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4., EH

Sprague-Dawley ;2 SPF 7 » k [Crl:CD(SD)] Z#HWT, 7 I /XU BLU ALK T
I FOREELGICLA2FEETCICEOREMEA RS L, B2 0 (0.5w/v% A F L
YL — RKEATR - RFEREE) | 50, 200 & TN 800 mg/kg/day & L. 28 B RS IR
OfE U=, 1 BEO B ET 6 AL OF 800 mg/kg $5% 5-RE CHEMES 12 P8, 50 O 200
mg/kg Pe 5-BE CHEIER 6 L L L7z, 2D 55 AL 800 mg/kg P S5 RED MM 6
FCHW L, 28 ORI G#% 2 HEKRIE S,

— R EE R OFEM 72 — ARIRBE TUd. R G- — @M DO FRIEDY 800 mg/kg &% 5-HE DMEHE
TRH by,

HREMRZT. L RFBERE CTIX, BRIOSIZEIT 5 UL DEEH 5 VW K fE
M, ZEHIENMREICRT 5 EMORE, Bl O% IR 77 OKEDS 800 me/kg % 5-#
DOMERET, 75 H B IR O RAR 2% 200 mg/kg LA E DO S #HEOMETIED STz,

(RE R OMEAL & Tik, REININH & OB & OREDS 800 mg/kg #%5-FEDHERE T
FIFHE MA@ U T, EBHEOEMEN 200 mg/kg TERE O CTHREMHIZERD b
7o

RRE T, EXAEOEM L ZETE @ﬁm&Utht/%@mwﬁmﬁﬁﬁsm
mg/kg & G EEOMERE T, IREDEAA 800 mg/kg & TREORETRD bz, iz,

O EEfER & RIEIZB T DY B Fmﬁﬁﬁ@@ﬁw@ﬁﬂ&mmwg%ﬁﬁ@
TR BT,

MEFBRE TIE. RMERE, ~E/a s BR O~ 827 U v MEOEAE I O
IRILER SR O BB A 200 mg/kg 5% 5-FEDOIE K O 800 mg/kg £ 5-REDMERE TR D HiLT,
B, FERFRMLERAFE D S B2 800 mg/kg % H-REOMERE T, FHRILER LA FH R D
& SEHIHR M ER i 2 3578 B DA Y 800 mg/kg e 5-TEDHETIRD BT,

Mg 2R E Tld, ALT IGHED BT 800 mg/kg ¥ G HEDOMEME T, REBEEZEO WM
EORY 7 U574 ROBEMEN 800 mg/kg & 5-RED I TRRY LTz,

JREREIEE CTrd, PRI e R OV R & O @ E 2 800 mg/kg ¥ 5- B OMERE T A &
AU, HETIHARMIC L REMER L, £7-, BT O HEDOKED 800 mg/kg %
HHOMETRD O, FIZ, MRFORETITEN KBE) ORMEREmDTT
e EER D BRI E K OB S L 0 FTLHE DS 200 me/kg & G- BEDOIER T 800 mg/kg &5
REDOHERET, 5 > 117> 800 mg/kg & EREDHET, ATl OBESME M A 800 mg/kg 5% 5-RE
DOMERETRRO B AV, MU TR D /INEE L fa BB TR fe oD 28 b 0 FE BBE B DD 75 200
mg/kg UL FOBREHEOMET, BERAEO NE AMERTZE DS 200 me/kg $& 5T DI Y
800 mg/kg & G-HE DOMELE T, HARNROIERL AL O JE R 23 800 mg/kg $5% 5-#f DT
P LT,

EHERE T, WEEB A I W TR O OV E AT ALY 800 mg/kg
LREOMEE TR b, 2 B OEIEHM CIE 2 0B iCEEMIIRO b o7,
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FDMDOEIZDOWTIE, WTFNLHIRIE S & HIZ8EH DV TR L. BIEMEE 23FR
O BT,

PLEDOFEERENS, ARBEMGTICBITATI )R P LU ALKRLT I ROEEE S
IZHEHE & & 50 mg/kg/day & HEE S 7,
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5. #

BENBE EXAMHR FETER LEVER2AREOHEICLY, 7TI />
BUANVKRCTIFE27y MC28 HRRERORELG L. £OBBREZALPCTIL L
biz, TR 2ARKEL., BEOTEMERA I, TORRERET D,
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6. HBRHMHRUEZX

6.1 BERME R UEE
6.1.1 RER &

AR I L7z B E o a v
&S, MESIITROBY Thd, B, #BRYHAOKEE RZEMEIZ DN TIX
Non-GLP CHEHti L7z, UsAHEE 1)

4 FR TIIRCBUANKRCT IR
Aminobenzenesulfonamide

R4 AT =T IR

CAS &= 63-74-1

M H,NC¢H4SO,NH,

fuli 7 100.1%(GC)

AF&= 500 g

[E27N SRR Ty i S i 3

i 166°C

TR s (K @ 7.5¢/L, 25°C)

& 172.20

ZEM: R TR, BB OSI A9 LR, MEX
99.9% TH v, HETHD I L¥ERINTZ (RHE
EE2)

AFF ik mRrET (MEEN, EHRIE : 3~10°C) | i TR

RAFS T IS SETT R BE R ER OE | AF5EE5RY)
Bl

B EOEE ~RAU, FREAEM LI,
B WG R OE O KR A BEEE L. & K Oa s
{75l & DHEfb 2 T 7=,

WA ERER) 5 g iRfFalBt e L TR LT, ST HIC
NS LT R OFk BT EEEE L7, £, Lt
HERE, EEIL T NTEEL,

6.1.2 B4R

A Fh AFtrm—A (AL ; A F L'/ 1E— A 400cP)

ay hEE ASN6984

flnE FIYEMiZE T 2 at

RAEHE =il

RAES AT PG GERT | AR SR B R ==

13
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6.2 HBERZROAN
6.2.1 L8y NOHHE]
LSk : AT — A 400cP & iEH K (RS REH
T vy hEES ; 6F74) ICIEE L. 0.5w/v% X F
L a—ZKEKRE LT,
RAF 1L : T T ABEIIAI, BT (MEREN., FERIE : 2~5°C)
CRTE LTz, Zeds, ARBZ 2 A CHEHLE,

6.2.2 AL

BEZ LI EBEREOWBRYE 2 ILHEIZER L, 0.5w/iv% A FLtim— 2 KEIRIZ
BB L CHERICART v 7 L, #BRIKITE 1 FLL EofE e L, % 8 H
DINIZfER Uiz,

6.2.3 REBRDREAE

BHEIE 1 BOLESTOWET T AHUT/HE L, AR E Tt (WsEN, E
BIME @ 2~5°C) IZPRFF L7, Eiz, BERIIFERNIIE R 550, £ 50°C) L,
AL =T —THHEH, W—ThHoHI MR L THEMLE,

6.2.4 AR TORE.

0.5 X UF 200 mg/mL B # I, mAT (IBEEN., 1~10°C) T8 HE, £D#%ERT
24 BRI ZETHHZ E AR R Y IV —F v ¥ —THALE (REBRES
A-2002, IRAHERE3) .

6.2.5 REYORE - 59— 4R
BEFHE1IHEBAHOREGICHNDBREOEBRBIZONT, ZORE - B —Mx
BRRDRLAR U T o & — BB T T B R A AW CRERE L 7o, T O
B, RTMEICHTDREDE ST 93.8~984% GFE#M « HREICHT HEHE ;
100+10%) . CV X 0.2~3.6% (FF&&M : CVI0%LIA) THU ., WP b F AN

Thole (MATEER 4 JLS5) , HHTILEOBNE 2 RICRT,

VIREY 72 ) OERBUAL K O &

3A (k. FROTELOGEID . 1 AIZ2>E 10mL

RIE X RWE : FTI)RCPUALKRLST IR
X BT ES S

44 R : TI)ROBUANLKRLT IR

oy &S : FHMO1

RAEHE : MmIERT (MEEN, FRNE : 3~8°C) | e CTRTF
fif P HE 2 : Hioo R (U-3200 ; #Ra\&4E H ST8L4ERT)

14
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HERE : 262 nm
popicEw it : T2 h=hU A RERK (85:15, viv)
¥ : 1l cm A=V

6.3 AEBREMERUVRHKDERER

BERBRETA KT 2D 7y FERWERBRALEL SR TWDS, ZORER
WCHEHINDRZEDT v MiIEERN <o, TRERNEE THHZ bR
L7

6.4 HEREMBR U T

Sprague-Dawley % SPF 7 v I~ [Crl:CD(SD). HAF v —/L A « U AR—fR =4k, &
AEE Y & =] MERER 52 8™ % S CAF L, LT C 7 AR - BHEEE L,
—icREEOBIZE (1E/H) |, AEAE GRE) KUFEMR—HREOCBE (1E) 21T
VN REEME, B TRORE, FFlR - RREOBREL D REBICEE N A
AT, R & o DHERE 36 DT (FRES U CHERES 24 DL, [RIMERE & U CHERES 12
PO) Z58(R, 6B CRBRICHL LT, 5 M4 B OREEEH T, T 201~220g, HET
148~172 g Th > 7=, EWIE, #EHTH O EE5HBEO 2 OHD OEFEREIZESHN TR
LU SO ERENTE 12T 0D 19 [HELRERN L7, BIAROFIN T,
Ara—FERWET 0y JREERVEESLMHEOHREY (e vy 7REET
VB L. B X AN OERE 52 BIERICHIN TL) LV 1To7,
7. REED TR GRE B IZRBRRZR GRS LTz,

) o REBRFIEEICAE Y ESCTREIIME S S0 TR T o 78 | BRI ITHEREAS S2 TSI S T,

6.5 MBEEH
EITIRE 22~27°C™ | FAXHREE 38~59%., HAK % 1 BERT 10~15[0, MRHH 1 B 12
M (07:00~19:00) OEME TR ET=EEHFS 201 =) T, 777 v hX&BK
M r—3 (W 250xD 350xH 200 mm : A K7 — VRS 4) ITEBRE L., A 11E
DO EBNOERZ £ U7-, BEEHEBICRE-1 (4 = % VEER T AL, o
v hEF 0 061208) M OMEBIG T E KEKEZBARIZ LD BRICEREE7,
&) 0 2 A 15 Ho 13:00~13:30 ORICHLA A 26°C % LAY | RERFFE EOSIE (23£3°C) Z M L
A, S ENBRERTHY, BV T REIRO LN, MRREUE~ 0 BB

=7,

6.6 FRRUEHKPFOEAYME

AR ORAWEIZE L CERER v MZOWTHMEEARARE RS # —
THMEATV., E. FORPKICOW TR ZEER R ¥ — Ut CAGE LI HE
T 2 KERELZTHMIC (E 40D KELZ, ZbOo0REEEZATL, RER
WAR I BN W AR L%, BELAERMTL
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6.7 EMOEMNBRULT—I~DERTR

MW I AT BAZ 2 3525 U CEMARFERBI L7z, AT o80T arE CoMik, Rk
Em, MR OHEEZEZEHGLZ Ly — Y 702D, BT %iE, IR THA
BIE CHBEE, K, PACEAEEOIR) ([ 40FEZDTZ, TOHFE. 1000
DALITHE, 100 DAL (OFEME, 1F/ZME) | 10 & 1 OALTEEFE & Lz, &8
By =03, BOURME TR LAy =V~ LoRICHE (B ZLicanitL
e~ VEOT, RBEES, RERK, #E5&, %, 8WEs. FEE LR T
TCHEHGR L, 72720, il — BRI BIZ, HMiEkd., B OE REHEN
EFIR BIEEF I L THEEOR/REHRT 572075 —T T~ L2 B L TREREF =,
R R OEAREE S OHh & KR LT,

6.8 HKE5ERK. REHRE. REEYRUVEEHREE Th o 0ERER
BIERBIET A R4 KL HERBIERN 2 ZRN L, RSHFIZ28 HiE & L
7z, BERIEIIRERSHBR T RIICITHOHATWS 1A el (7)) &Lk, bl
EHRNIEE O AL RET 20IEY L EZ 605 2 8H (14 HE) &L, Zo
B G2 1Th o,

6.9 ®’E5AHE

BHREIXI0mL/AgEES L, BY 72 AN THMAIROE G Lz (08 : 05~11 :
28 D) o FEBBEICITBE (0.5wiv% A F b L o — 2 KEEHK) ZREEIZREG LT,
B Z & O 5K Sl IR O E A REICRH L,

