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4,4 -FXVERRCBLRANEFZNAE BT U R) O 0CGHEREE), 10, 30, 100 35 X TF 200 mg/kg
ZIRIC OIS S I (7272 L. 200 mg/kg B G-REC OV TIIMERES 10 IT) & Crj:CD(SD) IGS 5
¥ Mz 28 BMEERORE L TEOBEE/M L, i, BEXKTOBHELS 0 BT 100
mg/kg B G-BEDOMBES 5 LIz >V THREMTH 14 A RRERL RS L. h¥Eiz L 3RME0EE M
DVWTHRBHNL, ELTORRES-,

L. —HRIBTIL, 200 ng/kg THREMBTROTRANA LR, KECEEROB 24528
REBOB(LICL Y, ECHRBOHOAE, £, BECHtRBFEOBBXABH OIS, £
FRZ OV THREEIET, _

72¥5, 200mg/kg BEFHFITOVTIHEFAELHAVRERESE - OEERITERE Lk
o7,

fTEHEERE TIL, 30BLU100 ng/kg CRADETHEBD LRLE,

K L ONEERTCIL, 100 me/ke BL ECEMARD LN,

RMETiL, 30 mg/ke PA ECEASHEEDET. 100 ng/kg T pH DETRED bhi,

M HFEORE TRL, 30 me/ke BAETC7 o b o BB OERS L OBRRBEROSHE. 100
mg/kg T~ b2 Uy MBI UANES v vy BROERE, #FRLERER X CHEEROBIE,
U RROEFENBO LN,

6. ME(LSFAMRE TIL, 30mg/kg EAETCR- 7V L HELLOME, Bl O/ Lt
ZNa—2A0EM, 100ng/keg TRIVAFo—AO®RE,. FV V) FOBRE, REEX
DOREE L2 o0 — A OEFSHRBD Lk,

7. HIRFTR T, 200 ng/kg DT H D\ IR H CREE CRMROEE LD Sht,

8. BWEBHRTI. 30 mg/ke LA L TR EEORNIER & WIE RO Lk 100 ng/kg T
MRS R OIS bt

9. REEMFHIRRE TIL. 200 mg/kg DFE TG - LRIEH CHEMOELLFME LR ONEIHEM:,
SEMEOHERMEDOENE, MBOONBOERB LU i, WROER. KBEEHD
BIETR LGS oM, BEEGOHREOCER. X 5LIC2FOHEE - AR 2WER OB
PEREOERBBD DN,

EFH T, 30 mg/keg LA CHIRO/NERDIERD L., 0 CRNEO SR8 DOZER . 100 ng/ke
CHRO NHEEORBSE OHM, WROTALRME L2 OIBIHZEN:, SF RO
HEOENE, MBOBAER & 5 -, BEE OBR-EOERITD b,

i, BEMMTICA LRV TROERD, 14 HROKIEZ X VERE LiXEET 5
W ERLEL LN,

;o wom
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UEDEHIT, 4,4 - FFVERA(RVBUrAAF=AE FSUR) © 30 ng/kg BLETHRED
BIHET & DB BT PR E MR O SO, WWREROMNE 15T R
¥ ERORWEESOREWE, 25070 bo Y EVRMOSREOREROELIBO b
Fo EHIC, 100 mg/kg LA ECRIRmMBAAR, #ELFIEOEMR, RV AT —LORMEEH
HFFRE KO MR U RRNE XS O BESE WO Hiv, 200 mg/kg THIBEMEMESTT
RTHBAZ LN, the TEEREY L, 2FRBOECIAECHBBOLNE, £, £F
PS>V THRFEORENEBD b, EREREFEI R,

Lo T, ARBEGETIZBTS 4,4 -TF P ERA(RUVBLALR=AE KT TP F) DER
8 (NOEL) }X. ME#E L b iZ 10 mg/kg/day * B Xh)-,
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4,8 -FHVER(RUBLRANF=AE FF Y RO 0GHRES . 10, 30, 100 38 X 18200 mg/kg
1 BICOEMEES S IE(7 L, 200 mg/kg B 5-REIT- OV TidMERES 10 IT) O Crj:CD(SD) IGS 7
v Mz 28 PHIEEOBRS L TEOBELRIM L, /2. BERTORAN»D 0 BLW 100
mg/kg B S REOMEHES 5 LI >W TG TH 14 A RER 2Rk L, (kIEIC X 5 BiEOESE M
DT HERMLE,

¥k KOG

1. SR |
HBHRIE, 1,4 -FF I ER(ARE L ANEZNE FF Y F) (4, 4 ~oxybis (benzene-
sulfonyl hydrazide), W§3-(3U4) : OBSH, CAS No. : 80-51-3, u v h&H : . B
99, 3wt %, IRHLFE - L REELAMBE LT 44 - VEAR (AR PFLR
NFEVIRBETLL - AFVER(RPrANR=AI T4 ) ERECERETHITC. &
F3K CHLNOsS,. 37k 358. 44, MA 161.5C, HIE 1525, 5% 89.6 kcal/mol, #RFEMA
1482 keal/mol DA BEEE (0. 02 g/100 g, 20°C). DMSO IZB¥E. T%HEMIC B¥(22.0 2/100 g,
20C), 7F FiE TS (X FOBEIRRE L TERTS) aesBERChHS, 4,4 4%
VER(AREAAMKREAE FIVR) (AT, RS CRERIIFHETIREETHDIHN, K- X
T - MEBR L EM LS. IMEPED UUBSETS (OMER 1640) 5, MNHEXE
B, Bl L ORI (EMRE 2~80) IKRkF L. RBRIMPORBHRORELES,
N HBRARERDR & RO oM O R A A F LR L7 (Appendix
1-1~1-4),

2. HMwR
FrEra (e y ES V267874, TH T AT RV ERASH) ¥ EE (ERMKE 21~24C)
THREFL., HRHR L LTREBIUCRGEOMMBICHEA L,

3. RERDOMBS & UILEIH
(1) HEE5HEOMM :
e THIRE, BREETLICHBRBTERRL,. FIEORK L25 & 5 CHRBREMHV
THBL, 2F—F—AVTHRSEL, ANORCRI-A 7B TTLFREFAL.
% s ) — R FRTITo T, AREKIEANEECPCEEIBERSICANER (R
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P 21~24C) CEF L, MME 11 AUNICEREIZRAWE, RAfREEng L L,
(2) J|EHEDLZDHT

OBSH iX 1 338X T8 200 mg/mL MPHEP TH—, I HoZERF I3 AZETRETH DI L1
Eirkyr-> TR I T3 (Appendix 2-1 B LR 2-2),

BEIZAVIEMEORMMBEIZ VT 0BSH ORELXDIW LR, SARIFEORE
® 98.4~103.5%TH D, MEMEL Lk 90~110%DEHRIZH S Z L ME L=
{Appendix 3-1 X R3-2),

(D MEXTHE

OBSH > 20 mg Z IE#MI— &Y., 7 h=F U % 6 MBEMLZ TH | LUIBTHARE{T-
ek, 7T b=hFUATEMIC 20 nl & LA, SHIZ, ZOREPERIC 1 nl RRL, 7F
F=hYAEMEZTIO ol & UISHEMN L (A% L E, EA3E),

W7 B0 L#2.675g LIRBT =70 2.402g Y, ABEAKEMZ T 1000 ol
EFHRETTUE=TARREMBLYE, MNEIIERICRFL, 6 BFAMNEERALE
(MMAEZ0BELLTEN,

T b= UL LEREARFERME, +RTRELEDOEA— M7 I HBHEE LT,
PN IT=EICEFEL, 6 BRBIACER L,

HBRHRMNEO—EEEL BN L, #BRHROBRKRBRESK 100 g/l L5 LTk
F=r 02N, 1 2WBFRAREL{To2, EMPEKOTRLIY 3 EEILE,
ZOWERBREICB LT 10 SBEXPICREFEL. EOIMEE00C BlKESy. 10426, 4C) L
etk MRELKPRELE, ki, MBREFOT 2 = bIAEBE0.5und7 L4
— (Millex®-LH, MILLIPORE) CAifl L7z, BFOAHAI 2 nL i3 T, 0RO ILHEERTL
Teo TOAHBERBIERE YL L, WPLCIZEA LA 1),

HPLC AT AR L UMERHFIILATOEY ThHD,

HPLC i# A7 A
UV Detector : L-4000
Intelligent Pump : L6200
Column Oven : 655A-52
Autosampler : AS-2000, DALk, #Eodt HSrBfERT
Degasser : ERC-3522, #A =tk =A<
Chromatography Manager : Millennium®, HZAW 3 —# — XKLt
WE ‘
o : ZORBAX BP-0DS, 4.6 mmI.D. X250 mm, I — T4 = AKAZH
BEH : Intelligent Pump DA TFA LT r=FIN, BFA T E

= LABHEEEY L. [ATFA Y :BTFA=T0:30] iE®ELT=,
NERE : 248 mm
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I LRE : 40C

KR : 0.8 mL/min
HEARK : 10 L

F— U ASHEE : 20C
pagiiNisdi 164

Millennium® X D B LA HMEBEEO Y — 7 HR L REN» HREBREER L. 438K
OMEREZ RS, ARBPOERPRBELHH L, & 6ICMBETOHRHTRE &
DEHEEERD, 0~110%0BELHE L,

