Appendices 21, 22)
BEHET B L OREHE S ORE T, HEL LEEBIZELIIRD N2 o1,

6. MiE¥KRE (Tables 15, 16, Appendices 23, 24, &5 —4# Appendices 31, 32)

BEHBE TROBREICBWT, EEEZ BEHBICEERD NPT,

EIE SR TROREICK VT, EEH CHRICERROLRROFE2BER X UF
BRDRDARREOCOFELEBETCICOMRELRIIBIT L HFIREROFTERS
EB LY U REROFELEE, #ichtEREBL U~ Uy MEOFERE
EARED b,

7. MUKAE(LERE (Tables 17, 18, Appendices 25, 26, &7 —% Appendices 31,
32)

BREHHER TEROREIZBTC, 150 mgkg BT, MRz L AT —LVBED
FELBE, SOICHCALT EERLURE Y L EVREOHERBEE ITHIZR
RERBEORELRBEIED LN,

728, 30 mgkg BCHEICHRERRE, 7L7IVERE, AGHBIUHILY Y LR
EDFEREMEMSED N2, 160 mgkg B O TIXA/G LLOAEEREELRL,
ELORE Y 30 mg/kg BHEOME L LLTRETH -7, £, 63 LT 150 mgkg D
MECIERBEORELHENSRS b, BLcAEHEBRMEEIRED bR o7,
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FEIHEK TROREICR N T, BEROEEICT VT IVREBLIUI LT F=ik
EOREREME, B ALT BEOFELRHELCICMEES LCRRERBEOHE
RIEEIRD bNT,

8. ##% (Tables 19, 20, Appendices 27, 28)

#BE 21 BZECL-HEBHORRTIY, BEFTREABD IR, 12, BE
R TREREYE LUEENME TRESZDME b, HFROEOREICERTE
LIERD b Rpot, BEIIZERBBRLRARL LT, REYMKRTRERBY DR
BHoMED 18I, KRORBIRIFBD Hhi,

9. BEEE (Tables 21, 22, Appendices 29, 30)

BE R TRERSMB T, kL b 30 mg/kg Ll EOBEOHEOMTIREEIZER
RIEESRD b, BEEE T, #EXERCEEORMEIZHV 2R IEEERIC
H Y, 150 mg/kg B CHERED LR X O TEEF IO L UCRBR EERICEEE
BROLNT, 72, DBOEMEROEERKMED, 6 mgke HOEIZHLED LN,
—7%, HAXtERTIL 30 mgke FECHEOMR, 150 mgkg B TR, L s LU
B, S5CHETIEERIURRICARZEENRD bhi,

EEHFK THRESBD R (L, BENOBOFNREECERREEIRD LN,
BEOEERIT, HEOR, FH#ES X OWE AN T RER L ORRRICEER
BERRED DN, HAEETIX, HO, Ok, TH 2%, BRBIUTEELVC
IZHEDBIRIZH B R SESRD b,

10. FREBFE#FARE (Tables 23, 24, Appendices 27, 28)
ERYEOKREIZERT BN, HEREOH, TR, ik I UBRizRD ok,
B EHRRTRERBMICEW T, McRTROFSEILESS, 160 mg/ke 8 THED

4 IS 4 PT3s X UMD 5 B 1 PEIZF8& G-, RIS/ B DAERTHRAE R 3, 150

mg/kg BECHED 4 ILb 4 LIS L UMED 5 ICrp 5 [LiZ@BH b, BRICITEHE - ¥

ELEOFTELEN, 150 meke B THD 4 LH 3 CE L UMD 5 L 4 JLIZBRH 5

iz, E6iC, EOERC, SREIBOTHLEABINIEMREE RO o-2u-7 o
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7Y VR TR OIS, 30 B X1 150 mekg IO Dz, -, B
BT LR O BHMER A A, 30 mgke B THED 5 IEF 3 L X UMED 5 [LH 3 PLiF
N 150 mg/kg B CHED 4 PLrf 3 L X UMED 5 Lo 4 PLiz38 s b=, 150 me'kg
HORLC LD 1 R, BRICHEFREOEMAED bph 2 & 2ERE, kb
O EHMK T BRI & AROEFRO bINIED, BRE OKBEEE, BB
MESEFE R L OHEE TR O PRI, EBOFEM, BRORMEEES L TR
RAE, BBOFTEE CICHOBN - B2 FOEHREOBOLNRDO LN, BTHLE
EOEBRDERBREBOEREICIBITOIELORARL N REHEL KT S L, 30
mg/kg HOHEOBROM FRIL U 150 me/kg B OMEREDFFIROFABIRIER, B0
I BE LEOFEILE RS L UBROBIT LREH AR ICHEOBMOWE L &
VOt REEILEORARICHAEERRD LN,

[EIE IR TREALEM I BV Ti, BHERET, MiOMila RS ILE S D 5 IEH
5ICICBOH O, TOREIIRGHMKTRERIY L LS TORERELT SHmCH
T, BETREEILEIRD Do, FFRORFMRIERIL, MEE bEDHLNAR
Mofe, BOBHR - TR ELREEEFIIHIIEOONT, M5 L 2LIIRBDH L
NEBRARBLOEOBE L bRHTHEMICH 72, E7o, EOFMKRME LK
DOFEFHES, AR ARECEE LTV, BROBT ERBRRIZOVTY, MKk
EH&SEH 2RICED O, BARIRSEHMKRTRHERDMELL~TETL,
ElIEEmBRD bz,

EBRYEORE L ITERRIC, MBEICOR, HHVITHERE L ERYEE SR
BLT, BREAIZ, OWRHIGRER, LIRO LR  BEL, FROMNASFE,
REOEERILER, BWOMEEMEREE, TR, RBERREELE, RHEY
YARIBER LR ERMEL, TEREORMERBY CICBROHMNAIED b, ik,
MERED RO BES B MR L IBEARIEESVTILEVRRRTRD b, 150
mg/kg BIZRBIT ZEBRRIE(LOBREICH B L EIXRD b2 h o o, MOBIAREESS
BiE D 30 mg/kg BEDOHED 1 L3 L TX 150 mglkg BEDMED 1 ILIT, £ ATRO BRE
FENEEROHED 1 KB D LN, Zhbid7 vy NCERBREMIZLIILIIRD L
NAEER Y T, BEELEVZ LD, BRVEORE LIIEBRALERRE & Hkk
Shie,
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z B