6.10 F{EERUTZTOXERBM BB
TI)RCBUAAKRCT I RO 0 (0.5 wiv % AT VB0 —ZKER) . 100,
300 K. TF 1000 mg/kg/day % | EMERER ST T~ 2 14 BREIREROEE Lk Ry
ERERE LT, FECEMA 1000 me/kglE GEEOME 1 FIC, (RE K OHEAR £ O KT
23 1000 mg/kgfe GREDMEMEIZ . MR FREIZBWWT~NEZBE VB, A~ 7 U v b
B R OV YR 1 BR 1 0,35 18 B OB AS 1000 mg/kg# 5-REOMERELZ . AR ERE D ARAE )
1000 mg/kgf G-REOREC, MIERALTFREICB WV TIRRBRER O SMEN 1000 mg/kghk 5-7f
OMEREZ JFEFRE IO THRIRE 2O SIS 1000 mg/kgft GREDO MEZFED iz,
L7723 T, ARBRICBIT 2 EG5EiE, 1000 mg/kgh 58T 1 fHZIECEBIMIRD 5
NTWDEZ EBIALNREEALERD BTz 1000 mg/kgsa <= A% 800 mg/kg
AemfEs L, UTAK 4 TEBHRLT, 200 X050 mgkg?D 3 AEZHE L, il
SRR N Z . B A4MERER L Li-, TERECISUMEMES 6 DT, [BIfETE Crdsxt BT L OVE H
ERETHEMES 6 L& Lo, KR EZROR 1LIZRT,
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=1 BERE

SR R BOE | R OE | RGRE |, +£ B 1 B

o (mg/kg) | (mg/mL) | (mL/kg) LULZE=S B &5 [OLZE: S B &5
o Vi3 6 1001~1006 6 1007~1012
R 0 0 10 e 6 1101~1106 6 1107~1112
o i3 6 2001~2006 —
L e 50 > 10 e 6 2101~2106 —

o HE 6 3001~3006 - —

& 200 20 10 i p 3101~3106 i _
U i3 6 4001~4006 6 4007~4012
Bk 800 80 10 v 6 4101~4106 6 4107~4112
6.11 EHERUBEEDHE

FRNFNRRE SN ZFEICEEL R EZFEM L7Z, RBEORERICEL T TR
D@ Th 5,

5% 1 B (day 1 of administration) & 5-BH4A A

CRGB1IANLEGHETR
c[EERMGH (RGHAREE T O H)
c[EEF TR »SEESE 7 H

Be 555 1 8 (week 1 of administration)
BI85 1 H (day 1 of recovery)
1125 1 3 (week 1 of recovery)

6.11.1 — KRB D&

BEBE P 3E, AL REEREUREH 2FFEE (2L, LRHRE
KRR ERTE G EZO 2R) | BIEHFEFEER 1B, AR, fBRE £
B TEMCHRES R Eo—fRBEBIE LT,

6.11.2 LT KEDOHRE., BERE., BEOARUVBERESD=DAE

T2 — AR EE DB K ORSRERE I DWW T HIE S A W ik A =2 7L L= 3L AL
AR, ek, BN —RREOBRZITSEEICHOWT, BE5BARTIC 1A, B
M R OEEM TR 1 R Lz, £z, BERE., BHARVEREESED
HIEIEEEIZONT, EF4E (BHEEHGH 25 A, HER5HE 26 A) KORIE
B2 (FEE ILH) IXTo7m, BiC, BIERUREIIHGOHFEREFIR (771
F{b) L. 8% 7 0 ¥ LCEE LIIREETITo 72, 728, REBMET (R - Bk
HIFH) oM —REOBEICBWTEFE IR D o T,

6.11.2.1 HHLT—REOBRE

1) H—blr—INBE
g g REiTE)

2) FIZFF-> ToO#EE
=B OE Y LT &, #EE - KEOIREE, IR - S.03 ., IRER (IRER
Zett. MRERPASFOIRAE) | AITRKGAE. B AUEREERE (URE. B, B, W,
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FEIER) N2 RY TSRS D ROk

3) A—T 74— FAEIEE
TERRAR, i REITEY, WRHATEI, BT, BE. SRV L H B Y R
Heiled (BEEX HRIR)

6.11.2.2 PERERRE
TERSOG, S, BEAEOE., WG, BEILE ., BRI m S, 75 B g

6.11.2.3 EHAIE
CPU 7 —< MODEL-9502A (7T A a—x =7 Vo r7fkEkeswt) 2HAWChilk R
CMEEOE D ZRIE LT,

6.11.2.4 BRES=DAIE
EERENY H B RBEEE Y —NS-AS01 (FRX St t=a—rH M) ZHWVWTH
FEEAAE L, WIEIL LR & L 10 5 RRE RO 0~60 25 ORI EEEZES LT,

6.11.3 RERIE

I ONT, BESHHEFITRESE 1, 4, 7. 10, 14, 17, 21, 24 XY 28 HD
&R, R AR 1, 3, 7, 10 RO 14 BIZRIE L7z, BIEIL 08:49~10:13
DT o2, B2, SEGHMP L OEERMbPORTFBIIELEH L, JHH
I BT EEAHOLS, BTENLH 16 A ISR OMKELZHE LT,

6.11.4 B2 AE

DEFRICONT, HSHBHEHREE 1. 4. 7, 10, 14, 17, 21, 24 KTV 28 HD
FERNC, BIEBETIXEIESE 3, 7. 10 LT 14 BICHlE L7, WEIL 09:05~10:47
DO T2, ok, HHHEPOBREGEE 1 BIFAIAGD 1 B &, ELIET 3~4
Ao ZFEERE, REEEToORIES 3 RXEES 1A 2602 AMOREERE,
FRLUBRIT3~4 B OREBREZAEL, 1L BEsEH L,

18
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6.11.5 FRIRE (BEKEZEED)

B 55 408 R ONEIE S 2 BIC T - 72,

BEFE4H (BEE5EFE23KXV240) TREY D OREZICERELEORER O 2[R
., EES 2 (BEFESHAU9 ) IEEHO2EEKEL, TNENERESE v
M7 —VIIZINAEL, MR - BHEXK T T4REREIREZ, WO THHER - BHEK
TTEDOHD 20 FFEJRZELL . £ 2UCHEH L -2BAROCFHFEICLVRELE, £
o, AR, BHALO 1 BY Y OFREL . BRAOREHWCHIE L,

F2. RRENDER. AEERUVERESRLGE

1) 4ROV TORE

HRAEHEA BIE ik

pH F—a AT 4 v 7 A TEAFRBREY (7T —7 L1 Rl
mANE F—3ra vy AT 4 v 7 ZTEARBIY (7 — 27 L A RS
7k F—a AT 4 v U ATEARBRY (77— LA BRASH)
TNm— R A= a AT 4 v 7 AJEARBMY (77— Lo BRA4h)
B iin F—a AT 4 v 7 ATEARBRKRY (7 — 7 Lo BRa4h)
EUAE Y A—a AT 4 v 7 A TEARBIRY (7 —7 LA BRAS4h)
voey ) F—3ia AT 4y 7 ATEARBMEY (7 — 7 LA R A
= HEREIE

s BERIE

RE AREE) ® ABMAE y B2 AV ARERE (B4 mL)

2) 20 B RIZ DWW T O

H#EIHA ) Tk

i QoHEmE) ® AALY A= HOAENE (B : mL)

BT AR TEEY (AL © mOsm/kg)

o S o s

D . AUTION MINI™ AM-4290 (7 — 7 L A ¥R Etth)

D BN SEEHCIEE A — T FAZ v FOM-6030 (7 — 7 LA RS

E) - AREMOKRELE 20MOREEZSFHL T 24 B OKRE (mL/24h) Z2EHH L=,

19
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6.11.6 Mi&RFRE

B R OEESIRE T oFE A OFESRIC, BTH25—K’ (8 16~20 FFfE)
MRS 2fEEIZ O T =T VIREE T ICBIE L. B RKENRL S EDTA-2K AINEL .
R (SB-41 : A A w7 ZARASFL) ik (BEER 1mL) 287, #onlil
WIZDOWT K 3-) [CREHLZHEHB LB vBE L, EHiz, ik (0.9 mL)
% 38%7 T T MU U AREBINRERE (LK 9T L 1 BOEE) IZHRERL, =
OB (BRIE : & 3,000rpm, £ 1,600xg, #J 10 43f#) (2L 0 {6z v T

3.-2) IZRRH LI2EA M ORI KD mE L7,

R3 MEFRENER. AEERVERAMELGE

1) EDTA-2K AN Z DUV T O

BmEHEH BT LA A
FRIERE (RBC) DAL —F—Ta— o R A Y Y 10*/uL
~EFubr & (HGB) VT VA AT S0 e R g/dL
~< 7 Vv ME (HCT) HRIMEREL R O M ER R 2> & FH Y %
FEIARMEKEE (MCV) 2AEL—HF—T =91 b A Y =5 fL
T RMmEKM 437 E (MCH) RIS~ E T 0 &L EIY Pg
FR R AFRBEE (MCHC) ~E/ubrEBRUO~v 7 Uy MENLLEBY g/dL
fAARILERE  (Reticul.) RNARBEI L DAL —HF—To—H 1 b X Y —iEY %
f/MgRE (PLT) QFFEL—PF— T — L kR Y — Y 10*/uL
A EkEx (WBC) 2MEL—H—Tma—H o bR FY—EY 10°/pL
[ i Bk oy ) NG H—PRBEICL ST A F A R —EY %
AL —F—T o —H A fA Y —EY

2) s r®Er b U U AR S ATEE L AR DWW T ORTE
BEHEH HEHE HoAr
ey e iR (PT) sy MEY 5
EMEER s b a R

75 AF L HEE (APTT) 7y b ED s
747 ) —4F v E (FIB) ha L RF T AF kY mg/dL
15 F M B

VRO M SRAELEE T K0 7 120 (Bayer Corporation, New York, USA)
Y ik EEE B EAIESEE ACL 100 (Instrumentation Laboratory)

E) . U rosER (LYM) | HFHER (NE) . @FERER (EOSINO) | #FHRJLER (BASO)
KORAFEREELE (LUC)

20
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6.11.7 mZL2iRE

LR AR R & RIRFICERER U 72 ik 2 B[S E A 0 SRBRE (X Y 7 b 1I-
F—hrto 7 FAERKSH) TRV, 2008 BRI 4 3,000rpm, 9 1,600%g,
K104 L. B on-miEiconwTHRK4-D) SRR LZEBR M OHIEZLVBEL
Too Flz, ~SU MEERE (MK 1mL H72 98920 B0~/ ) ICERIL 72 M
W D EE (GRIE @ 9 3,000rpm, #9 1,600xg, £ 105 M]) L. 6 mmigizon
TR 4-2) IR LUEZHEHBEAOHFEICLDBREL .,

F4 MBLFREDIER. ARERVERABRLGE

1) 5B 72 g s DWW TORAE

A E A BFEFE Bz
ALP Bessey-Lowry i& 1U/L
=21 X7 2—)L (T-CHO) CEH-COD-POD ik mg/dL
FUZUETA R (TG LPL-GK-GPO-POD ik mg/dL
Y fEE (PL) PLD-ChOD-POD i mg/dL
Wwe ey (T-BIL) YA AR F Pk mg/dL
7 a—x (GLU) s a—A5F e Kalrr—Pik mg/dL
hkEER (BUN) Urease-LEDH ik mg/dL
2 L7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD 7 mg/dL
F K~ U A (Na) AV RINEN L mmol/L
1Y YA (K) A F R ERE mmol/L
EHFE (CD) A F BRI EMmE mmol/L
Fvv s (Ca) OCPC {%= mg/dL
mEEY o (P) Y TT R mg/dL
Wi-A B (TP) Biuret 74 g/dL
T 2 (ALB) BCG & g/dL
A/G Lt (A/G) REAABRRTAT I bR
2) ~o% ) UMM 7 b B L 72 ARz oWV T oA
Ay H H )k BAr
AST UV-rate & IU/L
ALT UV-rate 3= 1U/L
LDH UV-rate i 1U/L
y-GTP L-y-Z N Z I3 HARFL 4= a7 = ik 1U/L
i HBEHER

e B8/ EE  TBA-120FR B (At #Y)

6.11.8 REERE
6.11.8.1 Bt&

T ART ORI HEH ROV T, R & IEREARGIW I Z L 0 il 8t & & (R4 R -
GHER - MOER - R A S L2 ORE - MERORIRIC X 258 e BAES 21T, AR
Zatgk L7z,

6.11.8.2 BREEZATE

TARNTOFIEFIMBMIZONT, RIRTEHEOER EXER) 2AETLL L
HIT, MXTEE & FIRFOMBENOEE 100 g 5720 OIS EEZREH L,
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B, *ENEA LIZEAEDSREIZOWTIEELAR 2 IZRIE L. FOAFHE Tt
L7
Mo, EBIREEE. MR, MRBE. R, TR, BB, RO, R EiRE PRILE FE