EBRY T MEE (mg/mL) = PNEMEE (2 g/ml) X FHIREEK. 1000

BAE(%) = (MUBOBBRHRME /MY OZRTME) X100

BB, TEF=FPVARICHHINWIROFRELII[(A R T v 7 - RBEERE /
MR m Akl & L, EOSWRERSH SO R2EHRRTICBVTHRML -,

4. BWE&
(1) W%

RRICIL, BEF¥y—AR Y "2 EARAT Y 2 —4£ED SD %7 > b (SPF,
Crj:CD(SD)IGS) & AWz, T v H:t:mﬁ@ﬁ&‘(‘iﬁﬁ'mxanﬁ\aﬁ%ﬁ?bD‘ WEFSE
FICOERARRIBBE CHLHL LML IORELRELYE,

MEMES 46 L% 20024 7 A 31 i 4 MBTHA LY, TAROBHOKEREIL, BT84
~98 g, HET72~87 g Th-oT=,

(2) B3 S UBIL

ZAH, Hex OB ONTEHS VLT AH—BIREE 1 B 1 ERELE, 61, Hil
PICHEBEMEY 2 BIT>7-. BEB X UREHMT. BB/ ohihot,

~ (3) Bt

Beds X UM TH%, REL2BS LS 40 GBI LT, SARTERIZE LA, &
BB LU T B (5T~ B) OB LS TR{IEEESTIHER L ) EBOTY
KERY 2B L3 HRTET ok, ThoOBHOERREIT, BET135~149g, HT
120~135 g TV, EHEE (B 141.9 g. M 127.4 ) D20%LNTH - 7=, BIk»HHAR
- ER LA LT,

(4) 8B L — PO

B3, B TRNEIMET = A FRUOTEBICEE G, Bad®BRENCHBhESLE AR
L. A& EFITok, A8 r— U, BoiRgREreasit L7 VcEBRESB L
UEHEEZHEL, £ —VOMmICER L, Bk, s fasd LI~
RRES. ABBLLIUCHHESLHEL. -V omicinmLi,
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(5) BBBFE
1) FAERE

W EIRE 22+ 3C (EMEHE 21~23°C). WE 50+20% (R 49~66%). MZ[E
i 10~15 [&], /B, A LZRRE (8 : 00~20 : 00) DB E = (304 BF) CRATF L, B4
HEZEORESLIVEELXERERL, R¥ORW L2EE LT,

2) WMEBHBLICRATERE

MR Z v M REEHER 7 — 7 (260W X 380D X 180H, mm) iz, M5 LRIk
BAMhiE 1 E703 3 P BT tid 1 FRE L7z, 7 — VB L UNGEERR IR 4y 1T RRIC 1 |,
FOHIT2MIC | EZER LT, RILITA 2 BEPKREFAO LD LML, HEIEALE
ok xidA | BIEELE. BPHEFTEAOMRE L CHRNEIT, 1A | BO#EET
i L7, MRHEBICEREL T, ARRHBEB LTI v RREEXY | AR CXE
AR LT,

3) Bk

F Y =2 AR TGN v RBHERSE, CRF-1 & RBSHBEHVCA
I S B,

BBRICEBESFEEITBhOLI50MRH LV IIREDOEEL, EH LY |
(020508, 020603) DMEHT - DUVTHHT L, HROSHIIMAEA B RSt
F—ilRBWT, MAESREIFBNEEERERENT >, SFEB & RIS
t#t LEOLEEFAFTORBEREFIEFICEN L -, HFTOER. WTHhOEHBICLIF
BHEYE: @M ES bl o7 (Appendix 4-1-1~4-2-2),

4) BBk

il AL, BREAERS S VIR AREAVTERICERSE 2,

RRC R R TBhobH 55T E, 2002670 25 BB L2002 410 A 24
BicdUE 2B L To L, S B RSBV TiTo ., SWEEB LFE
itk e (LEHELEREFOMPBRETEFICRALE, SFOKR, WTho
HAE bHEEEE L SMIIEY LR ieds- /- (Appendix 5-1 B L TR5-2),



(6) FBMEEOWAR

RRBROME L SR EBOBDES L UTICTT,

5R01143

RRAE O, : BIREEOHMR L SROMHFESIZLLTOEY & L,
BER Y 3 il (B E D)

B (mg/kg) (mg/mL} HE | 3
[t RAmREE]
*f R 0 0 5 (101~105) 5 (151~155)
£ RR 10 1 5 (201~-205) 5 (251~-255)
P{E KR 30 3 5 (301~305) 5 (351~355)
b R 100 10 5 (401~405) 5 (451~-455)
#h kR 200 20 10 (501~~510} 10 (551~560)
(B AR ]
pogi ks 0 0 5 {106~110) 5 (156~160)
P RR 100 10 5 (406~410) 5 (456~460)
SRR, B FAREOFET R YR MERET S,

(7) #FBMBROBE.

) #E5ROBE

OBSH @ 100, 300 35X T% 1000 mg/ke # 14 AMKER QRS L2 FRABORER. 1000
mg/ke BEMTIT, MHEL LICHKEND . FEROERM. HMELEETHLONETRE 6
B3 2 f, MCBRE4BZIFADO 18], SHICEE5 HiIZ 2 AORCHANRED
bl LD 1 BliC >N THEFIKBORMNA LN DHIEES 6 BICUhEEHE LR,
LO1HATHFRLRE, ~~ b7y MA, ~ESub K BEYAECBIVCRRE
RCWEAR . DMK, AST, ALT, BEA, B2 VATe—ABIUTAIIFRRAT 7
& — B BEEERSED b, FROERBRE X URBOEEIBO LN,

300 mg/kg PEHTHMEL i EHRONL, KEMMINE. FEERITSEO, 1000
mg/kg R EB & FROERREA LN, £XRBOBEFALBDLhLHERE 6 BICHHA
Bl ThoofTik, MHL G IChERFORETICRT 5 AMREOBMER. Mk
{L#EAREICBIT 5 AST BLOALT OEMERZ LRI RRBIRSORMER LB L,

100 mg/kg RSP TiL, HHEL LICEEENDEHER, #5 2 BOZOBEEROEM,
RBAEITHT 5 REOEMER, LEOREERNR ST pH OEBER, QEE0REIC
817 % R BRK OB, FFES L U RIROM - 5 EROREMEI S ks,
RESHEBITORRIIRWD biehoTe,

YDz bhb, 28 BREECEEEMRBR T, 200 ng/kg/day ZHREHRICRT
L, TO¥ETCHH 100 mg/kg, LTS 3 TEBL, 30 BLTE 10 mg/kg/day ZREL
1o, 23, XFEEE, 100 35 L TF 200 mg/kg/day @ 3 FHBIZ-OVTiX 28 AR 5% 14 B
R L AL RITARERELE, LI L, 200 meg/kg/day iZ oV TidBr &R
T ITERE XG0, 100 mg/kg/day OAEHREEZBI L=,

_9_
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2) &5

OBSH A3t Me@OMICRMEIND L SR L, BRBEY A FF5 A i2f€->T, 1R
116, 28 A, 9:00 5 12: 00 DR Y T2 BV THRIHBARO®REG L, &7
L., RREBRIX 113055 12: 30 OMIZERE L=,

BE5AKT 10 0l/kg &L, FHEKOREERIIRE A IR LEVCHES OFEICES
WTHH LA,

(8) W%, WERLUKREHA
1 —BREBERER _

BEMMALZEEE 1B, #5228 BOFWHEAXEH 1 RE LTERERERL, 58T
FRREEIIERS 28 BOBAOHIMB £ T, EEKETHEIIMAIIEE 14 BORE ORKA
3¢, B4 ORBOLEFE, AR, THSC-SVT, SEHOREBICES#ICE 1 B
R/, EEHMPIIER | EEE LR, 218, 200 ng/ks BERIZHOVTIIECTHNS
EHoh, EFFAZ OV TH—BREREBEREL L 2 H2 i TRE I S HER L.

2) fTWNEERIE (FOB)

FURBRBEIC OV TR, FEBMAT, 857, 14, 21850028 Bz, EIEERREIC
DN THE, B5BAR, EHE 7RSI 14 BT, £FICOVTHML2—RRBREL1T-
oo MBEEZ, (F—YRbbF =y 710, K%, RBASH. /R, &8 - 28 FR
7% (kG - EE), BEAMHEHRICOVT, [F—UhbRYHTEF =y 71T, By
HLB X, RS, BWER, LB, FEEORE, W, IRERZEH, BEAE, FIEERRE,
WR, HE, B>V T, [F—F 74—V FRTF= 27 )T, R, BT, EBR
M. SRR, HE. WRITH (B - GRE) . REITH (RGFRE - BRFE) . HRICOWVWT,
HoPLHEDEART Y A TEEAWTEOR T 2E& L,

3) ¥ OLDOITEERENZE (FOB)

EERBRBICOVWTHEERE 4 A E 23 B) I, EEERARECOVCEEIE 2 8 (R#
9 Bz, A OV THEMRZ—BERERER LCUTORERITo2, BBEAR, [
RE LEOWE ¢, A¥ EELIRIE) . MA GEMEIL) . BE (Fiod a5 . BE (B#
Wi elr), BARERS CRFIEEY L08R . EPERRFICOVTHOENLHED
FRaFTY A Z7EERVWCEDOR T ERELE., MERB R, #7, #EkoMME. 8
RESHBEZRE L, BHXCPU S =D (F A a—x P27 Y 78RS 2O TAT
BB LOREORNE 1 g B C& 3 EME L, #EOBMEEREROREICBT 8
D, REHF-ST30 em EHFNLEICHE LEREOEREOMNMES 2 BREL., 0.1 cn Bff €
R L7z, BRERIKIL Actomonitor II(AF 4 B » A Pz M) EFAWTRHEL.
¥ — ¥ OITEMIR 10 53 & L CIERRL Ll & L,

_10_
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4) RENE

HeOBPORELY, B 1, 2, 7. 14, 21 BLT 28 HOREH, BE 1. T8R4
B2OTENMETOREOHAK., BETAELLXM(FL+Y 72 1407 MP8-1, &
—NY 7 A AERSH) ERWTHELE, BB I OCEBIC L 3REEFIZOV T,
FURRIFE I ERERM R OBEL RR L, |

HEHMED LI UCHREENEREUTOHERCIVHH L,

B - kANEk= (5 28 B 4E) — @5 1 &R
#ERmE=[(FRunk /(851 54E) ] X100
EHHR : k= (B8 14 B &H) — (514 1| B &E)
eEImsE= [ (EEEME) /(EH | B#EE)] X100
5) EIEEPE .