RUBUANK T I FEF v M2 0, 6, 303X 150 mg/keg/day DFIRT 28 H
MEO#S L, AHEORERGEELRI L

30 mg/kg YA EOBET, MREICEED X CEEROEMT CITREARFRE TN
DBFT LR OBMEERE P RD Hh iz,

BERERBAT LR DBFAT, AEERITI-BITLROBAEREZZA LN TEY D, KK
BMEDH DS WEXEOREDIIMREERELFT T L2 TR T IEL IS5,

& 51z, 150 mgkeg B TITMEREICIRE 20 ALIRE, BFEBIOE T X OFREN TN
AFid, Bhigis LOMIc T 2R MEEBFEOON, BTI1EDECHBD LN,

TR 33 2 BT oW T, MR/ IER.LHEORFRRRE X SRR FRE THE
Eh, g EREEEL R L, MEECFRETRD IR, 150 mgkg B
MEDOKR I VAT u— VIREOBREL NTHED ALT BB IR E UL L VBEDOR
fEdH, FRICHT2EMPEBLEEL-BLELLND,

BRICHT2E8L LT, HECERESERORENIRD L, HEARERET
BB LE BREOSBELENER SN, £, #ChEREERBEIIRET,
BEHE~DERBLROOLNT,

BRA~OHFEILET, ECHT v NOBZ ERERZOTHTRD b5 BHIKE
RPEREERT~OLELEPBRREEREL LTLROLNLH, FRBRTHO LI
BOLRLEIH LR O, HERB bR o, S LIZ, FHIEE MO
AR LREO LN, FEBRMEOREIC L HFHERRBIIHTI2ENRR I N,

SLELEOREMF L BE LT, MEPICARE LRSI, Al i3, B, 5kl
BROMENC & VR B R ERL L T2 ERTHE, FIRPICHESRE L RN ERtEE
ROTCUBLENEEBEZLNTVD Y,

7233, 30 mghkg U EOBOBEOBRICIY, ITALRME LR OMFROBMBRD 5
N7, ARRTROONHFEIIHES » MHEED 207 Y 7 )V OULERTH
5 ENHERSN, BHEENERIZV O LN S,

160 mg/kg OB TR D LN THIT, BREBHETICNZ T, BB, BEEML, &
B LUHMBE - CREC L, WREABRFERE T, £FEFAICEDONEERILIZ
M2 THLERIROEE L BREINT-, HILERREROEF IR EHME TRERDYIC
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RO ONRP72, FIRD K 5 IZEERME H 5V 32 OREYIIBREEELHE
T2EEZON, BEROEENLEFRBREBIZH T bD LR SN D LB OHEL
FHBEII LT, ZOEAPBRCERBLELO LRS-,

MR RE TR D b 30 mgkg HORERRE, 7TA7IVEBERLIY
A/G EEDEEI TNT 150 mg/kg BED A/G HLOEMIZOWTIE, B LiZBre/z A&
HABHLNT, FREELEITERT—FICBIT 5 E%E[E (Appendix 32 ) O
THENOET, L LAMBEOENREERICH 2, %72, 30 mghkgBFOIN T
LBEOEEIT N 6 BET 160 mgkg HOBEHRREOREIZOVWTS, BliCHE
AR LN, BEOEFERERT -2 BT 2B EREOBENDOETH -
Fro 2T, ZNHIRWTRD, HKBEHEORMEICLIbOTIIRL, BEHVELLE
RDDMBEY LI,

BEHEECRY ONAEREORNERIZEIT 2 EEE N 30 mgkg BEOBEDOMN,
150 mg/kg BEOMBEOR, L, X 5ICHOBIER L URROBNERIZKIT ABMEIZD
Wb, YEBEEICEET 2REAREESRD N7 T b, KEORER
(EEARET 2RO T, ERMEDO N OLHBEICT 2R T+ 58T
IRV EEZ LR, 77, BERIZBVT, 6 mgke B THORS 1 BIZOAHMEMENR
Do, EEICEENROLN ozl &h b, HRWERSICEET 2 MR
BETET SR T 2Wbo LTS,

BHHMPH VIR EHFK TRORETRD b E{kid, EEECRBNTIE,
OB ELZRE, BEDSVIEHEEMETRL, BRATENALREITHD LA S
ni, |

28, BIEEEIC BV TRD b EOMRARMIRROEER L CFHRmER M £ 7R
EOREYCIZHEOLARES X~ 7 U v MEDEEIZOWTIE, #EMEH O
[ERBIRREICK D2 EMMBREICHTIRENENTRHELOELL RoTHEN DL
HEINhD,

EEREOHEREDOT V7 I VRER LU OBEO MEEDEET N D ALT EiEO®H
OV THE, WPhbERT —F I8 2 E%(E (Appendix 31, 32 BR) DOEEN
DET, MEEZT LARBRESHEERICSH o, BHEO7 L7 F=VBER LU
DRBERBEIIBEOENLT, EEHEHNERITRV OO LEB S, HOBMER
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BARIBTLSFPREEL LT VRKREROE(IZHOWT S, AMEREIIIERIT
RbohRhol, £z, HEIIRDON-BEEROE(LLAEDREICH I T L
ZExzbhd, -oT, ZhbidnThd, KERMEOBRNZEEL FTEL TN
LI E T,

UEDRERNDL, RUEBVALVEKSTIRDTy b~0 28 BERKEROBREIZB
T, 30 mg/ke A LDOBEOHEIZERE, BERSIVHEHRIINTIERIBRD LN,
& 51T 150 mglkg F TIIMEREIZ AT, FFigR L OBBIC T2 EENRDO LN, EE
& (NOEL) BXUERHE (NOAEL) 1%, ##tL 6 mg/keg/day LfEREI NI,
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Table 1 General conditions and mortality of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Administration period Recovery period

General conditions Dose (mg/kg/day) 0 6 30 150 0 150

Fate KA KR Total KA KA FD KA KR Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 1 4 5 10 5 5
Decrease in - 5 5 10 5 5 0 1 4 5 5 5
locomotor activity + 0 0 0 0 0 0 3 1 4 ]* 0 0
+++ 0 0 0 0 0 1 0 0 1 0 0
Salivation — 5 5 10 5 5 1 3 1 5 5 5
+ 0 0 0 0 0 0 1 4 5 * 0 0
Pale Skin - 5 5 10 5 5 0 4 5 9 5 5
+ 0 0 0 0 0 1 0 0 1 0 0
Prone position - 5 5 10 5 5 0 4 5 9 5 5
+ 0 0 0 0 0 1 0 0 1 0 0
Convulsion - 5 5 10 5 5 0 4 5 9 5 5
++ 0 0 0 0 0 1 0 0 1 4] 0
Hypotonia — 5 5 10 5 5 0 4 5 9 5 5
++ 0 0 0 0 0 1 0 0 1 0 0
Mortality ( % ) 0 0 0 0 0 20 0 10 0 0

880-90 ON 4Apnig

KA :Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

FD : Found dead on Day 21.

— : Negative; + : Slight; + + + : Severe.