6.11.8.3 RIBHBIERE

T ARTOMEIZONTRICRTFHRE - R TREL L, U U EEERE 10vol% b L< Y v
WCHETE L, 72720, FiidV o Eeigm 10vol% i< U ik & it Ak, IRER K OMR {6
BT Y VRN CHRE L7 3vol% Z L X LT LT & R 2.5vol% /< U Ui T/l
%, RBRE KR BRI T 7 VIECTETE L%, U U EEREE 10vol% AL~ U iR T
L. "9 740 0@B LT, 20%, I EL T b2 Uy« o4 VU REER
ZER L BB R OV M &8 (RIRR R EALIZ DWW TIEARRE) I2 W TH LT,
ek, HBMBERSORENRDNT MO RRE (FHEET) o T M, §
AR OEE > WD TR R OV A BT NCRIEHO 2EEIC O W THER L, £
7o, * TR LI AIMESR B IS W TRl 2 3 H L7223, SR ARl 24T - 72,

KB, /D, B8 (BB . AFehiR, BRER*. FEME, FORE* ER/NME*, &I
R Maf, B, FAT U o8, BRI Y o DI, ], i (REXREST)
B, +ZEB. B, BE O o uiRkRE2ESTe) . B, B BB TR, B,
BEBE, FEE* . RER B miISZR, OB+ FE. e (Bl sde) . NBRE (B
Bz Ede) ROKIBTEHE D

finls, apfR* ~N——* BRENR, &, BB, TR F TR B, B,
R, LI (BAS) . BJs (RS | AR (Br) R OMEEEA R L TR
L7,

6.12 fRETEEM

F—=7r T =)V FNBIEOEENHEB, BEEREOTENHEHE, BAHRE, B
MEIEOHTE, AE (KEHENELET) | Bifs, BKE, RBREOTENER,
MR AR, ML PBRERCSRBEERET —Z 2O T, LR EREE DT
FEMAT 21T > 72, 267, Bartlett IEIC L0 B RMEDOREZIT -7 (HEKE . @l
1%) o B E—D%E 2 Dunnett 1% W T, B — TR W85 1213 Dunnett
B meanrank test & W T, FRIF L /B GHE OB TRELZIT>72 (AEKE i
5 BN 1%) o 7ok, BEEFEIZ DWW TIE, FREIZ L Y FFO S BOE—EOME (7
EOKYE Bl 5%) ZAT->7c, TORER. 0B — OG5 RAE & By E I
L5t & OFEEDZEICDOWT Student D tFRE (B EAKYE : fifll 5 KOV 1%) %, 7K
N —TRWEA T Aspin-Welch O t FRE (A EAME « Wl 5 LK 1%) Z21T-> 77,

Fio, MR AREOBERUBERED A a7k Lo 7 — ZIZ DWW TIHREARR
WA O S L RS 2 TEH O R RUE T, 3 TALL_EIEMann-Whitney DURR &% % A
THEZFEM L. (FEKES RO 1% @) 27V,
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7. AEBRER

7.1 — KR
A& % Table 1-1~1-3 KUY Appendix 1~10 {Z7R% L7z,
1) ®5HIM
P 515 —iEIE DO FTUESS 800 mg/kg BEGREDOHE 12 BT 1 & DU % 2 Il TRG-5 18,
22 KR 23 HIT, M 12 6l 1 B CREEE 25 BIZRRD T,
2) [EIEHIH
WTNOE L —RIREBICEE IR D N7,

7.2 FHMET—MRRE. BERE. BEHARUVEBRENE

7.2.1 BT —ARIRRE
A& % Table 2-1~2-18 & T Appendix 11~70 {278 L7z,
1) ®5HIM
IR > TOBIEIZBWT, BEH D VLTS [LﬁOM@ﬁQQ%ﬂ33L_ ZEBWT 800
mg/kg Fe G REORE 12 B 4 51, M 12 6 2 Flc, RE5H [ZB T 800 mg/kg

EREOHE 12 4 3 4, Muﬁwsmvw@6mto

2) =l I
WTADORERHIZIB DT HEFE IR, MEE S 800 mg/kg % F-#f &t lEE DM
WCEBEIRD N2 T,

7.2.2 HEERE

piAE % Table 2-19. 2-20 & O Appendix 71~76 127~ L 7=,

1) HLGHE 48

HERE LG IZ BT 800 mg/kg % S REDHE TGS 28T BN 12 FlH 5 Flz A5
FURATAE A1 23, E 72, 800 mg/kg B G- BEOHE THH WAL 2 =3 &S 12 FilF 4 Filic
BOG72 LaRTEDD 126 28I b, AERIEENED bitl, £/, ENE
M BRIz B TR & & D W T ¢m%@%%%r¢%%ﬁ&mmyg&éﬁ@%u
Bl 7 5, 12 Bl S A B, REAICERRSENRD bve, HIZ, 5 B
IE L 3B\ T B RS 200 mg/kg LA E OB GREDMETID Hi Tz,

2) [=I1EE2HE
WTNORERHIZBWTHEF IR, HEE D 800 my/kg & 58 & x| HEE DR
CEBZIIRD SN,
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7.2.3 EH

i #E % Table 2-21, 2-22 & (" Appendix 77~82 127 L 7=,

) HE5HE44HE

A B ONME AR 7710 B B 7R RAE 2 800 mg/kg B G- REDMEE TR O bhT,
2) |aliEEE 2

HIRE 1) O A B 7 RED 800 mg/kg #GREDHE TR H T,

7.2.4 BREEHE
% 4& % Fig.1~4. Table 2-23, 2-24 K (® Appendix 83~88 (27~ L 7=,
) &5HE4HE
Eﬁﬁﬁawﬁﬁ&m1ﬁﬂMmyg&#ﬁ®Mfﬂm%#3wm > B O 50~60
%, TIZ 0~60 S OAFHEICERD L2, HE & OBEMEO WV ERIEDOEL T
%okoit\ﬁ%@@%@ﬁ 272 RAE 7S 800 me/kg G- D HETHIER 4G 0~10 3%
_M%%ht# — R 7 TR E DAL TH O MR &I L 7,
2) [RIFES 2
Mmk%&Mmy@&ﬁﬁ&ﬁ%ﬁmﬁ&ﬁﬁmﬁﬁb\ﬁ%;@%w%n@#o
7

7.3  HKE

F¥AE % Fig.5. Table 3-1, 3-2 2T Appendix 89~94 (277 L /=,

D =55

REOAE A NMED 800 mg/kg & HEEORETI G55 4 HOARE, MECTHRGE 7 HLUE
RS LN, D, BREHETOREBEMNES 800 mg/kg 5RO MERE T A EIZIE
ol

2) [EI1E I

800 mg/kg 1% 5-#E OHEME CRIEHIF A48 U TH BERIKMA#HO bivl,

7.4  {EfEE

FE % Fig.6. Table 4-1, 4-2 % OY Appendix 95~100 {27 L 7=,

1) &L5HIM

EEEOAZ KM 200 mg/kg B G BEOBE TR LG 4, 7 %0010 HIZ 800 mg/kg
B REOMERE TR 555 4 A LIBRIZER D Hivdz,

2) [EIfEHA

BEEEOH B RME S 800 mg/kg HEHEOME CHEIES 10 DB b8, I #;
ET—@tEThsrZ b, BFRMEOLE(LEHE L,
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7.5 RBRE (EKESD)

Ji 4% % Table 5-1~5-8 & (" Appendix 101~118 {27 L 7=,

1) B5E4HE

800 mg/kg 5 5-FE T pHO.0 A3 12 FH 10 iz, & U v v > B EI A 12 Bl 2 51,
M 12 Bl 3 FI, IS, BRICIEIZR W T D S IR AN ME 12 B 11 FlIZER
W%mtoit\ﬁmawﬁﬁﬁﬁﬁ&&@ﬁ®ﬁi&ﬁﬁﬁ&mm@g&#ﬁ@m
BT, REOEEREED 800 mg/kg HERED I TIRD T,

F oM, FFEEOHEZREED 50 mgkg EEBEOHETHRO b=, HEE ORHE
YD R NEREIED B TH - 72,

2) [EEE 2

w?h@&ﬁ@ﬁ:%%%% TR HACBIfR T 2 M < HEES B 800 mg/kg £
Bt Lt BBEOMICHEZE @@Bh@moto

7.6 MAERFRE

Ji%#& % Table 6-1~6-4 J O} Appendix 119~130 1Z7% L 7=,

1) FEHRKE TR

RMEKE, ~E7 v BN~ M7 Uy MEOEF BRI N IR LRk 4L
A E 2B 200 mg/kg ¥ 5HED Ik K OF 800 mg/kg ¥ 5 #EOMERE TR vz, BiZ,
WERIMERAR R OA B/ iE A 800 mg/kg &% G- OMERET, Vo RMEKMOEREOH
B @ E & SRR LR L SR 3R O B B R RE DY 800 me/kg H G HEDOHETRO b,
Z O, BIMERT 5 RICBIT A KRBIFEQRE@ERIEOF B 2% 200 mg/kg &% 5-8f
DHETED GNP HE L OBREHO R WVEREOELTH -T2, iz, Ta by
EUREICAEREM LK OCRILEKERIZE T 50 MERLED FRERIKMED 800
mg/kg REBEOHET, 747V ) =7 EBEOFELRMED 800 mg/kg LA DM THR
DN, HILEKE D 2 VITIEMACE 2 b e AR T T R F R EOBIEE R IS
AR D ENRN-TeZ e WT LS ERBEOZE & W L7,

2)  [EE AR T iy

EHARIMER AT O A B2l & O PRI ER i (IR E O A B R {KE 800 mg/kg ¢
HREOMERE T, SRS OF B RRME & SEH IR MK L3R &R CRERILERE DR B
EAS 800 mg/kg HHEDMET, ~~ F 7V v MIDOFEEZEMA 800 mg/kg & 5-#
DHETRD L7z,

Z DAt Hmﬁﬁ}?®Uéﬂ%ﬁ%%@ﬁﬁﬁﬁﬁﬁ&mm%@&@ﬁ@%f
OoTeh, HEMEETRRICIEGERO N TWRWZ &b BRI &L & Hkr L
7o
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7.7 MREFEERE

4% % Table 7-1~7-4 } % Appendix 131~142 1Z7R L 7=,

1) BEHIEK TR

ALT{EEOF T 72 @D 800 mg/kg & G REOMIE T, REZEROFEREMEAL T H
V7 U7 A4 ROBFBRIAED 800 mg/kg ¥ 5O TRD Hilz,

oM, BV COFERIREN SR E R S FEOM TR LA, YLk
WCRITDHRT —4 Mean+tS.D: 7.6+1.1mg/dL) OHHATHY, /=, HELD
B EEN e W2 DL EBEIEOEEHEB L, F7-, AST {HHEOH B EEN 50
mg/kg WO TR DO ON-N, HE L OEEEDRWEREOEILTH -T2, &
iz, TRV LADOAERBEROCT AT I U OARLEED 800 mg/kg & SGEEORET
BOLNTZR, WTNL I<RETHY , MIZARE WD) VLA RUIERR Y
OREEERIZOEBENBEIN TN Z &b, BRIEOZE AR L,

2) [EEEIREIRE T R

ALT iEHEDOAFE 2B 800 mg/kg T HHEDIETIRD Bz,

Z O, 72 AAEICHEEZ2RES 800 mg/kg HHREOME TR H /-3, I
B ThY, FEMBRTRIZIRD bR TN b, BREDE(L &
Wr L 7=,

7.8 HBEEE

F¥iE % Table 8-1~8-8 & U} Appendix 143~166 |27~ L7z,

1) &GHIRK TR

BRI E e G IN T 5 LB 2 b DB REKR ORIE TR b,

e ik : Hakt M O B8RO A= 72 BB DS 800 mg/kg $¢ 5-8ED
M CRRD b,

ElkS : Mt B EOA B RMEAE 800 mg/kg 51D TR
Hivlz,

LFEDEN, SRR O A E R {ERED 800 mg/kg ¥ 5B OMERETFR® LT,
UTIORTERIC DN T, 2O HBURR S W bR E RS & OBHEMED
RVEM (FE U THIRFHAE OISR R) &Il L7,

i Mol B EOA R R 800 me/kg & GEEDOME, FBxt
BEREOAEREED 800 mg/kg G HEOMEMHETRD 5
iz,