B 1,2, 7, 14, 21 BEXU 28 BOREM, HE L, T8I 14 BOBARYEL O
BN OV TIELE, BEHAMBICHYEERREL CTr—VBicks L, Tokizi
EFRBRERBICKRERENELZ, B5AILBREZMR LR, | HAOWREEZEN
L CEHER (g/day) & L7, REITETALLER LY 72 1407 MP8-1, b —A7
74 AR RERALE,

6) R

5 48 (85 26~27 H) B L TEIH 2 M (EH 11~12 B)ic, 222V CRERT T
7 v PR — T (EN-646, B-1 81, WARER 2AVWTERRL., BEE&» L 3 KM
B E Tl L2 FHBRIZ SV TO~@%, £728 21 BMOBR CO: L Q% M
L. ANFC@ZMELE, ERMLZRIZBRER THRICHERELE,

BREEES ICRENE :

{DpH BRI (RAVTAATA9IA0 N AT 157 1hW)
@& A (Protein) _ AR GVFLAT492A, N {h 377 438)
@8 (Glucose) ABIEIE (RVF4AT499A, N AZh 57 10W)
@7 b4k (Ketone body) . PR (WVTAATA9IR, N ATV 3T 4AN)
@) ) —4 2 (Urobilinogen) R (VT AT A9IA, N A2k 377 100)
®v YA v (Bilirubin) ABRMEIE (FHT (AT 4222, N ALE 357 100)
D 1 (Occult blood) RBMELE (VT ATI9IA, P AT 157 406)
@£ (Color) A iR 2

@LHE (Urinary sediments) i

(R & (Urine Volume) E2ENE

@& (Specific gravity) FBiTatis (R ERT A28, 7417)

DEFET O AKX (Water consumption) #{AKROBEREIZLS

200 mg/kg BEROMTII, 5 FHEAMyr—SICIRBLRAPER LA, 1 #(No. 553)
By —PNTEC LD, Ao 40T —FiIconTHLBH@EL L,

_11_
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RREMIFRSFICHERET C. TOMOMITHES 28 855V EHE 14 ROFAILK
16~19 FF DR T C. BEAEERL 2FIc >N T —7 ) )VEERE T CHEBARIIR L b ££10
Lk, O~@ZoWTiE EDTA2K(RJ P =7 PIRZZEAE, FLeflst) camL
R 1 nl AV, OBLUTRIOWTH 3.8% 2 =87 ) 7 ATOEL, 3500
Eils/4yT 10 M OR LM L Y B o migd v, Sohicmiids X i

HERTHRICERELE,

BREEES L UORENE -
(D M BR 3% (RBC) BT (H By R3O R F-820, ¥2477%)
@~v b2 VU > MEHD HMKBSEE (B Shi RIS F-820, ¥xiy2R)
@~F /v i) YT A METuE
(B B BRF 2R F-820. YAiv)2)
@7 il Bk K (MCY) RBC, Ht ik v W
(B Wi BR 3 Sk M F-820, ¥21472)
GEHFMR~E 7 o 2 &k MCH) RBC, Hb X b W
: (B Whin BRF- B35 0 F-820, YAiyIR)
@M A MR~ 2 o - (MCHC)  Ht, HbfEL b B
- (B ERF-MIEM F-820, ¥AA90R)
P F Bk (Reticulocyte) Brecher 3 (868k)
@ /¥ (Platelet) BRIERE (BB R BOE R F-820, ¥2i94%)
3 in 5k 3% (WBC) |RIEHE (B B BR 3 MCEE R F-820, YAiy)2)

R MmERE 4l (Differential count of WBC)

72 ko e REH P

QLR bevk” 77 F2F /e (APTT)

May-Grinwald—Giemsa 365 (85Hk)
ra RS TAF
(L RHEE B WP Avy2” KC-10A, ~ I
IV
(i e ShB R Av/) KC-10A, » 125-)

8) MiE{LFARE

BREFTHRRFCIHEBE T C. TOROMITES 28 RH5VIIESE 14 BORRICKH
16~19 B ORA T T, BLAZR < 2FIC OV TE—F AR T CHEBABRS Y il
L @y @BLUDIOWTIRME | ok 9~ F VY DA (SY EFF,
1000 Bifir/ml, rESIARMEASH) # 20 AL CARE, 3500 Elis/4r T 10 oM OB
CEIVBLRMBEANCTRELZ, OBEBIZSWTIL, MAAY RBE (2
Y—ir, REFBHHRASH) IChE AR L. 3500 Blis/5r T 10 Y OB LM X DV E
bhirmWEAVWTRELL, B#ohhfB I CRFIRERTHR, 2008 T T 1 ¥

MR H. BT S,
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(DAST
@ALT

Q@QFNHYUFRT 75 —¥(ALP)

@FLERAR A FEBESE (LDH)

®r-GTP

® = Y »r A5 F—+ (ChE)

@7 Nra—& (Glucose)

@% 2 L 2 F 11— (T-Cho)
@rVZVEY KOG

0k U ¥ (T-Bil)

DRFER UN)

@2 w7 F =1 (Crea)
@F Y v AL Na)
@AY 7 4K

B2 o—n(cl)

B4 N7 A (Ca)
@Y > (IP)

BieE A (TP)

(3% B4 #i (Protein fraction)

@A/G H.(A/G ratio)

IFCC i (RS #r it 7150 72, B SEMERD
IFCC ¥: (A Whordrdtil 7150 2. B STMERT)

GSCC B
(Ao HriEm 7150 . B BER)

Wréblewski-La Due 35
(BShYHTER 7150 . B SIMERD
Ly-INZIN-3-INRE4-=buT=))
FEEE: (AMoHER 7150 75, B ST8ERT)
a7 FINFA2Y) L EEE

(B ST 3ER 7150 7. B STRER)

~F Y FF—BE
(HEHHTIEIR 7150 2, B SLBERT)

BER i (AR R 7150 7, B SERIERT)
HNES Y o— A ilkE
(BT 7150 B2, B SE8UERT)
FAEYNE R

(B RISITER 7150 &, E SERUER)
FLF—¥ - FT7x)—NEE

(H 52 3L 7150 2. H SERU4ERT)

Jaffé ¥ (B @hobrig 7150 ., B srB{Er
ekt (0 BPEERR 480 B, a—=v)7)
R (HRIZRIOCES 480 B, 1-=007)
WRBELE: (Ju7(V A9y~ CL-6M, FHER
OCPC 3 (B Bh43 AT 36 7150 72, A rMERT)
Fiske-5Subba Row #:
(BRYSHrEE 7150 ., B SrRUHER)

EY Ly bk

(BB HTEER 7150 . B SESUERD

AT RATET— MEBKKEE

(£ BB KR CTE-150, #X)

A o—RAF 57— MNEES KBS
(B ME R KBIEMR CTE-150, X))
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9) ik
ST ONT, BUMIIRRERONIC, EREFMILREI TR, £OMOMIT
BE5E2HHDVIER 14 BOBRICHR L=, AREFCIE, AAREEBEEL, =—FT1
BT CRm#%, AOBESE, 2508F - SRLARMOICERLE, 260IconT
TORE - HkE 10%PHEEBE L) VICHE - #ELE. 2B, BRBIGA A—F—
BIZFECy FY VCHEE - REL, MEBIURR LERT 7 L CEESR 10%x24 /
—ICRTE LT,
B, TEE, WR, PRBERNMEESET, £6). BI¥GES) . MRk, LW, KK,
&, i, W, R, BN, +ZHeE, =ik, BB OS —ARE ST . B, .
B, ., A%, WEEX2aT), WER) . B, MR (EH) . MR EE(ER),
RITSZR, WK X OURER (E6). BIRER), FE(ABSLUER) . B, IRRB X
CGr——lR(ER), LROEH. B0A), Hl. BRBELUCARE (FEZE8). B
Wi (B0) . ARAANEY > o3, THYU 38 (ER). BTRESR). aTRESR). BT
W (ER) ., B R . LBMEGE) B L UEBAREIEA (No. 355 OBKHE,
ENBRE L DEABEET),
10) BEHENE
AEFRO2FIZ T, ARFICETF ENEF ER-180A, Xl — 70 F - F
N EROTUTORYE - MiC >V TEETSAICEELTNE L, EAOHSBHIX
EAETRELE,
RE. Bl DNE. FFRE. BMCER). M. BIW(E6R). TRE. R, TR R
a&tr, EA), BR(ER), BRLE(ER), IIRER)
5% ORFORNEE L FRY B ERE LSRR LSRR RN LS,
A ER= Géx Ek /A E) X100
11) HEERENRE
IOV THBRRICEE « R LASEE  MRE <770 aBE8IL, ~~v b
FoU v mFAVREEEPEN L TER UL, SRITHERHER LG 100 & X 200
mg/kg TEBOLHTOVTITo7, £, 100 mg/kg WEFHOMBEIZE OB vk
BEWE, TR WRWR, ACEAER, MRS X ORERMIREIZ-OV T, 10 3 X TR 30 me/keg 5 BEOM
BLPOSEB LT,