* : Significantly different from control at 5% level of probability.
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Table 2 General conditions and mortality of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Administration period Recovery period

" Dose (mg/kg/day) 0 6 30 150 0 150

General conditions Fate KA KR Total KA KA KA KR Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 10 5 5
Decrease in - 5 5 10 5 5 4 5 9 5 5
locomotor activity + 0 0 0 0 0 1 0 1 0 0
Salivation — 5 5 10 5 5 4 0 4 5 5
+ 0 0 0 0 0 1 5 6 0 0
Mortality ( % ) 0 0 0 0 0 0 0 0 0 0

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

— : Negative; + : Slight.

** . Significantly different from control at 1% level of probability.



Table 3-1

Incidence of clinical signs in detailed observation of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ Before the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 6 3 5 10
2 or more 4 2 0 0
Color: Pale yellow 6/6 3/3 11 1/1
Defecation Not detected or 1 7 5 5 9
2 or more 3 0 0 1
Appearance:Normal 5/5 - 2/2
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Table 3-2

Incidence of clinical signs in detailed observation of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces
Vocalization Not detected 9 4 5 10
Temporally in handling 1 1 0 0
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 8 5 5 10
2 or more 2 0 0 0
Color: Pale yellow 4/4 - 11 5/5
Defecation Not detected or 1 8 5 4 9
2 or more 2 0 1 1
Appearance:Normal 212 1/1 111 1/1
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Table 3-3

Incidence of clinical signs in detailed observation of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 2 of the administration period )

Dose(mg/kg/day) 0 6 30 150
{tems Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage

Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces
Vocalization Not detected 10 4 5 8

Temporally in handling 0 1 0 2
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10

2 or more 0 0 0 0

Color: Pale yellow 212 -
Defecation Not detected or 1 9 5 5

2 or more 1 0 0 1

Appearance:Normal 3/3 11 _

Study No. 06-088



Table 3-4

Incidence of clinical signs in detailed observation of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 9
from the cage Slightly difficuit 0 0 0 1
Reactivity on handling Normal 10 5 5 9
Slightly resistance 0 0 0 1
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 9
Abnormality (severe) 0 0 0 1
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 9
Reel 0 0 0 1
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 9 5 5 10
2 or more 1 0 0 0
Color: Pale yellow 111 - 3/3
Defecation Not detected or 1 10 5 5 9
2 or more 0 0 0 1
Appearance:Normal - 1n

Study No. 06-088



Table 3-5

Incidence of clinical signs in detailed observation of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 4 of the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 9
Reactivity on removal Normal 10 5 5 9
from the cage
Reactivity on handling Normal 10 5 5 9
Muscle tone Normal 10 5 5 9
Skin Normal 10 5 5 9
Pale skin 10 5 5 9
Fur Normal 10 5 5 9
Piloerection Not detected 10 5 5 9
Eye-nose discharge Not detected 10 5 5 9
Palpebral closure Not detected 10 5 5 9
Exophthalmos Not detected 10 5 5 9
Lacrimation Not detected 10 5 5 9
Salivation Not detected 10 5 5 9
Blotted fur in the lower  Not detected 10 5 5 9
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 9
with feces
Vocalization Not detected 10 5 5 9
Breathing Normal 10 5 5 9
Body position Normal 10 5 5 9
Convulsion Not detected 10 5 5 9
Tremor Not detected 10 5 5 9
Exploration Normal 10 5 5 9
Walk Normal 10 5 5 9
Abnormal behavior Not detected 10 5 5 9
Stereotypy Not detected 10 5 5 9
Urination Not detected or 1 10 5 5 9
2 or more 0 0 0 0
Color: Pale yellow 1 1/1 11
Defecation Not detected or 1 10 5 5 8
2 or more 0 0 0 1
Appearance:Normal - - 1/1 11
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Table 3-6

Incidence of clinical signs in detailed observation of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 1 of the recovery period )

Dose(mg/kg/day) 0 150

Items Score No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower  Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 0

Color: Pale yellow - -

Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

-10-
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Table 3-7

Incidence of clinical signs in detailed observation of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 2 of the recovery period )

Dose(mg/kg/day) 0 150

Items Score No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower  Not detected 5 5
abdomen with urine
Blotted fur around anus  Not detected 5 5
with feces

Vacalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 0

Color: Pale yellow - -

Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

-11-
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Table 4-1

Incidence of clinical signs in detailed observation of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

( Before the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces

Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 4 3 8
2 or more 0 1 2 2
Color: Pale yellow 4/4 4/4 3/3 4/4
Defecation Not detected or 1 9 5 5 10
2 or more 1 0 0 0

Appearance:Normal 2/2 - -
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Table 4-2

Incidence of clinical signs in detailed observation of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 7
2 or more 0 0 0 3
Color: Pale yellow 2/2 11 3/3 6/6
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Appearance:Normal - - 1/1

-13-
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Table 4-3

Incidence of clinical signs in detailed observation of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 2 of the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 3 4 9
Temporally in handling 0 2 1 1
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color: Pale yellow 11 1 1/1
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal

-14-
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Table 4-4

Incidence of clinical signs in detailed observation of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower = Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 8
Temporally in handling 0 0 0 2
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 9
2 or more 0 0 0 1
Color: Pale yellow - - 3/3
Defecation Not detected or 1 10 5 10
2 or more 0 0 0 0
Appearance:Normal -
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Table 4-5

Incidence of clinical signs in detailed observation of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 6 30 150
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Pale skin 0 0 0 0
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower  Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus  Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 7
2 or more 0 0 0 3
Color: Pale yellow 1/1 3/3 - 3/3
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Appearance:Normal - - - 212
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Table 4-6

Incidence of clinical signs in detailed observation of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 1 of the recovery period )

Dose(mg/kg/day) 0 150

Items Score No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower  Not detected 5 5
abdomen with urine
Biotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 0

Color:Pale yellow 171

Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 4-7

Incidence of clinical signs in detailed observation of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 2 of the recovery period )

Dose(mg/kg/day) 0 150
ltems Score No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthaimos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Biotted fur in the lower  Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 4
2 or more 0 1
Color: Pale yellow - 1
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 5-1 Incidence of responses in the sensory/reflex function test of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 4 of the administration period )

Dose(mg/kg/day) O 6 30 150
Items Score No. of animals § 5 5 5
Eye sight reaction Normal 5 5 5 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 5-2 Incidence of responses in the sensory/reflex function test of male rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study

_Oz_
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( On week 2 of the recovery period )

Dose(mg/kg/day) O 150
Items Score No. of animals 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal . 5 5




Table 6-1 Incidence of responses in the sensory/reflex function test of female rats treated with

benzenesulfonamide in the repeated dose 28-day oral toxicity study
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{ On week 4 of the administration period )

Dose(mg/kg/day) O 6 30 150
Items Score No. of animals 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5) 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 6-2 Incidence of responses in the sensory/reflex function test of female rats treated with
benzenesulfonamide in the repeated dose 28-day oral toxicity study
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{ On week 2 of the recovery period )

Dose(mg/kg/day) O 150
Items Score No. of animals 5 5
Eye sight reaction Normal 5 5
Hearing reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5




Table 7-1 Grip strength and motor activity of male rats treated with
benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 4 of the administration period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb  Hindlimb 0~60min.
0 5 686 285 13286
+ 117 + 46 + 1989
6 5 628 250 12748
Iﬁ £ 72 + 60 + 2174
30 5 570 242 11919
=+ 54 = 31 + 819
150 5 613 275 11424
+ 190 + 83 + 1839

Each value is exprssed as mean+S.D.
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Table 7-2 Grip strength and motor activity of male rats treated with
benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 2 of the recovery period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb  Hindlimb 0~60min.
0 5 636 394 15367
+ 85 + 56 + 1128
150 5 567 348 13356
+ 186 + 76 + 1814

Each value is exprssed as mean+S.D.