D : it HBEOAH B2 & B2 200 mg/kg BL_E DS EE DM
& 800 mg/kg G- HOME TR Hivlz,

F B : X EREOABREED 800 mg/kg REHETHRD LI
720

= X HEEDOHE 2 EEN 800 mg/kg HKEHEDHETRD
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BT,
HNE : X EREOAE 2 EED 800 mg/kg #HEETRRO LN
7

2) [EIfEHIREE TR
WEER GICERT 2 EE 2 5B IR TR bz,
R e : Mt B O X BB OFE 72 = EDS 800 mg/kg B¢ H5-FED
HECRRO b7,

EREOED, TR E O A E LAY 800 mg/keg & G- HEDMEME TR O ST,
UTFTRTETRIZOW TR, ZOHBRKR:L DT R E RS & OREEMED
A (& L THMFHAEORMEICER) & L7,

L Mot B OF B2 800 mg/kg B 57 DI TR
¥ (0
FER IR : MEXTEEOA R R 800 mg/kg & 5#H TRH LN
776
79 Bl R

A& & Table 9-1, 9-2 2 T" Appendix 167~238 1277 L 7=,
1) & 5B TR
W E R GICRINT D L F 2 o LD MIR TR b,
HEL R : REUED 800 mg/kg B GREDUME 6 Bl T D T,
2)  eliEHIERE T Ry
YL NZARTFTRICOW TR, 2O BRI 80 HBFEO AL &k L7,
H : R OO E AR B A3 o FREE & U 800 mg/kg 5B DMES
1 Bl CERD BT,

710 REMEAEERE
% 4% & Table 10-1~10-4 B TX Appendix 167~238 (278 L 7=,
1) LB TR
BWRWERGICERT 2 L EZ N DEEBKRRE (BREE2 ST o PR, M.
HUBR R B OB TR D H LT,
Kgd (F8xE 5T
: PR A AR LRI L DO TTHEAY 200 mg/kg & 5-FF D1 2
5, 800 mg/kg ¥ S HEOMERH], M 2 ]l TFERD LT,
FH i : IS A2 BEAL IE LAY 800 mg/kg ¥ HREDME 3 5] & i 1 4
TRDOLI, Fio, BMbE D VIR E 2o/ NED BT
FFRIIR O Z2 R fb 36 IREE O HE 3 51 & 41, 50 mg/kg
B 5 REOHE 4 () & i 5 B, 200 mg/kg e 5-FEOME 3 51,
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HEL B

FRCER iR
g It
PAMIZ R AT RIZ DV TR,

2ok & L7,
JIT Mk

HER AR

800 mg/kg Bt HEEDME 3 4T D HiL. 200 mg/kg LA E
DEETHBAE B LT,

BN 5 WTHRE 2R B RINAS DY 200 me/kg B 5 REOIE
3 f5il, 800 mg/kg = 5-FE OMEMERF] TERDO bz, £/,
BIE 72 5 o 1AY 800 mg/kg & HHEDHELHFITRD Hi
Too BT, BEME 2DV IREE AL 7 AN E I 7 o B AE O
2 {5 it 1B, 50 mg/kg P B-REDRE 3 B & i 2 41, 200
mg/kg B 5 BED M2 & W 2 5], 800 mg/kg F¢ 5 BE DI
HEAFITE® Hu, 200 mgkg #G5HEO MK T 800
mg/kg OMERE TREMSERE 2NN LR HHI5H L 72,
A 2 e b FE MR D IR K A3 800 mg/kg %5 BE DOt
7 & i 2 B TRED BT,

B 72 R O OVE A MR TE ALY 200 mg/kg 5 G OO K
2 51, 800 mg/kg £ G- HEDO LR & M2 Bl TRD BTz,
Z O BRI S D VIR BB RO 2 S BRI D

B U N R FE RS RBEOME 5 B & HEDBT, 50
mg/kg ¥ 5-#E OWERERF], 200 mg/kg & GHEDOKE 5 &
M5, 800 mg/kg & G-HEDHE 4 5] & HERFITRD &
i,

B AR BT B IR 7S 200 mg/kg 5 5-BE OMERES 1 51T,
BWRRMR D S A e RREEOME 2 51, 50 mg/kg %5
REDE 2 B, 200 mg/kg % H5-REOHE 3 1] & #f 1 5], 800
mg/kg & 5-REOHE 2 H T, B B YE O R IR A
800 mg/kg B H-HEDHE 1 ] TR H LT,

BRI IR BMED DA R FTIREEO JE 1 I T3 i
77,

BRI 7 R S [ A e O FERRIR I 23 800 mg/kg ¢ 5-RED I
1 I CERO Bz,

B A B AR PR AR DS S FRBE O JE 3 5], 800 mg/kg &5
BEOME 1 T, BMRIRME bR O 4 BE PR/ IMA N
800 mg/kg & G- REDLE 1 Bl TFRDH H LT,
BRAM 22 L7 ) P oD AR R I A3k FRBE D e 1 51T, B
72 AL A DS 800 mg/kg e HGEEDOME | ] TRl LT,
B AR RV M O FMAIRIE S BB O 2 I TR B
7=,

AR ETEED O 5 JEAY 800 mg/kg &% 5-RAFDHE 2 5 TR
LORSY qW e
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2)  [HIEHIRIRE 1k

{745 So el N e R &%7\_%“7w’ﬂﬁz})ﬂ$ﬂm&(}ﬂﬁﬂfﬁf WD BT,

HeL i

ez 1t

U A Az DT,

b LI U7,
AT it

R R

R 72 (3R ILAG Y 800 mg/kg B 5 HEDMEME 2B Tl
HALTm, FTo. B DO ITEE 2 BESN & i 7 Skt RR
DOMERES 1 5], 800 mg/kg G HEDHE 5 B & M 1 FIT
T LAV, 800 mg/kg W HREOHE CREUUFE SN L
7.

ARG D OV E AN AL S 800 mg/kg 5 58 DK
4 5] & 2 B TR BTz,

Z O BRI & D O EERR IR D B BRI O

A A/ INEET R R AT SRR AR 0> 22 B Ak 23 et IR BE D MEREEAS 4
5. 800 mg/kg I G-HEDHE 4 5] & M 5 FlT, AR
NAIZEIEDS of BBEEOE 5 1] & iE2F]. 800 mg/kg ¥ 5-
BE O MERE B CRD BTz,

TR I A B O RS IRG RN & 6 7= R RERE K T 800
mg/kg WHBHOMES 1 FIZBWT, WTFALIRE RO
B OB DR b,

ER i 70 BT ME D IR 2 800 mg/kg 48 5 REDMERES 1 5T,
B2 R RN D 5 B3t RRRE DR 2 1 & ME 1 1. 800
mg/kg B GREDHE 1 5] & 3 51, B MO MR
DI PRBEDHE 1| 7 TR BTz,
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8. BH

Sprague-Dawley & SPF 7 » b [Crl:CD(SD)] 17 X/ R_RUB LU ALK T I RE 0
(0.5w/v% A F Lo — Z KBS« XFRREE) . 50, 200 X TX 800 mg/kg/day OO Jfl & T
28 ARIIEARTRE ARG L, TORELZWHLNITHE LI, £O% 2HERBOEIE
HAR) 2 3% 0 CREE O Al i E & KT L7,

BELOREEHNEZBC TCRTEMITRD N Rho T,

—RORRE R OFEM 7 — AR BB TId, 5% —mME O WREEDS 800 mg/kg % 5-#F D UELE
TRD LN, R E & HITHK LT,

ek, EHRCERERE TIL, BRRISICET D COEESD 5 W I EREGE
A, 28R RGBT A AEROTR L Hillk &k O IR 7 OKREAS 800 mg/kg & 5-8%
DOWERET, %ﬂ%%%%mfﬁﬁ#ﬂmmyguiw&5ﬁ®MT ROz, Th
O, FRERAEMR PR THN R CHIE MR ICRE 13880 b, BEMTIEH
HPTRNH DD, HEFRYH &%@%@#ﬁbnto@@ﬁzﬁwﬁﬁf@\%&ﬁ
NOBEMERH OGN DODOELORBREITER L T, FEERERLE, £/, %
OMDOEALIZT T B IEE LT,

REE K OMBER & Tl (KE OHImG] & OE A & OAKE DY 800 mg/kg £ 5-#F O MLk

TR GHMZEC RO L, EGHIMPOREMNIE L IRME R Lz, £,
B 2 OIREIX 200 mg/kg H GO T L EEVHICH BN, FRELICRET
MO LN Tz, B, BHEHREICE VT 800 mg/kg & 52 0 Mk 2 (4 8 O ALAIT
DAL, L IZZRBRICHER L, FEMNECETRD o7,

JRIETE Tk, BAEOSRMER CRETEOEIED 800 mg/kght 5-REDORERE T, JRED
=B 800 mg/kgik G-REDMETRO b, £/, pHOSEMR & RILEICBIT S
BT RE A IR G O B INE M 28 800 mg/kgk SHEDMETIRY STz, AERYE O
HRFETHLANVE T 2 MM TEFIRFER K CpHD ER T 52 LR 6T
WD EMNLY | WThOB L L WRMERGORELEZ LR, FOfM, B
E B OBEME R A 800 mg/kght R OMERE TR bz, LIt A bidkERIZ

LU, WFRBIHL L,

MiEFRE TiE, RMERE, ~Ea b BER O~ b7 U v MIEOGAL & HgR i
ERZR O S AN 200 mg/kg % G- BE O IR O 800 mg/kg & G- EEDOMERETER® S, Bl AR
X, ZHOEMIT. KEBRYMEDOBUIETH D AR T I Mg Tidn
MBI AFIET S Z ERMONTWDE Z b Y W PFhoZk bR ERLo
HEEEZ LN, o, FHRMREEORMES 800 mg/kgtk 5O T, FLy
R LR L €2 38 B 0D P AT & 185 % K i 68 SR YR EE O KA S 800 mg/keg R G- HED ME T
Hiv, FROBMIZES A& e B 2 iz, BRI TROMKRE TIL, FEIIRMEK
KO BME & FHIRMER AR O 800 me/kgfk 5-BE OMEME T, FRIMERE D
{EAE & SEY R BRI 5% B K ORI ER L O S E2Y 800 mg/kgk S REDHET, ~~ b
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7 Uy MEOBEIED 800 mg/kgR GHEOMETEHED LA L DD, WTADE LR
R L TR Y. BEEM AR LT,

M L FRR A Cld, ALTIEMEO EEA 800 mg/kg R EHEDOMEME T, REEZROEMK
KORY 7Yt 4 FOKIEA 800 mg/kg HGREOHE TR Biv, FIMFITH S 2
TN L OO, WERHWEREOREN LT, [IEHE®K TREORE TIE, ALT
JEMEOEEDSHE TR L7, FOMOEITH TR HHEE LT,

IRER AR TIE, BRIEOHT R O EE D EED 800 mg/kgPé & B DMERHEZ & 5
o, HETIERERRIC b REUE A O bz, MRFHREIZS VO, 58 OE)
O FRMER R IE LML O TTHE A 200 meg/kg¥ G-HEDOIE & 800 mg/kg# G- #E O MEME T, AFIEOBE
S G AY 800 me/kgik G- REDOMERE T, MlROGFRILE L s Em o L RESERE O
HIM) A% 200 mg/kgf G-REDOHE & 800 mg/kghk GREDHERE T, 5 o MLAY 800 mg/kghk -
BHOHETHEO LN, WINLBEMIZBEE L EB 20N, F7-. BREOIER
ERMBEOIERDS 800 mg/kglk GREDOMIETAH S, ALK T T MG FIRIR
TONNAVA XV H—EEEEAICLY, Bl ERMBENIENT S Z N6 TV
ZEDBY | WEBRME S OB DT, BRI, BRI O OV AR DS 200
mg/kgP G REDHE L 800 mg/kgPe GREDHEE TRRO LI, RBETHOLNTIREBDOHE
REDELE DEENRE Z SN RNFEMIITHTH -, TOM, BIEOHGERD
KA DY 800 mg/kg#e G-#EDMET, MM TR A IR C/NED BB AR L Z2 b o> %
BUATE OB B 200 mg/kglh EOBGEOBETH LIV, WIS REMF XA LT
Wb OO, BRWERGORENREDN, FIEMBETROBRIT T, B
LD OV F AAEBIZ LD 800 mg/kgf S#EOMERETAHA v, Z OELIZERILERED 5
Niginotz, BMIZESTZZ b L, BiROMx R OB EEO RS T, Mk
FIZEBFEILE H D \WITBEAEIL O SEiHE D 800 mg/kgi GREDMEHE TR SN LD D,
WTHOEIZOWTHRBEITEBE L, BEMEMPRD b, £oMmoEidng
bk Lz,

PLEDRE RS, ARBREM FIZBIFAT 2 ) R_RUBUANLKRCT 2 ROMEER
VIERE & % 50 mg/kg/day & HETE ST,
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)

2)

3)

4)

3)

6)

Xk
TIRUBANKCT I ROy MRV 14 DRRER NS
mERER (PHRER) RSty V¥ —F v o7 — B EE 5 C-B307, 2006
&)
Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In

Principles and Methods of Toxicology (A. Wallace Hayes, ed.) , 3rd ed., pp. 221-274,
Raven Press, Ltd., New York.