5. BEREEAYH &
BEMM T, SRR L EEERBREOT— 7 20 THI L, 0 ng/ke BRERHEXH
L UTHBRELIT- 7,
THBERROEENEE, KE. AEENEES ICHEMNE, Eiik RREOERNOEHE
(REELRL), MEFORE(GRRESHERS) ., LELENRE, BEOBENS L THE
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HEROEMC OV TREOTHER I CHEBEZEHN L, HESEIT Bartlett ORERIT
WV, SHEBEERITLE, S980BSI— cRBROBITTE TR L. FESBOBEIE
Kruskal-Wallis O#EETHIT LY, —TERSIBIFORER. FRERLLAEREIR
Dunnett OREREE AV-THRL a)bt&%ﬁoto Kruskal-Wallis 3:OMMTORER, HEER
#6741 Mann—Fhitney O U-REEZ HOAB L OB E{T 12,

THRERRORRER. RREOEENEE B LICHEORKIC VTR, BEOEmME
Kruskal-Wallis OBEE THRIT L. HBEN A LN BE13 Mann—Fhitney @ U-IREHEZ AW
THBLEOEBEIT-of, 2B, BRRESLHIZSWTIBEOEHES L CEERZE LK
L7,

R & OHEBREIZOVTIE, AEAMII%E LT,

L &R

1. —Rtke
— R BE O KA Table 1331 7F2, INDIVIDUAL DATA 1-1-1—~1-2-5 {27,
[ 5350 ]

10 B LR 100 mg/keg |E5HETIT, HHEL LITREIIRD OO RP o, 30 mg/kg BEHT
iZ. ME1 B (No, 355)ICD%AIEE 21 A A BRI AR L TR bhed, BETHRER
B behoTe,

200 mg/kg P EBETHL, BTHES 7 H, BETHRS 11 H SRR HRSERTOILF RS O£
BNEMES FTRBS LI, RECHRIEROND &5 2LRBOBILIZL Y, BLHRBHL
ik, £, RO ERROBENBD D, £FAICSVTHEROBEE LA O
KERHFESE, BTivs 16 0, MTRE 27 BICSMEREL L,

(=AM
100 mg/kg - G5REOMEE L LICRFIIWO o2 h o7,

2. fTRYMERE LY (FOB)
TR AESLZE (FOB) DFi#k% Table 3-1~4-5, INDIVIDUAL DATA 2-1-1~2-18-4 {TRT,
[ 5-1M]
10 mg/kg W B TIL, ML LICHFBARERBO bR Motk
30 B LR 100 mg/kg B EB T, BETRE 4RICHBRLEBL CTREOCBRAOCHEERET
BED LN,
200 mg/kg B GHE T, HEREE HIZHE 7 H B VI 14 ALUBCHBEROET, #iE0BhY
BARESRBD bk, 235, BTRES 4 ICREORN OB THEANED bk,
_ 15 -
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(=] 438 i3 ]
100 mg/kg ¥ 5- B O TRIEMRAE 40~50 MR L KK L THFELZ B R ESH RO
wbohi,

3 4R
- REHEBE Figure 138 XTr2, Table 5 B L TRr6, INDIVIDUAL DATA 3-1-1~3-4-2 {277,
($ 5 HIM]
10 BLR30 ng/kg MEBETIE, MEL LICHEHLEEL THFERTBO LR 2o,
100 mg/kg | EHTIE, BTHRE 7 ALRICHE2EED 2 WV EESERIRBD bhie,
200 mg/ke BEBTIE, HEREL bR E 7 B URICHRRERNED b,
(=1 RAR ]
100 mg/kg HFBOMEEL LICEHMRFOFENESE, FEENE, FEEMEOVTHIC
LB L THEERBD el

4. Bk
A% Figure 3 %51 (F4, Table 7 35X TF8, INDIVIDUAL DATA 4-1-1~4-4-2 [Z7+¥,
(425 3m]
10 35 XTR30 me/keg |ERETIT, BEHEL O ITHEN KLU TABERBO ook,
. 100 mg/kg BERTIX, MHEL HICRE 2 BURICABRRZEMD SWITEERRMAED
e, #H 2l BXures BICRAFEAFEREED R,
200 mg/kg |EBTiL, KX LIRS 2 AURICHABLEANRD bk,
(=l i)
100 mg/kg BeE-BEDMERE L b I XHBRE & ol L CAREEIIRD bh it o1,

5 R&E

Bt L BRRF OSAROREMRE Table 9~12, INDIVIDUAL DATA 5-1-1~5-4-2 {ZR/ T,
(5 4 M]

10 mg/kg B SR TIE, HEEL LI L LB L THERRELRIEIBD bhizh o7,

30 mg/kg BEMHTIL, HMTEOSHEBROARRETHRD NI,

100 mg/kg B 5B TIX, ETpH BLUOEAIEEROFRELZETHBD LML,

200 mg/kg # 5O TrX, pH, Ak RB IVEREOEHEBAMSED LN,
[BI4 2 )

100 mg/kg FE5HOMEE L bICH MR L HEE L CTHEL2ELEIRD o zdol,
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6. mHPREF
MR E DR A Table 13~16, INDIVIDUAL DATA 6-1-1~6-4-4 [ZR%,
(#-5 WIRG#E T iRy

10mg/kg |EBETCIL, BETEHILRS ba b RS RF UM B LEBRLTHE
RENIBYH LN,

0me/kg B EWTIZ, BT/ 0 b VUrRllOFELRERE L ERBROAE L HE. BT
bLRRBROMEHAFRIBD Hhis,

100 mg/kg HESHETIL, MBEL LI 0 b EURRORERER. BIRBOR L %R
DEBELZWMEB LY o AROFELRZEERABEOORA, 610, BETR/MES & BR MR
BORBL2HEL L UEECES F oo RS 2AF VRO RLER. MTII~~< 7Y >

MEL~E o ROFELREEB L UCHEROFEZHERBD D,
(=1 S e T Ry ] _
100 mg/kg T ERORET, BARLREOFE2MAIBD LT,

1. mE{L¥eRE
Mm¥E{EFRIME DM E Table 17~~20, INDIVIDUAL DATA 7-1-1~7-4-4 {Z7RY,
(5% &) & T Ry ]
10 mg/kg B G5B Tid, HEREE L Ll LU THET ALT OF B/ K, HETAST & ALT oA EAE
EHEABH ORI,
30 mg/kg BESBETIL, MEMEL LIT AST & ALT DR BAREM. XOKHTA-/a7Y 450
HOFERBEE 7N a—A0RKREN, ETLERY L OoFEREENED Sk,
100 mg/kg $¥HRE Tk, MEREX §1C AST, ALT, A a2—2B L2 o—A0FERER, R
FEEROAXEME. SOHCHETS-TuY APHE, BIVRFo—-ABIRr) 2+
Y FOFERLRE, TLERY) COFTLBERRD LN,
(B4 M Mk T ¥ ) _
100 mg/kg WEJOETIHL, o207V oHEE ELBRBARREREOAR2EMB Lo
Vo R7 75— LRREROFELEE, BTIIAST REV A ORBLRE#EBZED L
iz,

8. MR
HMRPT A% Table 21 33 L TR 22, INDIVIDUAL DATA 8-1-1~8-4-2 7R3,
[(FCH X CEREEH]
200 mg/kg B EREOMHE L HiC, BB L UCHROEELS 0FAPBITTHATERO LN
to

.-.17_
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(5 WM TR A5 ]
10 mg/kg G5B TIE, HBEL LICREFREARBD Lo,
30 mg/kg G Tid, M 1 B (No. 355) CTHEDMBE A A LN, MICIIREFRITED
bhihot, '
100 mg/kg B E5-BET1Y, BE1 6 (No. 404) THEE JURE LEO/MVIRBD b,
(146 38 Y 1 By ]
100 mg/keg ¥ 5REDHE 1 H (No. 408) TRMOREERAHEH L,

9. WWOMWH & & UEHER ,
BEOKRS B L UHENERORMKE Table 23~26, INDIVIDUAL DATA 9-1-1~9-4-4 |TiR T,
{(#5 3ARA# T B¢

10 mg/kg B ERETIL, MHE L LITHRBLI B L THEESIBS Oh R0,

g ke |EWHTH., BETEMONS I L UHEGREICHE 2RESED L, #TIR%W
O LU ERICwESm S A LR, FREAED LN,

100 mg/kg B EH T, BEEEE bICHMOBHER. WROMENB L CHAERCAELR®
ERED LI, T BRI L ARLERERRO b, i, ETRIIR ok
BIUEMERCHEARLA LN R, FERERED LG ho T,