Table 8-1 Gip strength and motor activity of female rats treated with
benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb  Hindlimb 0~60min.
0 5 562 233 10331
+ 26 + 59 + 2526
6 5 493 264 13821
'ﬁ + 58 + 56 + 1726
30 5 475 320 12990
+ 138 += 40 + 2359
150 5 551 254 9212
+ 202 + 52 + 2582

Each value is exprssed as meantS.D.
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Table 8-2 Gip strength and motor activity of female rats treated with
benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 2 of the recovery period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb  Hindlimb 0~60min.
0 5 505 293 14093
' + 60 + 56 + 1790
150 5 587 343 11739
+ 128 + 100 + 3404

Each value is exprssed as mean+S.D.
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Table 9 Body weight of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

(&
Day of the administration period Day of the recovery period
Dose Gain Gain
(mg/kg/day) 1 7 14 21 28 1~28 0 7 14 0~14
0 164 218 280 340 386 222 384 428 455 71
+ 8 + 14 <+ 18 « 22 <« 27 <+ 22 + 31 = 34 + 34 =+ 6
(10) (10) (10) (10) (10) (10) (5) (5 (5) )
6 163 215 275 328 371 208
+ 6 = 10 <+ 18 + 23 + 26 = 21
) (5) %) (5) 6 (5)
30 161 203 253 * 302 * 336 ** 175 **
+ 6 = 9 + 17 £+ 24 £+ 34 =+ 34
(5) (5) ) ) (5) 6))
150 162 169 ** 219 %+ 257 ** 202 ** 130 ** 292 ** 351 ** 400 * 108 **
+ 7 £ 183 + 14 + 22 £+ 25 = 23 = 27 = 25 == 20 £ 19
(10) (109) (10) ©) ) )] 5) ®) (5) 6))

Each value is expressed as mean+S.D.

(n) : No. of animals

* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.



-SZ-

880-90 ON 4pmig

Table 10 Body weight of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

(g
Day of the administration period Day of the recovery period
Dose Gain Gain
(mg/kg/day) 1 7 14 21 28 1~28 0 7 14 0~14
0 144 173 199 222 238 94 238 255 267 28
+ 5 + 6 + 8 + 13 £+ 12 + 11 + 14 + 17 + 18 + 12
(10) (10) (10) (10 (10 (10) (5) 5 (5) (5
6 142 169 193 216 232 90
+ 5 + 7 + 10 + 10 + 11 + 10
(5) 6] (6] 6)] % 6]
30 144 167 186 * 204 * 213 ** 69 **
+ 5 + 4 + 5 + 7 + 7 + 8
(6)) 6)) 6)) (6] 6)) (5
150 143 146 ** 169 ** 187 ** 201 ** 59 ** 209 * 232 243 35
+ 5 + 10 £ 12 + 12 + 16 + 14 + 18 + 22 + 24 + 6
(10) (10) (10) (10) (10) (10) %) (5 (5 (5)

Each value is expressed as meantS.D.

(n) : No. of animals

* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.



Table 11 Food consumption of male rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study
( g/rat/day )
Dose Week of the administration period Week of the recovery period
(mg/kg/day) 1 2 3 4 1 2
0 34 31 35 35 31 34
+ 2 + 2 + 4 + 4 + 2 + 2
(10) (10) (10 (10) 6)) (5)
6 29 ** 32 34 34
+ 1 + 3 + 2 + 4
(5) 6) ®) )
2o 30 27 ** 28 * 31 31
© + 1 + 2 + 4 + 6
) (5) (5) (5)
150 22 ** 26 ** 26 ** 28 ** 25 ** 33
+ 2 + 2 + 4 + 3 + 2 + 3
(10) (10) (10 ) (5) (5)

Each value is expressed as mean+S.D.

(n) : No. of animals

* . Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 12 Food consumption of female rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

( g/rat/day )
Dose Week of the administration period Week of the recovery period
(mg/kg/day) 1 2 3 4 1 2
0 22 23 24 23 15 23
+ 3 + 2 + 2 + 3 + 3 + 2
(10 10 (10) (10) (5) (5)
6 21 23 23 22
+ 2 + 3 + 2 + 3
(5) )] 5) (5)
30 22 19 * 21 19
+ 2 + 2 + 1 + 4
(5) 6] (5) (5)
150 16 ** 18 ** 19 ** 19 14 21
+ 3 + 2 + 3 + 4 + 4 + 3
(10 (10) (10 (10) 5) )]

Each value is expressed as mean+S.D.

(n) : No. of animals

* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.



Table 13-1 Urinary findings of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals PY — + 50 60 656 70 75 80 85 - £ 1+ 2+ 3+ — 1+ 2+ 3+
0 5 ‘ 5 5 1 1 3 2 3 5
6 5 5 5 2 1 2 5 5
30 5 5 5 1 4 2 3 5
150 5 5 5 5 4 1 5
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) snimals — = 1+ 2+ 3+ — % 1+ 2+ 3+ 01 _1_2 4 _8 — 1+ 2+ 3+
ge 0 5 3 2 5 5 5
6 5 3 2 5 5 5
30 5 4 1 5 5 5
150 5 5 5 5 5

Color : PY(pale yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —(neghgible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : - (negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Ketone body : —(negligible), +(5mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).
Occult blood : — (negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked).
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Table 13-2 Urinary findings of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals PY — + 50 60 65 70 75 80 8.5 - = 1+ 2+ 3+ - 1+ 2+ 3+
0 5 5 5 1 4 1 4 b
150 5 5 5 1 4 1 3 1 5
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals  — + 1+ 2+ 3+ - = 1+ 2+ 3+ 01 1 2 4 8 - 1+ 2+ 3+
0 5 4 1 53 5 5
150 5 4 1 5 5 5

Color : P-Y(pale yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Ketone body : — (negligible), +(5mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).
Occult blood : —(negligible), (trace), 1+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked).
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Table 14-1 Urinary findings of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

( On week 4 of the administration period )

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals PY — + 50 60 65 70 75 80 85 - £ 1+ 2+ 3+ — 1+ 2+ 3+
0 5 5 5 3 2 2 3 5
6 5 5 5 2 3 1 1 3 5
30 5 5 5 1 4 2 1 2 5
150 5 5 5 5 5 5
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — + 1+ 2+ 3+ - + 1+ 2+ 3+ 01 1 2 4 8 — 1+ 2+ 3+
0 5 4 1 5 5 5
6 5 5 5 5 5
30 5 5 5 5 5
150 5 5 5 5 5

Color : PY(pale yellow).