P ATRIEE (1981) ¢ FRADRFAH — S & fEdT —I1 RAUR A AR, B

AP TFE+F - ML —fHE (2003) : New FELSE pp426-435, pp538-567, RITLAL,
HUR.

AJIEAZ - SRR iEfREE (1994) @ BRMEJRER Y, pp95-107, A E, B,

Wanda M.Haschek * Colin G.Rousseaux * Matthew a wallig : Handbook of Toxicologic
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Fig.1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats

with a recovery period of 2 weeks

Motor Activity (Week 4)




Activity (Count)

B-6055

500+
Female
400
300+
200+
100+
o——o 0 mg/kg
A~ — A 50 mg/kg
g— —m 200 mg/kg
&——o 800 mg/kg
O | i { | | |
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats
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Fig.3 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats
with a recovery period of 2 weeks
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Table 1-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery pericd of 2 weeks

Clinical signs (Administration period)

B-60565

Day of administration

Sex Dose Findings
mg/ ke 1 2 3 4 5 6 7 8 Q 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 50 No. of animals 6 6 6 6 6 6 ) 6 6 6 6 6 6 6
No abnormality ’ 6 6 [§] 6 6 6 6 6 6 6 6 6 6 6
200 No. of animals 6 6 6 6 6 6 6 6 5} 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 [ 6 6 6 6 6
800 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 50 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 [} 6 6 6 6 6 6 6 6 6 6 6 6
200 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 8 6 6 6 6 6 6 6
800 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abmnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12




Table 1-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

B~6055

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 50 No. of animals 6 6 6 6 6 8 6 6 6 6 [ 6 6 8
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
200 No. of animals [¢] 6 6 6 6 6 6 6 6 [ 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
800 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 11 12 12 12 11 10 12 12 12 12 12
Salivation 0 0 [} 1 0 0 0 1 2 0 0 0 0 0
0 No. of animals 12 12 12 12 12 12 12 12 i2 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 50 No. of animals 6 6 6 6 6 6 6 6 6 6 8 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 8 6 [ 6
200 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
800 No. of animals 12 12 i2 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 11 12 12 12
Salivation 0 0 0 0 0 0 0 0 0 0 1 0 0 0




B-6055

Table 1-3 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 <] 6 8 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 8 6 [ 6 6 6 6 6 6 8
800 No. of animals 6 6 [¢] 6 6 6 6 6 6 6 8 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 [ 6 6
Female 0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 8 6 [¢] 6 6 6 6 6 6 6 6 6 6 6
800 No. of animals 6 [3] 6 6 6 6 6 (] 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 8




B-6055

Table 2-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 1)
Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference

in any treated groups from control group.
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Table 2-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 2)

Sex Male Female
Dose (mg/kg) 0 50 200 800 o 50 200 800
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 i2 6 6 12
Convulsion
None 12 6 6 12 12 6 [ 12
Abnormal behavior
None 12 [ 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-3 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 3)

Sex Male Female
Dose (mg/kg) 4} 50 200 800 0 50 200 800
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-4 A 28-day oral toxicity study of Aminobenzenesuifonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 4)

Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 : 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-5 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 1 of recovery)

Sex Male Female
Dose (mg/kg) 0 800 0 800
Parameter No. of animals 6 6 [ 6
Posture
Normal 6 6 6 6
Convulsion
None 6 6 6 6
Abnormal behavior
None 6 8 8 6

No significant difference in any treated groups from control group.
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Table 2-6 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 2 of recovery)

Sex Male Female
Dose (mg/kg) 0 800 0 800
Parameter No. of animals 6 6 6 6
Posture
Normal 6 6 68 6
Convulsion
None 6 6 6 8
Abnormal behavior
None 6 6 6 6

No significant difference in any treated groups from control group.
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Table 2-7 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1)

Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800

Parameter No. of animals i2 6 6 12 12 6 [¢] 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 [$] 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Pilocerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 5 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 8 8 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-8 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2)

Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 [ 6 12 12 6 6 12
Secretions~Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 i2
Mucosal membranes

Normal . 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 [ 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-9 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 3)

Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800
Parameter No. of animals 12 6 6 12 12 6 6 12

Ease of removal from cage

Easy 12 8 6 12 i2 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions~Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 [§] 12 12 6 6 12
Mucosal membranes

Normal 12 .6 6 12 12 [$ 6 12
Lacrimation ’

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 8 12 6 8 10

Slight 0 o] 0 3 0 0 0 2

Moderate Q 0 0 1 0 0 0 0

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 6 12

No significant difference in any treated groups from control group.
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Table 2-10 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 4)

Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800
Parameter No. of animals 12 6 6 12 12 <] 6 12

Ease of removal from cage

Easy 12 6 6 11 12 5 6 12

Some resistance/avoidance 0 0 4} 1 0 1 0 0
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 [ 12 12 6 6 12
Secretions~Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 8 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 [ 12
Piloerection

Absent 12 6 6 12 12 [{] 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 [ 9 12 6 6 7

Slight 0 0 0 3 0 0 0 5
Abnormal respiration

Absent 12 [ 6 12 12 [¢] [§] 12
Reactivity to handling

Easy 11 6 6 11 12 5 6 12

Slightly awkward 1 0 0 1 0 1 0 0

No significant difference in any treated groups from control group.
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Table 2-11 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of recovery)

Sex Male Female
Dose (mg/kg) 0 800 0 800
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 68
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 [ 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 51 6 [¢]
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 [{] 8
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 8 6 6

Abnormal respiration
Absent . 6 6 6 6

Reactivity to handling
Easy 6 [} 6 6

No significant difference in any treated groups from control group.
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Table 2-12 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations {Week 2 of recovery}

Sex Male Female
Dose (mg/kg) 0 800 0 800
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal [¢] 6 6 [}
Skin

Normal 6 6 6 5]
Secretions-Eye, Nose

Absent 6 8 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 8 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6
Abnormal respiration

Absent 6 6 6 6
Reactivity to handling

asy 6 6 5 6
Slightly awkward 0 0 1 4]

No significant difference in any treated groups from control group.



Table 2-13 A 28-day oral toxicity study of Aminobenzenesulfonamide in

Detailed clinical signs

open field observation (Week 1)

rats with a recovery period of 2 weeks

B-6055

Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 0 4] 2 1 0 0 0 0

Normal 12 6 4 11 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 3+ 2 1+ 1 2+ 2 1+ 1 5+ 3 5+ 2 6+ 2 5+ 3
Defecation count (Mean+S5.D.) 0+ 1 1+ 1 1+ 1 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 4 5 11 11 5 5 12

Small amount 2 2 1 1 1 1 1 0

No significant difference in any treated groups from control group.
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Table 2-14 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 2)
Sex Male Female
Dose (mg/kg) 0 200 800 0 50 200 800

Parameter No. of animals i2 [} 12 12 6 6 12
Arousal

Normal 12 6 12 12 6 6 12
Convulsion

None 12 6 12 12 6 6 12
Abnormal behavior a) a)

None 12 6 12 11 6 5 12

Minor 0 0 0 1 0 1 0
Stereotypy

None 12 6 12 12 6 <] 12
Gait

No/minimal location 3 2 3 0 ] 0 1

Normal 9 4 9 12 6 6 11
Posture

Normal 12 6 12 12 6 6 12
Grooming

None 12 6 12 12 6 6 12
Rearing count (Mean+S.D.) 3+ 2+ 2 2+ 2 T+ 6+ 8+ 7 6+ 4
Defecation count (Mean+S.D.) 1+ 1+ 1 1+ 1 0+ 0+ 0 0+ O 0+ 0
Urination

None 10 4 4 11 12 5 6 11

Small amount 2 1 0 1 0 1 ¢} 1

Moderate amount 0 1 2 ¢ 0 0 0 0

a): Running

No significant difference in any treated groups from control group.
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Table 2-15 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 3)

Sex Male Female
Dose (mg/kg) Q 50 200 800 0 50 200 800

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 [§] 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 1 1 0 2 1 0 0 0

Normal 11 5 6 10 11 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 4+ 3 3+ 2 2+ 2 4+ 3 6+ 3 8+ 2 7+ 3 7+ 3
Defecation count (Mean+S.D.) 1+ 1 0+ 1 1+ 1 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 8 5 4 9 12 6 6 12

Small amount 3 1 2 2 0 0 0 0

Moderate amount 1 0 0 1 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 4)
Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 8 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 [} 6 12 12 6 3] 12
Gait

No/minimal location 0 0 2 1 0 0 0 0

Normal 12 6 4 11 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 4+ 2 4+ 1 3+ 3 3+ 2 8+ 3 10+ 2 T+ 1 7+ 1
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 1 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 6 4 10 12 6 6 11

Small amount 1 Q 2 2 ] 0 0 1

No significant difference in any treated groups from control group.



B-6055

Table 2-17 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of recovery)

Sex Male Female
Dose (mg/kg) 0 800 0 800

Parameter No. of animals 6 6 [§] 6
Arousal

Normal 4] 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 6
Stereotypy

None 6 6 6 8
Gait

No/minimal location ¢} 1 0 0

Normal 6 5 6 6
Posture

Normal 6 6 6 [¢]
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) ' 5+ 4 4+ 3 8+ 3 8+ 2
Defecation count (Mean+S§.D.) 0+ 0 0+ 1 0+ 0 0+ 0
Urination

None 5 5 6 [§]

Small amount 1 1 0 0

No significant difference in any treated groups from control group.
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Table 2-18 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery}

Sex Male Female
Dose (mg/kg) 0 800 0 800

Parameter No. of animals [4] <] 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 8 6 6 6
Abnormal behavior

None 6 ¢ 6 6
Stereotypy

None 6 6 6 6
Gait

No/minimal location 1 1 0 0

Normal 5 5 6 6
Posture

Normal 6 6 6 8
Grooming

None 6 5] 6 6
Rearing count (Mean+S.D.) 6+ 5 T+ 4 9+ 3 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 5 4 6 6

Small amount 1 2 0 0

No significant difference in any treated groups from control group.
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Table 2-19 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Manipulative test {Week 4)
Sex Male Female
Dose (mg/kg) 0 50 200 800 0 50 200 800

Parameter No. of animals 12 6 6 12 12 6 6 12
Auditory response *U

None 0 0 0 0 4] 0 0 2

Weak 0 0 1 5 0 0 1 4

Normal 12 6 5 7 12 6 5 6
Approach response

Normal 12 6 6 12 12 6 6 12
Touch response

Normal 12 6 6 12 12 6 6 i2
Tail pinch response

Weak 2 0 1 7 1 0 [} 0

Normal 10 6 5 5 11 6 6 12
Pupillary reflex

Pass, both 12 6 6 12 12 6 6 12
Aerial righting reflex
{(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 1+ 1+«DT 0+ 0 0+ 0 0+ 0 2+ 2#DT
Landing foot splay (mm: Mean+S.D.) 83116 88+30 93+21 69+20 67+18 64+17 49+11«D 51+10#D

* : p<0.05 ; »# : p<0.01 (Significant difference from control group)

D : Dunnett's test

DT : Dunnett-type rank test
U : Mann-Whitney U test



Table 2-20 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery)

B-6055

Sex Male Female
Dose (mg/kg) 0 800 9] 800
Parameter No. of animals 6 6 6 6
Auditory response
Weak 1 1 1 0
Normal 5 5 S 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Weak 2 2 0 0
Normal 4 4 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
{Total score: Mean*S.D.) 0+ 0 0+ 0 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 93427 81+14 64+19 65+14

No significant difference in any treated groups from control group.
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Table 2-21 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Grip strength (Week 4)
Sex Dose Fore limb Hind 1imb
mg/kg g g
0 No. 12 12
Mean 1089 585
S.D. 139 91
Male 50 No. 6 6
Mean 1080 551
S.D. 150 131
200 No. 6 6
Mean 1143 508
S.D. 166 224
800 No. 12 12
Mean TLTex 344%%
S.D. 213D 89D
0 No. 12 12
Mean 2985 495
S.D. 125 52
Female 50 No. 6 6
Mean 1031 470
S.D. 146 110
200 No. 6 [
Mean 849 406
S.D. 82 61
800 No. 12 12
Mean 6T74nw 360+«
S.D. 177D 79D