(IEIHE AR A T )

100 mg/kg TS T, ML LICRMOBNERICHEER2HE. BECRBEOES S L UHE

HARXOHOBMERICERETRER LB LR,

10. MEEREHRE ,

PR ERT R4 Table 27 33 XUt 28, INDIVIDUAL DATA 10-1-1~10-4-2 {Z7T,
[FECHE L EEFEH)

200 mg/ke HREHTIL. MEEL b ICRMOEARMAE LB OBE S 5V i1 SE 2RI
R2Hb3H, LBRAPEOBEYLBEELZAEREOTIES 10 I (2F) . MMOBEN LK
ERZAMBEOERN 10 FHBLTS M 3 HEVNT 4 F, WBROEELHOEELREEN6 H
BV TH, KBREFEHOEME TR IS oM 3 55 8 5, BEMEEOEE D 5\ idPshE
PREIREE DO FERED 10 H, ISBERSIR RO BMEATR O 4 FllcBY b, SHICHBEL D
IEFORBE HRIC BN OB PEREOELPEEH TR b,

[$x 5 MR TR 47200 ]

10 mg/kg F 5B CrL, M CHIMROEEEE /N ERDHENSHE & /NAFEMER 1 HD VT 2 HITR
Hbite,

30 mg/kg B 5 BECIL, MEEE X b ICHPNEOORRE 7o/ ERDHENEIAED 2 2206 4 BIT, ELICHE
TrXFMEORBEE 72/ 3EEDS | 4 & WO RAE Lz OMRBEZR T T8 & SRR 1 Bilic, T
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L RO RNE LR OB RS | (& MO A REORR L BAENE L HIZ@BDHh
7=

100 mg/kg BEH5FETIY, HECEMOBEH2WIIHSERFE— SV EEORDHE 1 b
410, FFRROEEE B B\ RS EE R NERMERE IS L2 2 D 4 B, WBEFd BUMETRESEER/
PISEMEAS 2 26 5 (A (25) . WOEATRAE LR OBERISHEMENE 5 fl, LFHEOR
HE R i OEENE | B, MEROBAEM L 5 oMt 2 25 5 5 & BEREG O BE 2 58
OERDE | PIBD ST, &6 ICHETILATMOBER 2/ NEP LAEFTREIRIEA S 3 51 & WK
DEELZRAE LROFA L HOBE 2IRFAROBENRS 1 HlicBHbhi,
S48 35 Y e T B5 ] _

100 mg/kg ¥ 5] Tik, HTBRER/NEFDIERV{E, WMOPREER ) - 3RKBME LU
MR VU o SERARMIBE OB A S | B & RSCIROEEE 3 5\ X P HEER Y L BREESs 2 f
TR LR,

z K

OBSH @ 0 (xHAEBE), 10, 30, 100355 TF 200 me/keg % | BT X MEHES S PL (7L, 200 mg/kg
F|ERBIZ OV THEERES 10 PLY 0 Crj:CD(SD)IGS F » iz 28 IR #E&E QRS L T2OELES
BMLE, £, BERTOEHI L 0 BLT100 ng/kg B ESRFFOMHEES 5 LI >WTHRERT
%14 HIMB LR L. KEIC L SBEOBREHRIC >V THRM L, %2038, 200 ng/ke 55
EOWTHE2FAIECH A NREBES - bEHBETRE Lo T,

—RRBIZBV T, 30 B L 100 mg/kg ORTHRE 4 RILBROBALABLRETRRD 6
Fu. 200 mg/kg T b M MBI TOILFIRESO#HEEFN 4D TRAL LN, 200 mg/ke
THEEEPEECETALZ LA, EFRBOBLALREB L TECTHHARBOONL, ik,
& Mk OBRBRBD b, £EFMcH>VWTHIRE 16 BLIBEREREL L, =
heORCHPERBES ORBARFORE CIIEfic 45 MR L BTG - iR m R
DORMERHZ BN TNDH I b, 0BSH ICHFNWEBERSH S LO L RSN,

Lo L, hERICIIEBAHSOEILS 100 ng/kg OBETED SREVZ EME, 2D 0BSH D
FREBEILTNRTIETH S L EZ LN,

REREIZ VT, 30 mg/kg L L CHEBAPEMEADET. 100 mg/keg T pH DETF. 200 mg/kg @
T pl, RES L UORARCEHBEMZABYD oz, TR HOBLIZOW T, ELEIRE
TEE) VHAVIREZEFEORML 7 n—LOEESXED LN, SHIZEMTREROMM
b NSEALRME LR ORI EMSOR ARRBD O &5, 0BSH 512 X 5 WNERE &
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BE Lkl ER DR,

F7o. 200 mg/kg OFECH D D VIERFER CIEALRMBE b5 OBE-CH AN 2 DR
EROEMBHR LA LN TEY , 0BSH B 52 L A RBR~OHEMH 5\ idmNid bR S h
Yol

LAL, R¥ESEITIL 100 mg/kg DHETCRREROBBAA LN LOD, HTRIELREDL
hisnwzZ kb, AiEoELThaLELILRE,

MEEAREI BV T, 100 mg/kg OMT~< + 7 Uy ML ~ESOECROBEHEZHES
HAEMHARD LI TIY ., 30 H DX 100 mg/kg TH LR MR O BHEC B OB S
i, ZoRBIZHTIREMEOELLEL LN,

—%. 100 ng/kg DEBETH G Y SROEEDFPROBEL., $E-ZHEDETHD
WIE RO ERERE L Y L2 BREBOB{LICE S BlL L B s,

fliz, 30 mg/kg DHEL 100 mg/kg PIMEHET S o b R, 10 3B X 100 ng/kg DHEET
BB ba R 7T RF-RMOERBEBD b, B e RSF2F /RO
BRI OWTIAREEEXA LNV I L, EEERROBFRMNERIIZ LW 06, Bt
EHEREILVb OLEZILNE, '

—%, 70 bu R E O SR PIR OI R4 i P EE RS C ol i P D RREIR
FHFEEL SN TV ARSI PEhREM L AR L THALNI L EHE Y L b T3,
100 mg/kg OHETH/MEBEORHEIRA LA TV HO0, kDS iITHEABRZAREICEYD
THREFRETIELIIZLN TR &6, HRHRERS & OBREERIEH LN TRPo T,

ML FOREIC BT, 30 mg/kg DHED 5\ X 100 ng/kg DHERETH LN/ V22— RDIE
BEOR2VATu—ARBLIT NI 7YY FOMMER, FEARFORETCLZhLOBIC WY
T NEPLEFFHRRAD 2 Wi NERERBIEFA OB L 5N T3 Z k26, FF
MEREIZESM-BRAMRBELE LTV IAREENREL DR,

728, 10 mg/kg A F OMERET A RETFAIIC AST & ALT OEMPEH Sz, BROETIXE
FEMIEIED cefazolin P isoniazide THHEZXNTEY, ZOWFEL L TERSIVITTOR
MO L B3IV BMAN AST BLUALT OFMER & FUS LBRIE 2R T 52 3L Exbh
TV, OBSHIZE F7 P/ HMETHD Z LH D, KRBRTEBD b AST IS L RALT FEMHEDE
Tl OBSH iz L A EEMLHEEERIC XL SFBEESELbh, BEENERITLOLELDL
hiz,

Fiz, 10 BT 30 mg/kg TH DN FFOEEE 2/ NERHERMES/ MAEEIT L Fh 1
HEVER2HATORBTHY, ARBTCLEARREINSIFR THSZ Lo b, BEZHREI
ROHDLEZLNT,
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28, BEERT 30 ng/kg U EOMICIIRWEEIZE T OMMMER A O/, FREER
FHFREZHES bOTR2D T,

PEDLSiIZ, 4,4 -FH I ERREBrALF=AE FSIF) @ 30 ng/kg S ETCHRED
8 HET 2 25D SRR T-OR ARG O XS OmERME, WERORMN 2 Wi R
& FROBBEESOWEE, LTI bor P YRNMOERSE0BEROTEBD LR
7. &HI, 100 mg/kg UL ETRRLER, E L EEEOEM, #3 LV XF a—LOMEE M
DS RO BE/ NP LAEFRIRE X SOFBES BB b, 200 ng/kg THRBFEHESRT
RPTHEA LI, 2 TEENEAD L, 2HRBOBR(IZ L2 CHMEBD b, i, £F
BIZONTHRROBIBBBD b, 22 RBRE I,

LitRoT, ZRRBEETICRITD 4,4 - PARA(RLPBr A=Ak F3PR) DERE
B (NOEL) {1, MEEE & %12 10 mg/kg/day L HEZES -,

% IR

1) BR B2, APTT, PT, 747V /—4 v - & fvMEEERERRE-, BERENT
2, 40(11) 99-103(1996).