Cloudy : —(negligible), +(cloudy).

Protein : — (negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Ketone body : —(negligible), +(5mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).
Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked).
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Table 14-2 Urinary findings of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

Glucose

1+ 2+ 3+

- 1+ 2+ 3+

Urobilinogen

Bilirubin

1+ 2+ 3+

1+ 2+ 3+

Dose No. of Color Cloudy
{mg/kg/day) animals PY — + 50 6.0 65 7.0 7.5 B0 B85
0 5 5 5
150 5 5 5
Dose No. of Ketone body Occult blood
(mg/kg/day) animals — + 1+ 2+ 3+ - %
0 5 5 5
150 5 5 5

Color : PY(pale yellow).
Cloudy : —(negligible), + (cloudy).

Protein : — (negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).

Glucose : — (negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Ketone body : —(negligible), +(bmg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).
Occult blood : —(negligible), £(trace), 1+(slight), 2+(moderate), 3+(marked).

Urobilinogen : Ehrlich unit/dL.
Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked).
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Table 15-1

in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Hematological findings of male rats treated with benzenesulfonamide

Dose  No.of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10% 1 L) (g/dL) (%) (fL) (pg) (%) (%o0) (sec)
0 5 785 15.4 47.0 60 19.7 32.8 32.3 12.4
+ 17 + 0.2 + Q.7 + 1 + 0.5 + 04 + b7 0.2
6 b 785 15.2 46.4 59 19.3 32.6 35.8 12.3
+ 32 + 06 + 1.6 + 2 + 06 + 04 + 5.7 0.2
30 5 796 15.4 46.9 59 19.3 32.8 31.6 12.6
+ 20 + 06 + 20 + 2 + 0.6 + 0.3 + b.6 0.1
150 4 771 14.8 44.5 58 19.2 33.2 39.1 12.3
+ 13 + 06 + 14 + 1 + 05 + 04 + 3.5 0.3
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) 1o*uL) @0%uL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.6 137 74 0.0 0.6 14.0 82.7 2.7
+ 1.4 + 18 + 21 + 0.0 + 04 + 4.5 + 4.7 0.5
6 5 19.5 140 70 0.0 0.7 12.8 83.8 2.7
+ 1.6 + 19 + 20 + 0.0 + 0.5 + 33 + 32 0.4
30 5 20.6 131 49 0.0 0.7 16.1 80.6 2.6
+ 0.9 + 17 + 10 + 0.0 + 04 + 6.1 + 6.2 0.6
150 4 18.7 125 58 0.0 0.7 21.5 75.2 2.6
+ 1.0 + 6 + 6 + 0.0 + 03 + 2.3 + 22 0.2

Each value is expressed as mean+S.D.



Table 15-2 Hematological findings of male rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/iday) animals 10Y L) {g/dL) (%) (fL) (pg) (%) (%) (sec)
0 5 834 15.6 46.5 56 18.7 33.6 30.7 13.3
+ 21 + 06 + 1.5 + 1 + 03 + 0.3 + 6.0 + 0.2
150 5 793 14.9 45.4 57 18.7 32.8 * 45.5 * 13.3
+ 34 + 09 + 24 + 2 + 08 + 0.5 + 11.8 + 06
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) 10%uL) 10¥%uL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 204 139 90 0.0 0.9 14.7 82.0 2.4

-98.

+ 11 + 8 + 11 + 0.0 + 0.2 + 14 + 0.8 + 0.6

150 5 20.3 138 79 0.0 0.8 25,4 ** 71.1 ** 2.8
+ 1.5 + 9 + 10 + 0.0 + 04 + 4.3 + 3.8 + 0.4

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability
** . Significantly different from control at 1% level of probability
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Table 16-1 Hematological findings of female rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose  No. of RBC Hb Ht MCV MCH MCHC “Ret. PT
(mg’kg/day) animals (104 u L) (g/dL) (%) (fL) (pg) (%) {(%0) (sec)
0 5 781 15.0 44.1 56 19.2 34.0 22.5 13.0
+ 28 + 0.3 + 09 + 1 + 04 + 0.3 + 3.0 + 0.2
6 5 746 14.5 43.1 58 19.5 33.7 24.4 13.1
+ 29 + 04 + 0.8 + 2 + 04 + 0.4 + 4.5 + 04
30 5 748 14.7 43.5 58 19.6 33.7 20.8 12.8
+ 38 + 1.2 + 3.7 + 2 + 0.8 + 0.2 + 4.4 + 0.3
150 5 774 14.5 43.2 56 18.8 33.6 25.7 13.1
+ 38 + 0.8 + 2.1 + 2 + 0.5 + 05 + 5.5 + 05
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10 . L) (102/ u L) Baso. Eosin. Neutro. Lymph. Mono.
0 5 18.2 134 42 0.0 0.9 13.4 83.1 2.5

+ 1.8 + 12 + 1 + 0.0 + 04 + 8.1 + 5.2 + 0.8

6 5 18.0 127 46 0.0 1.0 14.1 81.7 3.2
+ 0.6 + 16 + 12 + 0.0 + 0.4 + 24 + 2.4 + 0.8

30 5 18.0 127 32 0.0 1.5 12.3 82.4 3.8
+ 0.7 + 14 + 12 + 0.0 + 04 + 36 + 2.7 + 20

150 5 17.4 129 43 0.0 1.0 13.0 83.7 2.3
+ 12 + 12 + 17 + 0.0 + 0.7 + 59 + 6.5 + 06

Each value is expressed as mean+S.D.
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Table 16-2 Hematological findings of female rats treated with benzenesulfonamide

in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose  No. of RBC Hb Ht MCV ____ MCH MCHC Ret. PT
(mg/kg/day) animals (10Y » L) (g/dL) (%) (fL) (pg) (%) (%o) (sec)
0 5 802 15.2 44.8 56 19.0 34.0 28.9 12.8
+ 38 + 0.6 + 1.1 + 2 + 0.7 + 0.5 + 6.9 + 0.2
150 5 764 144 * 431 * 57 18.9 33.4 37.4 12.7
+ 28 + 02 + 09 + 3 + 0.6 + 086 + 8.1 + 05
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10‘/ nL) (102/ uL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 175 131 57 0.0 1.3 12.4 84.1 2.2
+ 1.0 + 18 + 12 + 0.0 + 0.5 + 28 + 2.3 + 0.6
150 5 16.9 130 49 0.0 1.7 17.1 77.9 3.4
+ 14 + 16 + 19 + 0.0 + 09 + 4.3 + 5.8 + 17