#x : Dp<0.01

(Significant difference from control group)
D : Dunnett's test



B-6055

Table 2-22 A 28-~day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery)

Sex Dose Fore limb Hind limb
mg/kg g g

Male 0 No. 8 6
Mean 1847 839

S.D. 34 121

800 No. 6 6

Mean 1480#%» 733

S.D. 131AT 148

Female 0 No. 6 6
Mean 1422 663

S.D. 232 129

800 No. 6 6

Mean 1388 678

S.D. 50 155

## : p<0.01 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 2-23 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery periocd of 2 weeks

Motor activity (Week 4)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40~50 50-60 Total{(0-60)
0 No. 12 12 12 12 12 12 12
Mean 444 395 316 306 282 167 1910
S.D. 40 44 101 119 135 133 451
Male 50 No. 6 6 6 6 6 6 6
Mean 425 373 344 259 185 171 1756
S.D. 33 40 105 113 157 133 473
200 No. 6 6 6 6 6 6 6
Mean 401 322 254 240 246 171 1634
S$.D. 21 95 88 136 121 131 429
800 No. 12 12 12 12 12 12 12
Mean 390+ 353 325 241 204 147 1659
S$.D. 60D 91 91 75 125 111 361
0 No. 12 12 12 12 12 12 12
Mean 412 330 286 239 217 143 1628
S.D. 31 77 108 136 139 135 418
Female 50 No. [¢] 6 6 6 6 6 8
Mean 435 351 300 271 174 211 1742
S.D. 56 92 72 114 164 87 410
200 No. 6 6 6 6 6 6 6
Mean 425 373 381 383 351 362%% 22T5%%
S.D. 49 44 58 69D 110 63D 269D
800 No. 12 12 12 12 12 12 12
Mean 387 309 289 235 189 202 1591
S.D. 55 72 79 65 79 130 231

* : p<0.05 ; ## : p<0.01 (Significant difference from control group}
D : Dunnett's test
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Table 2-24 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery)

Interval (minutes)

Sex Dose

mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

Male 0 No. 6 6 6 6 <] 6 6

Mean 401 303 291 268 308 250 1821

S.D. 56 57 79 63 87 47 292

800 No. 6 6 6 6 6 6 6

Mean 387 291 302 294 299 223 1796

S.D. 56 28 57 103 68 118 287

Female 0 No. 6 6 6 [ 6 8 6

Mean 417 324 208 196 190 155 1489

S.D. 58 85 148 143 133 108 438

800 No. 6 6 6 6 6 6 6

Mean 413 346 280 177 141 129 1485

S.D. 41 55 96 84 124 119 295

No significant difference in any treated groups from control group.
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Table 3«1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 210 237 264 293 324 344 370 383 405 196
S.D. 5 5 T 9 13 16 21 22 26 25
Male 50 No. 6 6 6 6 6 6 6 6 6 6
Mean 208 234 260 286 318 337 365 378 399 191
5.D. 5 9 14 15 18 20 21 21 26 24
200 No. 6 6 6 6 6 6 6 6 6 6
Mean 210 235 259 284 314 332 356 370 387 177
S.D. 6 9 11 13 18 22 28 31 33 28
800 No. 12 12 12 12 12 12 12 12 12 12
Mean 209 222w 230#% 258 %« 284 n= 301ne 323 332#+ 349+%# 140%»
S.D. 5 4D gl 11D 13D 15D 16D 17D 20D 18D
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 160 173 182 194 211 222 237 247 257 97
S.D. 6 9 10 14 186 15 i8 19 20 16
Female 50 No. 6 6 6 6 6 6 6 6 6 6
Mean 160 173 183 192 208 214 227 237 250 90
S.D. 5 11 13 15 19 17 19 26 27 23
200 No. 6 6 6 6 6 6 6 6 6 6
Mean 160 173 183 193 210 218 228 237 247 86
S.D. 7 13 8 10 9 10 12 12 14 12
800 No. 12 12 12 12 12 12 12 12 12 12
Mean 160 166 172+ 180%* 189+%+» 197w 206%% 211ws 218%x S8xsx
S.D. 7 9 7D 11D 13D 14D 16D 17D 18D 14D
Unit : g

* : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
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Table 3-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Body weight (Recovery period)

Day of recovery

Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
Male 0 No. 8 6 6 6 6 6
Mean 412 426 444 458 473 61
S.D. 30 33 35 36 37 7
800 No. 6 6 6 6 6 6
Mean 351 364w 385#% 4045 422+« 70
S.D. 16T 16T 18T 19T 24T 11
Female 0 No. [{] 6 6 6 <] 6
Mean 256 259 268 274 279 23
S.D. 19 21 22 25 25 8
800 No. 6 6 6 6 6 6
Mean 220% 228+« 234+ 233« 243+ 23
S.D. 20T 217 25T 22T 25T 9
Unit : g

# : p<0.05 ; ## ; p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 4-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Food consumption (Administration period)}

Day of administration

Sex Dose
mg/kg 1 4 T 10 14 17 21 24 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 23 24 27 27 28 28 28 28 29
S.D. 1 1 1 2 2 2 2 2 2
Male 50 No. 6 6 6 6 6 6 6 6 6
Mean 22 23 25 26 27 27 28 27 27
S.D. 1 2 2 2 1 2 1 2 2
200 No. 6 [§] 6 6 6 6 6 6 6
Mean 23 22% 24+ 24%x 26 27 26 26 26
S.D. 2 1D 2D iD 2 2 2 3 2
800 No. 12 12 12 12 12 12 12 12 12
Mean 22 19«# 22%% 22%% 24w+ 24%w 25%w 24 %% A
S.D. 2 2D 2D 2D 3D 2D 2D 3D 3D
0 No. 12 12 12 12 12 12 12 12 12
Mean 18 18 19 19 20 21 21 21 21
S.D. 2 1 2 2 2 2 2 3 2
Female 50 No. 6 6 6 6 6 6 6 6 6
Mean 18 17 19 18 20 20 19 20 20
S.D. 1 2 2 2 2 2 3 3 3
200 No. 6 6 6 6 6 6 6 6 6
Mean 19 17 18 19 20 19 19 19 20
S.D. 2 2 1 1 1 1 1 1 1
800 No. 12 12 12 12 12 12 12 12 12
Mean 18 15%» 16%w 16%x 1T7%s 17%» 18%» 17#% 18w
S.D. 3 1D iDT 2D 2D 2D 2D 2D 2D

Unit : g/rat/day

*» : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett's test

DT : Dunnett-type rank test
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Table 4-2 A 28-day oral toxicity study of Aminobenzenesulfenamide in rats with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mg/kg 3 7 10 14
Male 0 No 6 6 6 6
Mean 30 30 29 30
S.D. 3 2 3 2
800 No. 6 6 6 6
Mean 28 28 28 29
S.D. 2 1 i 2
Female 0 No. 6 6 6 6
Mean 21 21 21 22
S.D. 3 2 1 2
800 No. 6 6 6 6
Mean 20 19 17# 20
S$.D. 3 3 3T 2
Unit g/rat/day

»*

T -

p<0.05 (Significant
Student's t-test

difference from control group)
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Table 5-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Urinalysis (Week 4)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 ~ H- 4 4 EE das - o+t +4+ A+ B VT
0 12 0 0 0 0 ¢ 0 1 10 1 2 9 1 0 0 0 8 2 2 0 o 0 12 0 0 0 0 [4]
Male 50 6 1 0 0 ¢ 4] 0 4] 3 2 6 0 0 0 O 0 6 0 0 0 0 0 6 0 0 0 O 0
200 6 0 0 0 Q 0 0 0 3 3 4 2 0 0 O 0 6 0 0 0 0 0 6 0 0 0 0 0
800 12 0 0 0 Q 0 6] 4] 7 S 3 6 3 0 0 0 12 0 0 0 0O 0 12 0 0 0 0 o}
0 12 (4] 0 o] 2 1 5 2 2 0 11 1 0 0 O 0 10 2 0 0 O 0 12 0 0 0 O 0
Female 50 6 ¢} 0 0 4] 0 0 Q 3 3 6 0 0 0 O 0 6 0 0 0 0 0 6 0 0 0 0 0
200 [ 0 0 0 0 0 0 0 2 4 6 0 0 0 O 0 6 0 0 0 O [0} 6 0 0 0 O 0
800 12 0 0 0 0 0 0 0 2 10 6 6 0 0 O (0] 12 0 0 0 O° 0 12 0 0 0 ¢ 0
1) - : <10 mg/dL +- 1 10 -~ 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++4+4 1 >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ : >125 mg/dL

3) - 1 <30 mg/dL +- : 30 - 60 mg/dL + @ 61 - 125 mg/dL ++ ! 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++4+4+ : >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Urinalysis (Week 4)

4) 5) 6) )
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. ———————
mg/keg - 4= + okt At - 4+ 4+ FF+ 4 +- + 4 A+t e+ LY Y DY
0 12 9 1 2 0 O 12 0 0 O 0 12 0 0 O 0 012 0
Male 50 51 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 O
200 6 4 1 1 0 O 6 0 0 O 0 6 0 0 0 0 0O 6 0
800 12 12 0 0 0 0 10 2 0 O 0 12 0 0 0 0 012 ©
0 12 i1 1 0 0 O 12 0 0 O 4} 12 0 0 ¢ 0 012 O
Female 50 6 6 0 0 0 ¢ 6 0 0 O 0 6 0 0 0 0 0 6 0
200 6 6 0 ¢ 0 O 6 0 0 O 0 6 0 0 0 0 0 6 O
800 12 12 0 0 0 O 9 3 0 0 0 12 0 0 O 0 012 O
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dLL ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

6) +- : <2.0 mg/dL
7} LY : Light yellow

: 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ ; >12.0 mg/dL
: Yellow DY : Dark yellow

<+ o+
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Table 5-3 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Urinalysis (Week 4)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg B + 4+ 4 e b et - d 4+ 4 4+ R + 44+ +++ - 4= + - - + 44+ - + A+ A+t
0 12 11 1 0 0 0O 12 0 0 0 0 012 0 0 0 12 0 0 0 ¢ 12 0 0 12 0 0 0 O 12 0 0 0 0
Male 50 6 6 0 0 0 © 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 5 1 0 0 0 6 0 0 0 0
200 6 5 1 0 0 0 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 O 5 1 0 0 0 6 0 0 0 O
800 12 12 0 0 0 0 12 0 0 0 O 012 0 0 O 12 0 0 0 O 12 0 O 117 1 0 0 O 12 0 0 0 O
0 12 12 0 0 0 © 12 0 0 0 O 012 0 0 0 12 0 0 0 © 12 0 0 1 1 0 0 O 12 0 0 0 O
Female 50 6 6 0 00 © 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 O
200 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 O 4 2 0 0 O 6 0 0 0 O
800 12 12 0 0 0 0 12 0 0 0 0 012 0 0 © 12 0 0 0 O 12 0 O 111 0 0 O 1z 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-4 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 4)
Water Urine Osmolality
Sex Dose No. intake volume
mg/ke mL/24h mL/24h mosm/kg
0 12 Mean 38 12.4 1789
S.D. 7 3.1 323
Male 50 6 Mean 38 12.4 2181+
S.D. 4 3.2 322D
200 6 Mean 41 15.2 1787
S.D. 4 2.6 316
800 12 Mean S5lww 24 . Qnn 1156+»
S.D. 14DT 10.9DT 294D
4} 12 Mean 33 7.5 2054
S.D. 5 3.3 380
Female 50 6 Mean 33 7.8 1907
S.D. 9 3.5 301
200 6 Mean 33 10.5 1898
S.D. 6 5.0 405
800 12 Mean 42w 10.7 1355#+»
§.D. 7D 5.0 506D

p<0.05 ; #» : p<0.01 (Significant difference from control group)

: Dunnett's test

Dunnett-type rank test
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Table 5-5 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.05.56.06.57.07.58.08.5 9.0 - - A - e + k4 e 4+ - 4= + +4+ b+ b
Male 0 6 0 0 0 0 0 0 1 S5 0 2 3 1 0 ¢ 0 3 1 2 0 0 0 6 0 0 0 O 0
800 6 0 0 0 0 0 i 1 1 3 1 2 3 ¢ ¢ 0 2 1 3 0 0 0 6 0 0 0 O 0
Female 0 6 0 0 0 0 1 0 1 3 1 5 1 0 0 0 . 0 5 1 0 0 O 0 6 0 0 0 0 0
800 6 0 0 ] 0 0 1 2 2 1 3 2 1 0 0 0 5 1 0 0 0 0 6 0 0 0 O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + 1 26 -~ 85 mg/dL ++ 1 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ ¢ 71 - 125 mg/dL ++++ @ >125 mg/dL