2) mE —E, & HidE, T R, &k BF E BERBRRSEOI LS, Vol. 1 Wit
—REEARE, WEFRE, B, 245-248(1982),

3) Feuer G, Balazs T, Farber TM, Ilse RG, Effect of cefazolin on aminotransferase in the

rat, J. Toxicol. Environ. Health, 7(3-4) 593-606(1931).
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Figures
Figure 1 Body weight changes of male rats in 28—day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
Figure 2 Baody weight changes of femnale rats in 28-day repeated dose oral texicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
Figure 3 Foud consumption of male rats in 28—day repeated dose oral toxicity test and 14-day recovery test of 4,4'—oxybis(benzenesulfonyl hydrazide) (SR01143)

Figure 4 Food consumption of female rats in 28—day repeated dose oral toxicity test and 14~day recovery lest of 4,4'-axybis(benzenesulfonyl hydrazide) (SR01143)



Tables
Table 1 General appearance of male rats in 28-day repeated duse oral toxicity 1est and 14~day recovery Lest of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
Table 2 (General appearance of female rats in 28-day repeated dose oral twxicity test and [4-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Table 3-1~3-5 Detailed clinical observations of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Table 4-1~4-5 Detailed clinical observations of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR(11143)

Table 5 Baody weight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis{benzenesulfonyl hydrazide) (SR01143)
Table 6 Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxyhis(berzenesulfonyl hydrazide) (SR01143)
Table 7 Fuod consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfony! hydrazide) (SR01143)
Table 8 Food constmption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
Table 9 Urinary findings of male rats in 28-day repeated dose oral toxicity test of 4,4'-oxybis(benzenesutfonyl hydrazide} (SR01143)

Table 10 Urinary findings of female rats in 28-day repeated dosc oral toxicity test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Tabie 11 Urinaty findings of male rats in 14-day recovery test following 28-day repeated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Table 12 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Table 13 Hematological findings of male rats in 28-day repeated dose oral toxicity test of 4,4'-oxybis(benzenesulfonyl hydrazide) {SR01143)

Table 14 Hematological findings of femnale rats in 28-day repeated dose oral {oxicity test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SRD1143)

Table 15 Hematological findings of male rats in 14-day recovery test following 28~day repeated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazids) {SR01143)
Table 16 Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
Table 17 Biochemical findings of male rats in 28~day repeated dose oral toxicity test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Table 18 Biochemical findings of female rats in 28-day repeated dose oral toxicity test of 4,4'-oxybis(benzenesulfonyl bydrazide) (SR01143)

Table 19 Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Table 20 Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of 4,4"-oxybis(benzenesulfonyl hydrazide) (SR01143)



Table 21
Table 22
Table 23
Table 24
Table 25
Table 26
Table 27

Table 28
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Gross findings of male rats in 28-day repeated dosc ural toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Gruss findings of female rats in 28 -day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Absolute and relative organ weights of male rals in 28—day repeated dose oral toxicity test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Absolute and relative organ weights of female rats in 28 -day repeated dose oral toxicity test of 4,4'-oxybis(benzenesulfony] hydrazide) (SR01143)

Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
Absolute and relative organ weights of fernale rats in 14-day recovery test following 28—day repcated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
Histopathological findings of male rats in 28—day repeated dose oral toxicity test and 14—day recovery test of 4,4-oxyhis{benzenesulfonyl hydrazide) (SR01143)

Hislopathological findings of female rats in 28—day repeated dose oral toxicity test and 14—day recovery test of 4, 4'—oxyhis{benzenesulfonyl hydrazide) (SR01143)
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Figure 1 Body wcight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test

of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
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Figure 2 Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test

of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
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Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of
4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)
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Table 1 General appearance of male rats in 28--day repeated dose oral toxicity test and 14—day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide)} (SR01143})

Administration days Autopsy _Recovery days  Autopsy
Group Findings -6 7 8 ¢ 10 11 12 13 14 15 16 17-28  day 1-14 day
0mgkg Number of animals cxamined 0 1w 1o D 10 10 10 10 10 10 10 10 5 5 5
No abnormal [indings 10 u 10 10 10 10 10 10 10 10 10 10 5 5 5
10 mgkg  Number of animals examined 5 5 5 5 5 5 5 5 5 5 S 3 5 - -
No abnormal tindings 5 5 5 5 3 5 5 5 5 5 5 5 3 - -
30mgkg  Number of animals examined 5 5 5 5 5 5 5 5 5 5 5 5 3 -~
No abnormal findings 5 5 5 5 5 5 5 5 5 5 5 5 5 - -
100 mg/kg  Number of animals examined 10 10 10 10 10 10 10 10 10 10 10 10 5 ) >
No abnormal findings 10 10 10 10 10 11} 10 10 10 10 10 10 5 S 5
200 mg'kg Number of animals cxamined 10 10 10 10 10 7 7 7 6 6 6 0 - - -
Na abnarmal {indings 10 9 9 8§ 6 3 0 0 0 0 0 - - - -
Bradypnca 0 0 0 0 0 0 0 0 1 0 1 - - - -
Diarthea 0 1 0 0 1 0 0 1 0 1 1 - - - -
Paralytic gait D 1 1 2 3 4 7 7 6 6 5 - - - -
Sail of perianal fur 0 0 & 0 1 0 0 0 0 0 2 - - - -
Soil of perigenital fur 0 0 )} 0 1 0 0 0 1 2 4 - - - -
Soil of perioral fur 0 0 ¢ ] 0 0 0 1 2 0 1 - - - -
Dead or killed 0 0 L 0 3 t ¢ 1 0 0 6 - - - -

- : Blank value.
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Table 2 General appearance of female rats in 28—-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfony! hydrazide) (SR01143)

Administration days Autopsy Recovery days Autopsy
Group Findings 1-10 11 12 13 14-15 16 17 18 19 20 21 22 23 24 25 26 27 28  day 1-14 day
0 mg/kg Number of animals examined 10 10 10 10 10 w1 10 10 10 10 10 0 10 10 10 10 10 5 5 5
No abnormal findings 10 10 10 10 10 U 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5
10 mg/kg  Number of animals examined 5 5 5 3 5 5 3 ) 5 5 5 5 5 5 5 5 5 5 k] - -
Mo abrermal findings 5 5 3 5 ] 5 5 5 5 5 5 5 5 5 5 5 5 5 5 - -
30mg/kg  MNumber of animals examined 5 5 5 5 3 5 5 3 5 5 5 5 5 5 5 5 5 5 - -
No abporinal findings 5 5 5 5 5 5 5 5 s 3 4 4 4 4 4 4 4 4 - -
Scab at neck 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 - -
100 mg/kg  Number of animals examined 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 110 ¢ 1n 5 5 5
No abnormal findings o 1w 1w w 1 10 1w 10 10 10 m 1w 1w 1w 1w W 1w 1 5 5 5
200 mg/kg Number of animals examined 0 10 10 9 9 9 8 8 7 7 7 7 6 6 5 5 4 0 - - -
No abnotmal findings 10 8 7 7 6 7 6 7 6 5 4 4 3 3 3 2 0 - - - -
Bradypnea 0 0 0 0 0 0 0 0 0 o o 1 1 0 0 1 0 - - - -
Diarthea ] 0 0 0 0 1 e 0 1 1 1 2 2 1 i 1 2 - - - -
Hypothermia 0 ¢ 0 0 0 ¢ [.'r 0 0 0 0 1 1] 0 0 1 0 - - - -
Faralytic gait 0 1 2 2 2 2 1 0 0 0 2 2 3 2 2 2 3 - - - -
Soil of perianal fur 0 1 1 0 0 1 0 1 1 1 1 3 2 2 1 2 2 - - - -
Soil of perigenital fur 0 0 Q 0 1 0 1 0 0 1 1 2 1 1 2 3 4 - - - -
Soil of perioral fur 0 0 0 0 0 1 0 ] 1 1 1 3 2 2 1 2 2 - - - -
Dead or killed 0 0 1 0 0 1 0 1 0 o ¢ 1 0 1 0 1 4 - - - -

- : Blank value.
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Table 3—1 Detailed clinical observations of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

(Observations in the cage)

Number Respiratory Stereotype Bizarre behavior
of Pusture Ptosis patiern Tremor / Convulsion  Rolling  Circling Selfimutilation
Group Period animals  Category No. 1 3 1 4 1 2 1 0 0 1
0 mg/kg Pre 10 10 4 10 0 10 0 10 10 10 10
Day 7 5 5 ¥ 5 0 5 o 5 5 5 5
Nay 14 5 5 0 5 0 3 0 5 5 5 5
Day 21 5 5 0 5 0 s 0 5 5 5 5
Day 28 5 5 0 5 0 5 0 5 5 5 5
R-Day 7 5 5 0 5 0 5 H 5 5 5 5
R-Day 14 3 5 0 5 0 3 0 5 5 5 5
10 mg/ke Pre 5 5 ¢ 3 0 5 0 5 5 5 5
Day 7 5 5 0 3 0 5 0 5 5 5 5
Day 14 5 5 0 5 0 5 0 5 5 5 5
Day 21 5 5 0 5 0 5 0 3 5 5 5
Day 28 5 5 0 5 0 5 0 5 5 5 5
30 mg/kg Pre 5 5 0 5 0 5 0 5 5 5 3
Day 7 5 5 0 s 0 5 0 5 5 5 5
Day 14 5 5 D 5 0 5 0 5 5 5 5
Day 21 5 5 D 5 0 3 0 5 5 5 5
Day 28 3 5 0 5 0 3 0 5 5 5 5
100 mg/kg Pre 10 10 0 10 Y 1d 0 ¢ 10 10 10
Day 7 3 5 0 5 0 5 D 5 5 5 5
Day 14 5 5 0 5 0 5 0 5 5 5 3
Day 21 5 5 0 5 0 5 0 5 5 3 5
Day 28 5 5 0 5 0 5 0 s ) g 5
R-Day 7 5 5 0 5 0 5 0 5 5 5 5
R-Day 14 5 5 0 5 ] 5 0 5 5 5 5
200 mg'kg Pre 10 10 0 10 ¢ 1¢ 0 10 10 10 10
Day 7 5 5 0 5 0 5 0 5 5 5 5
Day 14 2 1 1 1 1 1 1 2 2 2 2
Day 21 0 # 0 # 4 & # # # # # #
Day 28 0 # # # # # # # # # #

Values are expressed as the number of animals.
Pre : Pre—administration,

R-: Recovery.