Each value is expressed as mean+S.D.
* . Significantly different from control at 5% level of probability.
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Table 17-1 Blood biochemical findings of male rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No. of LDH AST ALT ALP y-GTP __ T.P. Alb. AIG  T-Cho. T.G.
(mg/kg/day) animals (IU/L) {U/L) (IU/L) {U/L) (IU/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 305 72 33 849 0.88 5.84 2.87 0.97 70 64
+ 96 + 3 + 2 + 144 + 0.23 + 0.26 + 0.19 + 0.08 + 18 + 18
6 5 405 69 34 765 0.56 5.98 2.93 0.96 T 80
+ 85 + 3 + 1 + 88 + 0.16 + 0.21 + 0.25 + 0.10 + 13 + 26
30 5 331 75 36 679 0.71 6.09 3.00 0.97 920 70
+ 101 + 14 + 8 + 87 + 0.07 + 0.35 + 0.38 + 0.15 + 12 + 13
150 4 242 103 80 * 874 1.60 6.32 3.11 0.97 109 ** 49
+ 17 + B9 + 52 + 115 + 0.77 + 0.13 + 0.16 + 0.06 + 17 + 12
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg’kg/day) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEqg/L) (mEg/L) (mEq/L)
0 5 158 14.0 0.29 0.31 9.6 8.3 145 5.04 106
+ 9 + 2.2 + 0.02 + 0.05 + 04 + 0.3 + 1 + 0.35 + 2
6 5 155 14.4 0.27 0.33 10.0 8.3 146 4,80 106
+ 16 + 24 + 0.01 + 0.03 + 04 + 0.8 + 2 + 0.31 + 2
30 5 148 15.8 0.28 0.36 9.7 8.2 145 5.10 107
+ 9 + 14 + 0.03 + 0.03 + 0.5 + 04 + 1 + 0.32 + 1
150 4 140 11.3 0.41 0.41 ** 9.4 8.6 145 4,96 106

+ 8 + 4.2 + 0.20 + 0.03 + 0.5 + 05 + 1 + 0.20 + 3

Each value is expressed as mean+S.D.
* . Significantly different from control at 5% level of probability
** . Significantly different from control at 1% level of probability.
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Table 17-2 Blood biochemical findings of male rats treated with benzenesulfonamide

in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No. of LDH AST ALT ALP y-GTP _ T.P. Alb. A/G  T-Cho. TG.
(mg/kg/day) animals (IU/L) (IU/L) (IU/L) (IU/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 261 64 33 659 0.48 6.17 3.05 0.98 71 106
+ 122 + 5 + 3 + 53 + 0.08 + 0.27 + 0.14 + 0.04 + 11 + 50
150 5 298 66 38 * 665 0.61 5.91 2.83 * 0.92 83 108
+ 99 + 5 + 3 + 169 + 0.23 + 0.30 + 0.14 + 0.07 + 14 + 32
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEg/L) (mEg/L) (mEg¢/L)
0 5 168 15.4 0.41 0.34 9.8 7.7 144 4,78 105
+ 17 + 1.9 + 0.04 + 0.03 + 0.1 + 0.6 * 2 + 0.40 + 1
150 5 139 * 11,7 * 0.26 ** 0.36 9.8 7.9 144 4,94 103
+ 16 + 2.1 + 0.02 + 0.04 + 0.1 + 0.5 + 1 + 0.21 + 1

Each value is expressed as mean+S.D.
* . Significantly different from control at 5% level of probability.
** - Significantly different from control at 1% level of probability
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Table 18-1 Blood biochemical findings of female rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No. of LDH AST ALT ALP y -GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg/day) animals (IU/L) UL (IU/L) (dU/L) {U/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 465 80 34 492 1.02 6.74 3.68 1.20 74 25
+ 110 + 8 + 7 + 80 + 0.37 + 0.36 + 0.27 + 0.10 + 15 + 7
6 5 397 84 30 502 1.34 6.38 3.36 1.11 76 33
+ 71 + 12 + 6 + 164 + 0.74 + 0.55 + 0.34 + 0.06 + 22 + 17
30 5 304 69 30 420 0.81 5.90 ** 2.80 **  0.96 ** 83 24
+ 109 + 6 + 3 + B3 + 0.57 + 0.20 + 0.19 + 0.07 + 15 + 16
150 5 354 73 58 581 3.21 6.63 3.45 1.08 * 115 ** 45
+ 118 + 7 + 16 + 151 + 1.86 + 0.31 + 0.21 + 0.06 + 22 + 11
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
{mg/kg/day) animals (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEqg/L) (mEg/L) (mEg/l)
0 5 145 14.0 0.48 0.25 10.3 7.9 145 4.65 105
+ 15 + 2.5 + 0.12 + 0.02 + 05 + 0.8 + 1 + 0.31 + 2
6 5 141 14.0 0.34 0.26 10.4 7.4 145 4.63 108 *
+ 12 + 1.9 + 0.05 + 0.03 + 0.5 + 1.0 + 1 + 0.57 + 2
30 5 135 12,7 0.49 0.22 9.4 * 7.0 145 4,74 105
+ 15 + 3.9 + 0.21 + 0.01 + 03 + 06 + 1 + 0.21 + 1
150 5 150 19.0 * 0.34 0.28 10.2 7.6 146 4.33 107 *

+ 13 + 3.4 + 0.04 + 0.03 + 04 + 0.7 + 2 + 0.51 + 2

Each value is expressed as mean+S.D.
* . Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 18-2 Blood biochemical findings of female rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No. of LDH AST ALT ALP y -GTP T.P. Alb. A/G T-Cho. TG.
(mg/kg/day) animals (IU/L) (IU/L) (IU/L) (IU/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 327 76 31 334 0.53 8.19 3.29 1.14 80 26
+ 103 + 26 + 7 + 43 + 0.41 + 0.28 + 0.21 + 0.08 + 25 + 14
150 5 404 72 37 346 0.94 5.86 2.76 **  0.90 ** 75 42
+ 123 + 16 + 16 + 126 + 0.42 + 0.20 + 0.13 + 0.10 + 24 + 24
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dl) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEg/L) (mEg/L) (mEg/L)
0 5 138 15.5 0.42 0.27 9.8 6.2 144 4.60 106
+ 15 + 1.6 + 0.03 + 0.03 + 0.1 + 0.6 + 2 + 0.32 + 2
150 5 130 13.6 0.37 * 0.27 9.8 6.7 143 5,07 105
+ 8 + 2.8 + 0.03 + 0.02 + 0.5 + 0.3 + 1 + 0.64 + 3

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability
** . Significantly different from control at 1% level of probability
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Table 19 Incidence of necropsy findings of male rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
—recovery period