3) - 1 <30 mg/dL +- : 30 - 60 mg/dL + 1 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >T750 mg/dL
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Table 5-6 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin . Urobilinogen Color
Sex Dose No. ——e
mg/kg - d= 4 ok b - + 4t e+ A R R LY Y DY
Male 4] 6 4 0 0 2 0 6 0 0 O 0 6 0 0 O 0 0 6 0
800 6 6 0 0 0 0 6 0 0 0 0 6 0 0 O 0 0 6 0
Female 0 6 6 0 0 0 ¢ 6 0 0 O 0 6 0 0 O o] 0 6 O
800 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O V] 0 6 0
4) - <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL «+++ : >0.75 mg/dL
5) - <0.5 mg/dL + : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co

Sex Dose Nao.

mg/kg +— + ++ ++4+ - +- + ++ +++ +— 4+ ++ +++ - +- + o+t 4 + - - + 44 4 + - + o+ e+
Male 0 6 2 0 0 O 6 0 0 0 0 6 0 0 O 6 0 0 0 O 0 1 0 0 O 0 0 0 ¢

800 6 0 0 0 ¢ 6 0 0 0 0 6 0 0 0 6 0 0 0 O 0 0 0 0 O 1 0 0 0
Female 0 6 1 0 0 O 5 1 0 0 0 6 0 0 O 6 0 0 0 © 0 3 0 0 O 0 0 0 o

800 6 0 0 0 O 6 0 0 0 O 6 0 0 O 6 0 0 0 O 0 2 0 0 O i1 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : 8light
PS : Phosphate Salts + : Mild
CcO : Calcium Oxalate t+ Moderate

4+ 4

Severe
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Table 5-8 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mosm/kg
Male 0 6 Mean 41 14.1 1856
S.D. 7 3.2 371
800 6 Mean 36 11.3 1747
S.D. 7 2.1 342
Female 0 6 Mean 30 8.8 1878
S.D. 4 1.8 2686
800 6 Mean 28 8.4 1693
S.D. 8 2.3 265

No significant difference between treated group and control group.
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* Table 6-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Hematology (Day 28)
RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/kg X104/ #L g/dL % fL rg g/dL % X104/ 1L, s s mg/dL
0 6 Mean 832 16.6 44 .2 53.2 20.0 37.6 2.2 122.3 14.9 22.4 282
S.D. 45 0.4 1.0 3.0 1.1 0.3 0.4 10.7 1.3 1.6 23
Male 50 6 Mean 810 16.3 43.5 53.7 20.2 37.6 2.4 121.9 14.2 21.1 294
S.D. 30 0.5 1.5 1.8 0.7 0.3 0.2 16.4 1.0 2.3 22
200 6 Mean T65» 15.3#» 41.0%» 53.6 20.0 37.4 4.2x 130.7 14.0 21.8 311
S.D. 15D 0.4D 1.3D 1.4 0.3 0.4 0.9DT 14.4 1.7 2.1 23
800 6 Mean 66 Tww 14 .4%= 40.2%n GO .5ws» 21.7» 35.8## 7.4+« 130.4 13.1» 20.1 261
S.D. 64D 0.9D 2.1D 4.1D 1.3D 0.5D 2.4DT 72.8 0.4D 1.3 18
0 6 Mean 828 16.3 42.9 51.9 19.7 37.9 1.8 134.2 12.1 16.7 268
S.D. 55 0.7 1.5 2.1 0.7 0.3 0.3 22.0 0.5 1.6 31
Female 50 6 Mean 841 16.5 43.4 51.6 19.6 38.0 2.4 134.7 12.9 18.7 263
S.D. 31 0.5 1.5 2.1 0.8 0.2 0.5 11.8 0.9 2.1 32
200 6 Mean 769 15.6 41.0 53.3 20.3 38.1 2.9 131.1 12.4 16.7 245
S.D. 24 0.7 2.0 1.7 0.5 0.7 0.8 23.7 0.5 1.2 24
800 6 Mean T02n» 14.4%= 39.1%x 55.8#% 20.5 36.9 7.0#% 139.2 12.6 16.5 222+
S.D. 46D 0.7D 2.1D 3.1D 0.8 0.9 2.2DT 21.8 0.7 1.8 16D
* : p<0.05 ; ## : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT Dunnett-type rank test
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Table 6-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Hematology (Day 28)

WBC Differential leukocyte counts (%)
Sex Dose No.

mg/kg X10%/ 1L LYM NE EOSINO BASO MONO LUC

0 6 Mean 94.8 75.9 20.8 0.7 0.4 1.6 0.8

S.D. 18.1 5.0 4.8 0.2 0.1 0.4 0.2

Male 50 6 Mean 112.6 82.1 14.3 0.8 0.4 1.9 0.6
S.D. 41.8 2.0 2.0 0.1 0.2 0.7 0.1

200 6 Mean 118.4 80.8 15.4 0.9 0.4 1.6 0.9+
S.D. 17.9 4.7 4.6 0.3 0.1 0.4 0.2D

800 6 Mean 139.8 83.5 12.4+« 0.6 0.4 2.4 0.7

S.D. 37.3 7.8 7.0D 0.3 0.1 0.6 0.2

0 6 Mean 91.3 80.3 15.5 1.2 0.4 1.8 0.7

S.D. 23.0 9.5 9.5 0.3 0.1 0.3 0.2

Female 50 3] Mean 89.7 81.4 15.3 0.9 0.4 1.4 0.7
S.D. 20.7 4.3 4.3 0.4 0.2 0.3 0.1

200 6 Mean 85.7 79.5 15.7 1.8 0.4 2.0 0.7

S.D. 13.9 4.4 3.9 0.6 0.2 0.6 0.3

800 6 Mean 89.8 85.4 11.0 1.0 0.4 1.5 0.8

S.D. 16.9 3.8 3.2 0.3 0.2 0.6 0.2

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-3 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Hematology (Week 2 of recovery)
RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.

mg/kg X10*/ 1L g/dL % fL PE g/dL % X104/ #L s s mg/dL
Male 0 6 Mean 847 16.5 43.3 51.2 19.5 38.2 2.2 111.8 15.0 22.7 285
S.D. 52 0.6 1.6 2.1 0.8 0.3 0.2 7.3 1.8 4.0 21
800 6 Mean TGLen 16.3 44 .2 58.2x# 21.5+¢# 36.9%+ 3.5#% 107.1 14.1 21.0 285
S.D. 26T 0.3 1.1 3.1T 1.1T 0.2T 0.6AT 7.1 1.2 2.6 34
Female 0 6 Mean 794 15.8 40.5 51.1 19.9 39.1 2.2 131.0 12.4 16.8 233
S.D. 31 0.5 1.4 2.1 0.7 0.5 0.6 16.9 0.3 1.8 31
800 6 Mean 789 16.1 42.1» 53.4» 20.5 38.3» 1.7 128.0 12.7 17.2 232
S.D. 20 0.5 1.17 1.4T 0.5 0.5T 0.2 6.3 0.3 2.4 19

* : p<0.05 ; : p<0.01 (Significant difference from control group)

T : Student's t-test

AT : Aspin-Welch t-test
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Table 6-4 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recavery period of 2 weeks
Hematology {(Week 2 of recovery)
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/Kg X102/ 1L LYM NE EOSINO BASO MONO LUC
Male 0 6 Mean 105.5 80.8 15.2 1.1 0.4 1.9 0.7
S.D. 13.4 4.9 5.2 0.1 0.1 0.8 0.3
800 6 Mean 130.4 78.6 17.6 0.7+ 0.5 2.1 0.6
S.D. 25.7 4.2 4.3 0.3T 0.1 0.6 0.2
Female 0 6 Mean 74.9 71.1 24 .4 1.8 0.3 2.0 0.5
S.D. 15.3 8.2 8.7 0.5 0.1 0.5 0.3
800 6 Mean 83.5 78.5 17.0 1.3 0.3 2.1 0.8
S.D. 23.1 6.5 6.2 0.5 0.1 0.7 0.2

LUC : Large unstained cells

% : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 7-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Blood chemistry (Day 28)

AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L IU/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 64 25 54 1 707 51 51 91 0.1 141
S.D. 5 3 3 0 173 11 21 16 0.0 11
Male 50 [ Mean 62 24 59 1 770 50 44 87 0.1 149
S.D. 7 2 8 0 173 11 16 15 0.0 15
200 6 Mean 63 27 55 1 688 64 56 103 0.1 140
S.D. 9 3 12 0 213 17 12 18 0.0 17
800 6 Mean 72 32+ 61 1 568 57 24+« 91 0.1 135
S.Dh. 7 4D 8 0 109 14 15D 16 0.0 15
0 6 Mean 59 21 52 1 429 64 17 113 0.1 112
S.D. 3 2 6 1 68 11 6 19 0.1 14
Female 50 6 Mean Tiw 23 54 2 371 53 12 94 0.1 115
S.D. 13b 3 4 1 73 11 6 17 0.0 i1
200 6 Mean 56 20 54 1 342 65 10 106 0.1 118
S.D. 6 3 T 0 69 13 5 15 0.0 10
800 6 Mean 59 43+« 55 1 359 78 11 124 0.1 116
S.D. 6 39DT T 1 83 15 4 18 0.0 19

*= : p<0.05 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 7-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Blood chemistry (Day 28)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
1] 6 Mean 13 0.21 144 4.7 108 9.7 8.2 5.9 2.8 0.93
S.D. 2 0.02 0 0.3 1 0.3 0.6 0.2 0.1 0.06
Male 50 6 Mean 14 0.21 143 4.9 107 9.8 7.7 6.0 2.9 0.94
S.D. 2 0.02 2 0.2 2 0.3 0.4 0.2 0.0 0.086
200 6 Mean 15 0.22 144 5.0 109 9.8 7.5 6.1 2.9 0.93
S.D. 1 0.02 1 0.4 2 0.1 0.3 0.2 0.1 0.06
800 6 Mean 18w 0.21 143+ 4.8 108 9.8 7.5 6.0 3.0+ 1.00
S.D. 2D 0.02 1DT 0.5 1 0.2 0.7 0.2 0.1DT 0.05
0 6 Mean 15 0.24 143 4.4 109 10.0 7.9 6.3 3.1 0.96
S.D. 2 0.03 0 0.4 1 0.2 0.5 0.3 0.2 0.09
Female 50 6 Mean 15 0.23 144 4.5 110 9.9 T.2% 6.3 3.0 0.93
S.D. 1 0.04 1 0.3 2 0.2 0.4D 0.3 0.1 0.08
200 6 Mean 17 0.27 144 4.5 111 9.8 6.5%% 6.1 3.1 1.02
S.D. 1 0.09 1 0. 1 0.3 0.2D 0.2 0.2 0.07
800 6 Mean 15 0.21 143 4.6 109 10.1 6.9%x 6.1 3.2 1.07
S$.D. 2 0.02 1 0.2 1 0.3 0.6D 0.4 0.2 0.09

« : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 7-3 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Blood chemistry (Week 2 of recovery)
AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L IU/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 62 26 59 1 518 48 47 86 0.1 156
S.D. 3 2 5 0 119 11 30 18 0.0 18
800 6 Mean 66 29« 59 1 561 53 43 89 0.1 143
S.D. 153 2T 7 0 71 10 19 12 0.0 14
Female 0 6 Mean 59 24 55 1 286 64 15 118 0.1 129
S.D. 5 6 g 0 53 6 10 12 0.0 19
800 6 Mean 61 25 54 1 330 65 10 115 0.1 117
S.D. 9 3 6 0 71 13 3 17 0.1 13

+ : p<0.05 (Significant difference

T : Student's t-test

from control group)



B-6055

Table 7-4 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Blood chemistry (Week 2 of recovery)

BUN CRNN Na K c1 Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 13 0.27 144 4.8 107 9.9 7.6 6.1 2.9 0.88
S.D. 1 0.03 2 0.2 2 0.1 0.7 0.2 0.1 0.04
800 6 Mean 15 0.24 143 5.0 106 9.9 8.0 5.9 2.8 0.92
S.D. 2 0.03 2 0.2 2 0.3 0.4 0.2 0.1 0.086
Female 0 6 Mean 16 0.31 143 4.4 110 10.1 6.6 6.5 3.1 0.92
S.D. 2 0.03 1 0.2 1 0.2 0.9 0.3 0.2 0.08
800 6 Mean 16 0.28 143 4.6 109 10.0 7.1 6.1+ 3.0 0.99
5.D. 2 0.01 1 0.4 1 0.1 0.8 0.1AT 0.1 0.05

* : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 8-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
ng/kg g g(g/100g BY) mg(mg/100g BW) g(g/100g BW) gl{g/100g BW) g(g/100g BY) g(g/100g BY) mg(mg/100g BW)
0 No. 6 6 6 6 6 6 6 6
Mean 372 2.10 496 1.22 11.01 0.68 2.75 67
S.D. 19 0.07 96 0.07 0.39 0.09 0.12 10
Absolute 50 No. 6 6 6 6 6 6 6 8
Mean 366 2.01 500 1.24 10.83 0.65 2.74 60
S.D. 25 0.04 132 0.11 1.13 0.05 0.17 3
200 No. 6 6 6 6 6 6 [ 6
Mean 358 2.04 514 1.19 10.12 0.79 2.66 58
S.D. 35 0.07 142 0.16 1.65 0.10 0.27 8
800 No. 6 6 6 6 6 6 6 6
Mean 321+ 1.99# 506 1.16 9.29 1.31%» 2.81 49% %
S.D. 26D 0.09D 101 0.07 1.21 0.14D 0.24 6D
[ No. 6 6 6 6 6 6 6
Mean 0.56 133 0.33 2.96 0.18 0.74 18
S.D. 0.02 23 0.01 0.11 0.02 0.03 3
Relative 50 No. 6 6 6 [ 6 6 6
Mean 0.55 137 0.34 2.96 0.18 0.75 18
S.D. 0.03 37 0.02 0.18 0.01 0.03 1
200 No. 6 8 6 8 6 6 8
Mean 0.57 143 0.33 2.81 0.22 0.74 16
S.D. 0.05 33 0.02 0.20 0.04 0.02 2
800 No. 6 6 6 6 6 6 6
Mean 0.62» 158 0.36+ 2.89 0.41xs 0.88## 16
S.D. 0.03D 31 0.02D 0.16 0.07DT 0.06D 2

* @ p<0.05 ; =+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 8-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Male
Testis Epididymis
Dose (R+L) (RL)
ng/kg g(g/100g BW) mg(mg/100g BW)
0 No. 6 6
Mean 3.00 834
S.D. 0.24 69
Absolute 50 No. 6 6
Mean 3.19 829
S.D. 0.19 72
200 No. 6 6
Mean 3.13 841
S.D. 0.25 75
800 No. 6 6
Mean 2.98 742
S.D. 0.12 33
0 No. 6 6
Mean 0.81 225
S.D. 0.07 20
Relative 50 No. 6 8
Mean 0.87 227
$.D. 0.03 14
200 No. 6 6
Mean 0.88 236
S.D. 0.05 13
800 No. 6 6
Mean 0.94%+ 232
S.D. 0.07D 18

#% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-3 A 28-day oral toxicity study of Amincbenzenesulfonamide in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g B¥) mg(mg/100g BY)
0 No. 6 6 6 6 6 6 6 6
Mean 243 1.94 524 0.84 6.98 0.50 1.94 71
S.D. 20 0.09 115 0.09 0.75 0.08 0.22 11
Absolute 50 No. 6 6 6 6 6 6 6 6
Mean 230 1.94 469 0.83 6.68 0.51 1.85 74
S.D. 24 0.07 110 0.09 1.30 0.07 0.25 12
200 No. 6 6 6 6 [ 6 6 6
Mean 228 1.86 513 0.86 6.27 0.50 1.69 62
S.D. 12 0.05 77 0.06 0.57 0.06 0.13 8
800 No. 6 6 6 6 6 8 6 i
Mean 201%» 1.83 402 0.78 6.32 0.642+ 1.79 59
S.D. 16D 0.12 87 0.11 0.31 0.06D 0.18 3
0 No. § 6 6 6 6 6 6
Mean 0.80 214 0.35 2.87 0.21 0.80 30
S.D. 0.05 33 0.01 0.17 0.03 0.05 5
Relative 50 No. 6 6 6 6 6 6 6
Mean 0.85 203 0.36 2.88 0.22 0.80 32
$.D. 0.09 43 0.01 0.32 0.02 0.07 4
200 No. 6 6 6 6 6 6 6
Mean 0.82 225 0.38» 2.74 0.22 0.74 27
S.D. 0.06 31 0.02D 0.16 0.02 0.06 4
800 No. 6 6 6 6 6 6 6
Mean 0.91= 200 0.39+ 3.16 0.32%« 0.89 30
S.D. 0.05D 36 0.03D 0.19 0.03D 0.10 3

# : p<0.05 ; *% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Day 28)

Female

Ovary Uterus

Dose (R+L)
mg/kg ng{mg/100g B¥) mg(mg/100g BW)
0 No. [ 6
Mean 84.9 425
S.D. 12.8 70
Absolute 50 No. 6 6
Mean 90.2 517
S.D. 15.7 69
200 No. 6 6
Mean 80.8 456
S.D. 7.3 93
800 No. 6 6
Mean 87.5 438
S.D. 14.5 86
0 No. 6 6
Mean 35.1 175
S.D. 5.5 23
Relative 50 No. 6 6
Mean 38.9 228
S.D. 3.3 44
200 No. 6 6
Mean 35.4 200
S.D. 2.6 44
800 No. 6 6
Mean 43.9» 220
$.D. 9.0D 51

#« : p<0.05 (Significant difference from control group)
D : Dunnett's test
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A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Table 8-5
Absolute and relative organ weight (Week 2 of recovery)
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) {R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BY) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6 [ 6 6 6 6 6
Mean 439 2.09 481 1.34 12.47 0.75 3.08 69
S.D. 35 0.04 39 0.14 1.54 0.05 0.22 10
800 No. 6 [ 6 [} 6 6 6 6
Mean 391+ 2.03 428 1.33 11.38 0.89%# 2.96 62
S.D. 23T 0.07 71 0.18 1.07 0.05T 0.36 12
Relative 0 No. 6 [ 6 6 6 6 6
Mean 0.48 110 0.30 2.83 0.17 0.70 16
S.D. 0.04 13 0.01 0.19 0.02 0.04 2
800 No. [ [ 6 6 6 6 8
Mean 0.52 109 0.34 2.90 0.23n»s 0.76 16
S.D. 0.04 16 0.06 0.12 0.027 0.07 3
» pP<0.05 ; #» p<0.01 (Significant difference from control group)

Student's t-test
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Table 8-6 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Male
Testis Epididymis
Dose {R+L) (R+L)
mg/kg g{g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 [
Mean 3.24 1117
S.D. 0.21 100
800 No. 6 6
Mean 3.07 995#
S.D. 0.15 63T
Relative 0 No. 6 6
Mean 0.74 255
S.D. 0.05 31
800 No. 6 6
Mean 0.79 255
S.D. 0.06 29

*

p<0.05 (Significant

Student's t-test

difference from control group)
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Table 8-7 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g  g(g/100g BY) mg(mg/100g BW) g(g/100g BY) g{g/100g BW} g{g/100g BW) g(g/100g BY) mg(ng/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 263 1.96 436 0.91 7.20 0.54 1.80 77
S.D. 22 0.09 92 0.05 .37 0.08 0.12 9
800 No. 6 ] 6 6 6 6 6 6
Mean 230+ 1.89 379 0.80# 6.49 0.48 1.74 69
S.D. 22T 0.06 64 0.09T 1.09 0.07 0.17 8
Relative 0 No. 6 6 [} 6 6 6 6
Mean 0.75 166 0.35 2.74 0.21 0.69 30
S.D. 0.08 36 0.02 0.12 0.03 0.09 5
800 No. 6 6 6 6 6 6 6
Mean 0.83 164 0.35 2.82 0.21 0.76 31
S.D. 0.06 13 0.01 0.25 0.02 0.07 4

*

Student's t-test

: p<0.05 (Significant difference from control group)
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Table 8-8 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Female
Ovary Uterus
Dose {R+L)
ng/kg mg(mg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 92.9 492
S.D. 15.6 88
800 No. 6 6
Mean 87.8 443
S.D. 18.9 66
Relative 0 No. 6 6
Mean 35.3 189
S.D. 5.3 41
800 No. 6 6
Mean 38.2 194
S.D. 6.1 31

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks
Gross pathological findings (Day 28)
Organs Sex: M M M M F F F
Dose(mg/kg): 0 50 200 800 0 50 200 800
Findings Number: [ 6 6 6
Spleen
Large 0 0 0 6 0 0 0 4]
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Table 9-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Gross pathological findings (Week 2 of recovery)

Organs Sex: M F
Dose(mg/kg) : 0 800 0 800
Findings Number : 6 6
Stomach

Focus,dark red,glandular stomach 0 0 1 1
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Table 10-1 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Histopathological findings (Day 28)

1]

Organs Sex:
Dose(mg/kg) :
Findings Number:

DO
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Adrenal
Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Erythropoiesis, increased
minimal
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Myocarditis, focal
minimal
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer’'s patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Cell infiltration,mucosal
minimal
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
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- : Not applicable
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Table 10-2 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Histopathological findings (Day 28)

Organs Sex: M M M F F
Dose(mg/kg): 0 50 200 800 0 50 200 800
Findings Number: 6 [ 6 6
Kidney
Number examined 4] 0 0 6 6 0 0 6
Not remarkable 3 0 0 4 3 0 0 6
Regeneration, tubular 3 0 0 1 0 0 0 0
minimal 3 0 0 1 0 0 0 0
Eosinophilic body,tubular cell Q 0 0 1 0 0 ) 0
minimal (¢ 0 0 1 0 0 0 0
Liver
Number examined 6 B ] 6 6 6 6 6
Not remarkable 1 0 1 1 0 0 0 0
Vacuolation,hepatocyte,periportal 3 4 0 0 6 5 3 3
minimal 3 4 0 0 6 3 2 3
mild 0 0 0 0 0 2 1 0
Hematopoiesis,extramedullary Q 0 ] 3 0 (o) 0 1
minimal 0 0 0 3 0 0 0 1
Microgranuloma S 6 5 4 6 6 6 6
minimal 5 6 5 4 6 6 6 6
Lung(bronchus)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 5 0 0 6 6 0 0 5
Cell infiltration,perivascular 1 0 0 0 0 0 0 0
minimal 1 0 0 0 4} 0 0 0
Metaplasia,osseous 4] 0 Q 0 0 0 0 1
minimal 0 ] 0 0 ] (4} 0 1
Lymph node,mesenteric
Number examined 6 4] 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Lymph node, submandibular
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Ovary
Number examined - - - - 6 0 [0} 6
Not remarkable - - - - 6 0 0 6
Parathyroid
Number examined <] 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Pituitary
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 o] 0 4 6 0 4] 6
Cyst,anterior 0 0 0 2 0 0 0 0
minimal 0 0 0 2 ¢} 0 4] 4}
Prostate
Number examined 6 0 0 6 - - - -
Not remarkable 4 0 0 5] - - - -
Cell infiltration,interstitial 2 0 0 0 - - - -
minimal 2 0 0 0 - - - -
Sciatic nerve
Number examined 6 0 0 6 6 0 (4} 6
Not remarkable [¢] 0 0 [ 6 0 4] 6
Skeletal muscle, femoral
Number examined 6 0 0 6 6 0 0 6
Not remarkable [§] 0 0 6 6] 0 0 [

- : Not applicable
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Table 10-3 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Histopathological findings (Day 28)

Organs Sex: M F
Dose(mg/kg): 0 50 200 800 (1] 50 200 800
Findings Number : 6 6

Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Pigmentation
minimal
miid
Hematopoiesis,extramedullary
minimal
mild
Congestion
mild
Stomach
Number examined
Not remarkable
Testis
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Cyst,ultimobranchial
minimal
Cell infiltration,interstitial
minimal
Hypertrophy, follicular cell
minimal
Thymus
Number examined
Not remarkable
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Hyperplasia,mucosal,diffuse
minimal
Uterus
Number examined
Not remarkable
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Table 10-4 A 28-day oral toxicity study of Aminobenzenesulfonamide in rats with a recovery period of 2 weeks

Histopathological findings (Week 2 of recovery)

Organs Sex: M F F
Dose(mg/kg): 0 800 o] 800
Findings Number: 6 6

Bone+Bone marrow,femoral
Number examined
Not remarkable
Liver
Number examined
Vacuolation,hepatocyte,periportal
minimal
Microgranuloma
minimal
Spleen
Number examined
Not remarkable
Pigmentation
mild
Hematopoiesis,extramedullary
minimal
mild
Stomach
Number examined
Erosion,glandular stomach
minimal
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Cyst,ultimobranchial
minimal
Cell infiltration,interstitial
minimal
Urinary bladder
Number examined
Not remarkable
Hyperplasia,mucosal,diffuse
minimal
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