# : Blank value.
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Table 3-2 Detailed clinical observations of male rars in 28-day repeated dose aral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

{Ohbservation on the hand}

Number Muscle Pilo- Pupil Mucous Lacrima- Saliva Body
of Handling Trealing tone erection Fur Ekin Eyes size membrane tion tion temperature
Group Period animals  Category No. 1 1 1 2 1 1 2 3 1 1 1 1 1 1 1
0 mg/kg Pre 10 10 10 0 10 10 10 D 0 10 10 10 10 10 10 10
Day 7 5 3 5 0 5 5 5 ] ] 3 5 5 5 5 5 5
Day 14 5 5 5 0 5 3 3 ] 0] 5 5 5 5 5 5 5
Day 21 5 5 5 0 5 5 3 1] 0 S S 5 5 5 5 5
Day 28 5 3 5 0 5 5 5 0 0 5 5 5 3 5 5 3
R-Day 7 5 5 5 o 5 5 5 0 0 5 5 5 5 5 5 5
R-Day 14 5 5 5 0 5 5 5 o 0 5 5 5 3 5 5 5
10 mg/kg Fre 5 5 5 0 5 5 5 0 1} 5 5 5 5 5 5 5
Day 7 s 5 5 0 5 5 5 0 1] 5 5 5 5 5 5 5
Day 14 3 5 5 0 5 5 5 0 0 ] 5 5 5 5 5 5
Day 21 5 5 5 0 5 5 5 0 0] 5 5 5 5 5 5 5
Day 28 5 5 5 0 5 5 5 0 0 5 5 5 5 5 5 5
30 mg/kg Pre 5 5 5 0 5 5 5 0 0 3 5 5 5 5 5 5
Day 7 3 5 3 ] 3 3 5 0 0 5 5 5 5 3 3 5
Day 14 5 5 5 0 5 5 5 o 0 3 5 5 5 5 5 5
Day 21 3 5 5 0 3 3 3 0 1] 5 5 5 5 5 5 5
Day 28 5 5 5 ¢ 3 3 5 4] 0 s 5 3 5 5 5 3
100 mg’kg  Pre 10 10 10 6 10 1 W 0 ©0 10 10 10 10 10 10 10
Day 7 5 5 5 0 5 5 5 0 ] 5 3 3 5 5 5 3
Day 14 5 5 5 0 5 5 5 0 0 5 3 3 5 5 5 5
Day 21 5 5 5 0 5 5 5 0 0 5 5 5 5 5 5 5
Day 28 5 5 5 0] 5 5 5 0 0 5 5 5 5 5 5 5
R-Day 7 5 5 5 0 5 5 5 ) 0 5 5 5 5 5 5 5
R-Day 14 5 5 5 0 5 5 5 o 0 5 5 5 5 5 5 5
200 mg'kg Pre 10 10 10 ] 10 10 10 0 o 10 10 10 10 10 10 10
BPay?7 5 5 5 0 5 5 5 0 0 5 5 5 5 5 5 5
Day 14 2 2 2 2 0 2 0 1 1 2 2 2 2 2 2 2
Day 21 0 # # # # # # # # # # # # # # #
Day 28 0 # # # # # # # # # # # # # # #

Values are expressed as the number of animals.
Pre : Pre—administration.

R-: Recovery.
# : Blank value.
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Table 3-3 Detailed clinical observations of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis{benzenesulfony! hydrazide) (SR01143)

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza— Respiratory
of Convulsion Giail Arousal _ Urination Defecation Grooming _ Sniffing  backward tion patiern
Group Periad animals  Category No. 1 0 1 4 1 0 1 0 1 0 1 1 1 1 1 2
O mgke Fie 10 10 } 10 0 10 8 2 8 2 10 0 10 Il 10 10 0
Day 7 5 i ¢ 5 0 5 4 1 5 0 5 0 5 5 5 s 0
Day 14 5 5 0 5 0 5 5 0 5 0 5 0 5 5 5 3 0
Day 21 5 5 0 5 G 3 5 0 5 0 5 0 5 5 5 3 0
Day 28 5 3 1 5 0 5 4 1 5 0 5 0 5 5 5 5 0
R-Day 7 3 5 0 5 0 3 4 1 2 3 4 1 5 5 5 5 0
R-Tray 14 5 5 0 0 s 5 0 5 0 5 0 5 5 5 3 0
10 mg/kg Pre 5 5 (] 5 0 5 3 2 3 2 4 1 5 5 5 5 0
Day 7 5 5 { 5 0 5 4 1 5 0 5 0 5 5 5 5 0
Day 14 5 5 U 3 0 5 5 0 5 0 5 0 5 3 5 5 0
Day 21 5 5 ] 5 0 5 5 0 5 0 5 0 5 5 5 5 0
Day 28 5 N it 5 H 5 4 1 4 1 5 0 5 5 5 5 o
30 mg/kg Pre 5 5 0 5 0 5 4 1 2 3 4 1 5 5 3 5 0
Day 7 5 5 0 5 ¥} 5 4 1 3 0 4 1 5 5 5 3 0
Day 14 5 5 ] 3 0 3 5 0 5 o 5 0 5 5 5 5 0
Day 21 5 5 0 5 0 5 5 0 4 1 5 0 5 5 5 5 0
Day 28 5 5 ] 3 0 3 3 o 5 o 5 0 5 5 5 it 0
100 mg/kg Pre 10 10 0 16 0 10 7 3 6 4 10 0 10 10 10 10 0
Day 7 5 5 0 5 g 5 4 1 5 Q 5 0 5 5 5 5 0
Day 14 5 5 0 5 0 5 4 1 4 1 4 1 S 5 5 5 0
Day 21 5 5 0 5 0 5 5 o 5 1] 5 0 5 5 5 5 0
Day 28 5 5 n 5 0 5 5 0 5 0 5 a 5 5 5 5 0
R-Day 7 5 5 ¢ 5 0 5 5 0 4 1 5 g 5 5 5 5 0
R-Day 14 5 5 0 5 0 5 5 0 5 0 5 ] 5 5 5 5 0
208 mp/kg Pre 10 10 (} 14] 0 10 5 5 7 3 10 H 19 11} 10 10 0
Day 7 5 3 v 4 1 5 4 1 4 1 5 D 5 3 5 5 0
Day 14 2 2 1 0 1 2 1 1 1 1 2 0 2 2 2 1 t
Day 21 ¢ # # # # # # # # # # # # # # # #
Day 28 tH # # # # # # # # # # # # # # # #

Values are expressed as the number of animals.
Pre : Pre—administration.

R-: Recovery.

# : Blank value.



Table 3-4 Detailed clinical observations of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4—axybis(benzenesulfonyl hydrazide) (SR01143)

{Observation on the desk}
Number Reactivity Righting
of Visual Touch  Auditory  Pain Proprioreceptive  reflex
Group animals  Category No. 4 2 1 2 1 1
<Week 4>
0 mg/kg 5 5 5 3 5 5 5
10 mg'kg 5 5 5 5 5 5 5
30 mg'ke 5 5 5 3 5 5 5
100 mgikg 5 ] 5 5 5 5
200 mg/kg 0 # # # # # #
<Recovery week 1>
0 mg/kg 5 5 5 5 5 5 5
100 mg/kg 5 5 5 5 5 5 5

Values are expressed as the number of animals.
# : Blank value.



Table 3-5 Delailed clinical observations of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4. 4'-oxybis{benzenesulfony! hydravide) (SRO1143)

Nutaber Grip strength Hindlimb
of Forclimb  Hindlimb splay Locomotor activity count
Group Period animals {g) (g) { cm) o-10 10-2¢ 20'-30' 30-40° 40°-5¢ 5060 0'-60°
<Week 4>
0 mg'kg Week 4 5 Mean B858.20 431.88 7.030 275.6 203.4 157.8 146.2 1022 324 ¥67.2
S0, 22538 70.56 2.059 102.5 872 121.7 102.7 359 953 K32
10 mg'ke Week 4 5 Mean 79952 330.80 8.230 352.6 215.6 184.6 128.2 78.2 142.4 11016
S0 17604 10297 0.926 63.1 75.6 984 78.3 82.1 167.4 3639
30 mg/kg Week 4 5 Meun 90886  271.14% 6.860 404.2 315.0 290.8 2014 164.8 137.0 1513.2
S.D. 13180 65.54 1.852 68.3 99.0 92.5 140.7 932 115.6 448.4
100 mg/kg Week 4 5 Meun 65940  239.84%* 5.260 400.2 276.8 253.0 3114 160.2 60.2 1461.8
S.D. 16132 47.84 1.438 119.5 59.7 125.1 176.1 76.0 84 257.1
200 mg/kg Week 4 a Meun # # # # # # # # # #
S.D, 4 # # # # # # # # #
<Recovery week 2>
0 mg/kg Week2 5 Mean 92166 551.14 6.420 4204 3246 2232 189.6 2162 170.2 1544.2
8.0 14646 99.26 1.479 [3L.5 174.8 186.8 137.1 203.8 76,9 789.4
100 mg/kg Week2 5 Mcan 779.14 560.72 3.560 465.0 303.8 362.6 282.0 230.6 182.8 1826.8
S.D. 9789 11841 1.570 1.5 62.7 106.1 142.8 114.5 55.5 464.7