Dose(mg/kg/day) 0 6 30 150 0 150

Fate KA KA KA FD KA Total KR KR

No.of animals 5 5 5 1 4 5 5 5

Abnormality 0 0 0 0 O 0 0 0

KA : Killed by design at the end of administration period.
KR : Killed by design at the end of recovery period.
FD: Found dead



-vv -

880-90 ON 4pnig

Table 20 Incidence of necropsy findings of female rats treated with benzenesulfonamide
in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 6 30 150 0 150

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Abnormality 0 0 0 0 0 0

KA : Killed by design at the end of administration period.
KR : Killed by design at the end of recovery period.
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Table 21-1

< At end of the administration period >

Absolute and relative organ weights of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen  Testis Epididy- Pituitary Thyroid
Animals weight gland mis gland gland

(mg/kg/day) ® @ ® (® (8 ® (mg) ® (®) ® (mg) (mg)

0 5 347 1.93 0.52 1.26 11.22 2.78 55.4 0.71 3.26 0.81 11.0 23.3

Absolute +16 +0.11 +0.05 =+=0.05 +0.93 +0.34 +99 +£0.09 =+0.24 +0.07 +0.5 +3.9
6 5 325 1.94 0.61 111 * 10,78 2.77 53.7 0.72 2.93 0.71 10.9 23.5

+ 21 = 0.04 +£0.12 +£0.04 £1.20 +=0.31 +6.6 +0.06 =0.16 +0.12 +0.9 +6.1

30 5 296 ** 193 0.45 1.12 9.50 2.76 55.0 0.58 3.11 0.77 10.0 22.2

+24 +0.07 +0.08 +0.13 +1.71 + (.50 +4,0 +0.09 028 +0.04 +0.9 +4,5

150 4 255 ** 1,84 0.40 1.10 * 9.66 2.91 57.1 0.49 ** 3.06 0.65 8.1 ** 19.7

+21 +0.02 +0.08 ==0.10 +1.10 +0.31 +4.2 +£0.07 +0.29 +0.06 +1.8 +1.0

0 5 347 0.56 0.15 0.36 3.23 0.80 16.0 0.20 0.94 0.24 3.2 8.7

Relative @ + 16 = 0.03 +0.02 =0.02 +0.16 +0.07 +3.1 + 0.02 + 0.07 +0.02 +0.2 +£0.9
6 5 325 0.60 0.19 0.34 3.31 0.85 16.4 0.22 0.90 0.22 3.3 7.3

+21 +0.04 +0.03 +0.03 +0.17 + 0.06 +1.1 +£0.03 +0.04 +0.03 +0.2 +1.9

30 5 296 ** 065 * 0.15 0.38 3.19 0.92 18.6 0.19 1.05 0.26 3.4 7.5

+ 24 + 0.04 +0.02 ==0.03 +0.31 +0.10 +07 +£0.02 +0.15 + (.02 +0.2 +1.4

150 4 255 ** 0.73* 0.16 0.43 ** 3,79 ** 1.14 ** 225* 0.19 1.20 * 0.26 3.2 7.9

+21 + 0.05 +0.04 ==0.01 +0.19 + 0.06 +1.5 +0.03 +0.04 +0.03 +0.6 +04

Each value is expressed as mean + S.D.

@ : Relative organ weight per 100g body weight.
* . Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.



Table 21-2

< At end of the recovery period >

Absolute and relative organ weights of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal  Spleen Testis Epididy- Pituitary Thyroid

Animals weight gland mis gland gland

(mg/kg/day) (® @ (® @ @ ® (mg) ® ® ® (mg) (mg)

0 5 415 2.04 0.65 1.23 12.12 2.57 56.9 0.74 3.26 1.00 11.9 24.8

Absolute + 29 + 0.07 +£0.10 =016 =115 +0.18 +£9.3 +0.08 009 004 +1.9 +4.3

150 5 350 * 192* 0.55 1.29 1069 * 2.86 61.4 0.78 3.40 0.86 ** 13.0 25.8

+ 14 +0.08 +008 +0.18 045 +0.22 +5.5 +0.18 033 +0.07 +0.9 +5.1

0 5 415 0.49 0.13 0.30 2.92 0.62 13.7 0.18 0.79 0.24 2.9 5.9

Relative @ +29 +0.02 +£0.03 002 +0.14 +0.02 +1.2 + 0.01 +=0.06 +0.02 =0.5 +0.7

. 150 5 3569 ** (.54 * 0.15 0.36* 298 0.80* 171 ** 0.22 095* 0.24 36* 7.1
2 +14 +0.03 +0.03 =004 0.08 +0.04 1.3 005 012 +0.03 +0.2 1.4

Each value is expressed as mean + S.D.

@ : Relative organ weight per 100g body weight.
* . Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 22-1 Absolute and relative organ weights of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid

Animals  weight gland gland gland

(mg/kg/day) (2 ® (® (® ® ® (mg) ® (mg) (mg) (mg)

0 5 220 1.84 0.48 0.80 6.20 1.76 68.4 0.48 85.1 13.8 19.8

Absolute +14 +0.08 + 0.06 +0.04 +0.27 +0.22 +11.0 +0.08 +5.6 +1.4 +2.8
6 5 213 1.79 0.51 0.80 6.33 1.75 61.2 0.52 81.8 12.3 18.8

+11 +0.06 +0.10 +0.05 + (0.22 +0.12 +12.7 +0.14 +10.9 +1.9 + 5.2

30 5 199 * 1.78 0.42 0.76 5.90 1.62 63.7 0.43 74.8 12.6 17.3

+7 +0.05 + 0.09 +0.05 +0.30 +0.13 +27 +0.06 +14.7 +1.1 +1.3

150 5 173 ** 1.66 ** 0.38 0.71 * 6.42 1.63 67.0 0.35 69.2 10.0** 16.1

+8 + (.02 + (.03 +0.03 +0.22 +0.10 +5.4 +0.04 +8.4 +0.8 +22

1] 5 220 0.84 0.22 0.36 2.83 0.80 31.1 0.22 38.8 6.3 9.0

Relative @ + 14 + 0.06 +0.03 +0.01 +0.12 +0.08 +4.4 + 0.04 +3.1 +0.5 +1.2
6 5 213 0.85 0.24 0.38 2.98 0.83 28.8 0.24 38.4 5.8 8.8

11 +0.03 +0.05 +0.04 +0.14 +0.04 +86.1 +0.07 +4.2 +0.7 +2.3

30 5 199 * 0.90 0.21 0.38 2.97 0.82 32.1 0.22 37.6 6.3 8.7

+7 +0.05 +0.05 +0.02 +0.14 +0.07 +1.0 +0.03 +6.8 +0.5 +1.0

150 5 173 ** 0.96 ** 0.22 0.41 * 3.71 ** 0.94 ** 38.7 0.20 40.0 5.8 9.2

+8 +0.04 + 0,02 + (.02 +0.22 +0.07 +2.7 +0.02 + 5.3 +0.5 +1.8

880-90 "ON Apnig

Each value is expressed as mean £ S.D.

@ : Relative organ weight per 100g body weight.

* . Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 22-2

< At end of the recovery period >

Absolute and relative organ weights of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Dose No.of Body Brain Thymus  Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid

Animals weight gland gland gland

(mg/kg/day) (® (8 (® ® ® ® (mg) (® (mg) (mg) (mg)

0 5 244 1.79 0.43 0.83 6.46 1.62 67.9 0.59 93.4 14.9 23.0

Absolute +14 +0.03 +0.08 +0.06 + (.31 +0.10 +86 10.04 +114 +1.1 +4.3
150 5 224 1.77 0.42 0.82 6.37 1.71 66.1 0.54 89.4 12.3 ** 17.7 *

+ 25 +0.06 +008 +0.13 +1.13 +0.25 +69 +0.16 = 15.3 +1.2 +2.2

0 b 244 0.73 0.18 0.34 2.65 0.67 28.0 0.24 38.5 6.1 94

Relative @ + 14 +0.03 + 0.03 +0.01 + (0,12 + (.05 +47 £0.01 + 6.0 +=0.7 +1.5

150 5 224 0.80 0.19 0.36 2.83 0.76 * 29.8 0.24 40.1 55 7.9

+25 + 0.07 + (0.03 + (.03 + 0.25 + (.05 +48 005 +6.5 +0.2 +0.9

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 23-1

Incidence of histopathological findings of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Organ ! Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 6 30 150 0 150

Fate KA KA KA FD KA Total KR KR

No.of animals 5 5 5 1 5 5 5

Lung : Mineralization, alveolar septa - b 5 5 0 0 O 5 0
+ 0 0 0 1 4 5 * 0 2 ],*

++ 0 0 0 0o 0 O 0 3

Accumulation, foam cell - 5 5 5 1 4 5 4 5

+ 0 0 0 0 0 0O 1 0

Mineralization, artery - 5 5 4 1 4 5 5 5

+ 0 0 1 0 0 0 0 0

Congestion/hemorrhage - 5 5 5 0 4 4 5 5

+ 0 0 0 1 0 1 0 0

Liver : Hypertrophy, hepatocyte, centrilobular - 5 5 5 0 0 0 5 5

+ 0 0 0 1 4 bH** 0 (1]

Microgramuloma - 3 5 4 1 3 4 4 5

+ 2 0 1 0 1 1 1 0

Congestion - 5 5 5 0 4 4 5 5

+ 0 0 0 1 0 1 0 0

Glandular stomach : Dilatation, fundic gland - 4 # # 1 4 5 # #

+ 1 # # 0 0 O # #

Necrosis, mucosa 5 # # 0 4 4 # #

+ 0 # # 1 0 1 # #

Cecum . Necrosis, mucosa/cellular infiltration, 5 # # 0 4 4 # #

neutrophilic, submucosa + 0 # # 1 0 1 # #

Rectum ¢ Erosion, mucosa 5 # # 0 4 4 # #

+ 0 # # 1 0 1 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, FD : Found dead, # : Not examined.

Grade, - : Negative; + : Slight; ++ : Moderate.

** : Sigmificantly different from control at 1% level of probability.
No abnormalities were detected in thebrain, pituitary, thyroid, parathyroid, trachea, heart, small intestine, adrenal, testis, epididymis, prostate,
seminal vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes from animals of control and 150 mg/kg group.
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Table 23-2 Incidence of histopathological findings of male rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
Zrecovery period
150 0 150
FD KA Total

Dose(mg/kg/day)
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KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, FD : Found dead, # : Not examined.
Grade, - : Negative; + : Slight; ++ : Moderate.

* : Significantly different from control at 5% level of probability.

No abnormalities were detected in thebrain, pituitary, thyroid, parathyroid, trachea, heart, small intestine, adrenal, testis, epididymis, prostate,
seminal vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes from animals of control and 150 mg/kg group.
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Table 24-1 Incidence of histopathological findings of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of

recovery period

Dose(mg/kg/day) 0 6 30 150 0 150

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Lung ! Mineralization, alveolar septa - 5 5 5 4 5 5

+ 0 0 0 1 0 0

Accumulation, foam cell - 4 4 4 5 5 5

+ 1 1 1 0 0 0
Heart ! Myocardial degeneration/fibrosis - 4 # 5 #
+ 1 # 0 #

Liver . Hypertrophy, hepatocyte, centrilobular - 5 5 5 0 5 5

+ 0 0 0 b ** 0 0

Necrosis, focal - 5 5 5 5 5 4

++ 0 0 0 0 0 1

Microgramuloma - 3 4 4 3 3 5

+ 2 1 1 2 2 0

Kidney : Basophilie tubule - 4 b 5 3 5 4

+ 1 0 0 2 0 1

Mineralization, papilla/pelvis - 5 5 5 1 5 3

+ 0 0 0 2 ] . 0 2

++ 0 0 0 2 0 0

Mineralization, cortico-medullary junction - 4 5 5 3 5 5

+ 1 0 0 2 0 0

Cellular infiltration, lymphocyte, cortex - 4 5 5 5 5 5

+ 1 0 0 0 0 0

Fibrosis, cortex, focal, unilateral - 5 5 4 5 4 5

+ 0 0 1 0 1 0

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.
Grade, - : Negative; + : slight; ++ : Moderate.
* : Significantly different from control at 5% level of probability, ** : Significantly different from control at 1% level of probability.

No abnormalities were detected in the brain, thyroid, parathyroid, trachea, stomach, small intestine, large intestine, adrenal, ovary, uterus, vagina, spinal cord, sciatic
nerve, bone marrow, lymph nodes and eye ball from animals of control and 150 mg/kg group.



Table 24-2  Incidence of histopathological findings of female rats treated with benzenesulfonamide in the repeated dose 28-day oral toxicity study

-Zg-

880-90 'ON 4pmig

Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose(my/kg/day) 0 6 30 150 0 150
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Urinary bladder : Hyperplasia, transitional cell, simple - 5 5 2 1 5 3
+ 0 0 3 4* 0 2
Pituitary : Cyst, anterior lobe - 4 # # 3 # #
+ 1 # # 2 # #
Thymus : Hemorrhage - # # 5 # #
+ 1 # # ) # #
Spleen . Hematopoiesis, extramedullary - 0 # # 0 # #
+ 5 # # 5 # #
Deposit, pigment, brown - 0 # # 0 # #
+ 5 # # 5 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.

Grade, - : Negative; + : slight; ++ : Moderate.

* : Significantly different from control at 5% level of prohability.

No abnormalities were detected in the brain, thyroid, parathyroid, trachea, stomach, small intestine, large intestine, adrenal, ovary, uterus, vagina, spinal cord, sciatic
nerve, bone marrow, lymph nodes and eye ball from animals of control and 150 mg/kg group.
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