# : Blank value.
*: Significantly different from the 0 mg/kg group at p£0.05,
**. Significantly different from the O mg/kg group at pz0.01.
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Table 4-1 Detailed clinical observations of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR(:1143)

{Observations in the cape)

Number Stereotype Bizarre behavior
of Fosture Ptosis Respiratory pattern Tremor / Convulsion  Ralling  Cireling Selfmutilation
Group Period animals  Category Mo. 1 3 1 1 1 0 0 1
0 mg/kg Pre 10 10 0 10 10 10 n 10 10
Day 7 5 3 0 5 ) 5 5 5 5
Day 14 5 5 0 5 3 5 5 5 5
Day 21 5 5 Q 5 3 5 5 5 5
Day 28 5 5 ] 5 5 5 5 3 5
R-Day 7 5 5 0 5 5 5 5 5 5
R-Day 14 5 5 0 5 5 5 5 3 5
10 mg/ke Pre 5 5 0 5 5 5 3 5 5
Day 7 5 5 0 5 5 5 5 5 5
Day 14 5 5 0 5 5 5 5 5 5
Iray 21 5 5 0 5 5 ) 3 5 5
Day 28 5 5 0 5 5 5 5 5 5
30 mg/keg Pre 5 3 0 5 5 5 5 5 5
Day 7 3 5 a ] 5 5 5 5 5
Day 14 5 3 1] s 5 5 5 5 5
Day 21 5 5 0 5 5 5 5 5 5
Day 28 5 5 0 5 5 5 5 5 5
100 mg/kg Pre 10 10 0 10 10 1 10 10 10
Day 7 5 5 0 5 5 5 5 3 5
Day 14 S 5 0 5 5 5 5 3 3
Day 21 5 5 0 S 5 5 5 5 5
Day 28 5 5 0 5 3 5 5 5 ]
R-Day 7 5 5 0 5 5 5 5 5 5
R-Day 14 5 5 0 5 5 3 5 5 3
200 mgkg  Pre 10 10 © 10 10 10 10 10 10
Dray 7 5 5 0 5 5 5 5 5 5
Day 14 5 4 1 5 5 5 5 5 5
Day 21 4 4 D 4 4 4 4 4 4
Day 28 0 # # # # # # # #

Values are expressed as the number of animals.
Pre : Pre—administration.

R-: Recovery.

# : Blank value.
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Table 4-2 Detailed clinical abservatjons of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide} (SR01143)

(Observation on the hand)
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Values are expressed as the number of animals.
Pre : Pre—administration.

R~ : Recovery.
# : Blank value.
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Table 4-3 Detailed clinical ebservations of female rats in 28-day repeated dose ora] toxicity test and 14-day recovery test of 4,4'—oxybis(benzenesulfonyl hydrazide) (SR01143)

(Observation in the open—{ield) Bizarre behavior
Number Stercotype Walking  Vocaliza- Respiratory
of Convulsion Gail Arousal Urination Defecation Grooming Sniffing backward tion pattern
Group Period animals  Category No. 1 1 4 i ¢ 1 0 1 ¢ 1 1 1 1 1
0 mg/kg Pre 10 10 10 0 10 1 0 10 [H g 2 10 10 10 10
Day 7 5 5 5 0 5 5 1] 5 0 5 ¢ 5 5 5 3
Day 14 3 5 5 i} 5 5 0 5 0 5 0 5 5 5 5
Day 21 5 ) 5 0 5 5 1 5 0 3 2 5 5 3 5
Day 28 5 5 5 0 5 5 0 5 0 4 1 3 5 5 5
R-Nay 7 5 5 5 0 3 5 0 5 0 5 0 3 5 5 5
R-1xay 14 5 5 5 0 5 5 0 5 0 4 1 ) 5 5 5
10 mg/kg Pre 5 5 5 0 3 4 1 5 0 5 ] 3 3 5 5
Day 7 5 5 5 0 5 5 0 5 0 5 0 5 5 5 5
Day 14 5 5 5 0 5 5 0 3 0 5 0 5 5 5 3
Day 21 5 5 5 0 3 5 0 5 0 5 0 3 5 5 5
Day 28 5 5 5 0 5 4 1 5 0 4 1 5 5 5 5
30 mg/kg Pre 3 5 3 1) 5 3 2 4 1 4 1 5 5 5 5
Day 7 5 5 3 0 5 5 0 5 0 5 0 5 5 5 5
Day 14 3 5 s 0 5 5 0 5 0 4 1 5 5 5 5
Day 21 5 5 5 0 5 5 0 5 ¥} 4 1 5 5 5 5
Day 28 5 5 5 0 5 5 0 5 0 4 1 5 5 5 5
100mgks  Pre 10 10 10 0 10 9 1 e 0 9 1 10 10 10 10
Day 7 5 5 5 0 5 5 H 5 0 4 1 5 5 5 5
Day 14 5 5 5 o 3 5 0 5 0 4 1 3 5 5 i)
Day 21 5 5 5 o 5 5 0 5 0 5 [H 3 3 5 5
Day 28 5 5 5 0 5 5 0 5 0 3 D 5 3 5 5
R-Day 7 5 5 5 0 3 5 0 5 0 5 0 5 5 5 5
R-Day 14 5 5 5 0 5 5 0 5 0 4 1 5 5 5 5
200mgkg  Pre 10 10 0 0 10 9 1 9 1 0 0 10 10 10 10
Day 7 3 5 5 0 3 5 0 5 0 3 ] 5 5 5 5
Day 14 5 3 4 1 5 5 0 5 0 5 ] 5 5 5 5
Day 21 4 4 2 2 4 4 o 4 0 4 0 4 4 4 4
Day 28 0 # # # # # # # # # # # # # #

Values are expressed as the number of animals.
Pre : Pre-administration.

R-: Recovery.

# : Blank value.



Table 4-4 Detailed clinical observations of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SRD1143}

{Observation on the desk)

Nuraber Reactivity Righting
of Visual Touch Auditory Pain Proprioreceptive  reflex

Group animals  Category No. 4 2 1 2 1 1
<Week 4>

O mgkg 5 5 5 5 5 5 5

10 mg/kg 5 5 5 5 5 5 5

30 mg/kg 5 5 5 5 5 5 5

100 mg/kg 5 5 5 5 5 5 5

200 mg/kg 6 6 6 6 6 6 6
<Recovery week 2>

0 mg/kg 5 5 5 5 5 5 5

100 mg/kg 5 5 5 5 5 5 5

Values are expressed as the number of animals.



Table 4-5 Detailed clinical observations of female rats in 28-day repeated dose oral toxicity test and i4-day recovery iest of 4,4'-oxybis(benzenesulfony! hydrazide) (SR01143)

Number Grip strength Hindlimb
of Forelimb  Hindlimb splay 1.ocomaotor activity count
Group Period animals el (g ¢ oy o-10 10-20" 20-30° 300-40' 40°-50' 50"-60" 0"-6{r
<Week 4>
0 mg/kg Week 4 5 Mean 672.42 312.74 4.940 3788 46.2 ne 3094 214.2 140.8 1981.0
SD. 172.84 8428 0.957 128.0 63.3 443 %03 84.6 742 134.0
10 mg/kg Week 4 5 Mean 48224 271.66 3.770 5768 3666 3248 2150 194.6 121.2 1795.0
5D, 10291 52.65 1.098 103.7 109.5 121.7 543 115.5 88.2 395.6
30 mgrkg Week 4 5 Mean 689.76 369.54 4.820 506.2 356.4 2182 2774 203.4 131.2 16928
S.D. 19521 113.93 2.157 110.9 39.7 894 86.8 600 68.5 3495
1M merkg Week 4 5 Mean 73592 344 .20 6.980 463.0 302.4 208.6 194.6 1880 122.8 14794
5.D. 85.19 #1.01 1.370 156.6 96.4 111.7 723 67.3 85.2 479.1
200 mg/kg Week 4 6 Mean 32392 97.12 3.983 196.0 155.7 137.2 111.0 75.5 121.2 T96.5
5.0, 20741 86.06 1.818 204.5 190.4 178.8 147.5 100.4 154.6 936.3
<Recovery week 2
0 mg/kg Week2 5 Mean &19.66 533,46 5350 618.8 3598 2804 213.0 122.0 180.6 1774.6
S.D. 138385 68.94 1.186 141.7 80.8 71.1 76.4 113.2 94.4 4220
100 mg/kg Week2 5 Mecan T3E.68 569.46 5860 704.4 496.6 387.0 287.2 288.2* 265.2 2428.6
S.D. 56.38 123.05 2.776 237.1 193.7 161.2 141.1 95.2 935.8 791.6

*: Significantly different from the O mg/kg group at p=0.05.



Table 5 Body weisht changes of male rats in 28-day repsated dose oral toxicity test and 14-day recovery test

of 4.4 -oxyhis{benzenesulfony! hydrazide) (SRG1143)

Body weight gain

Number
of
Group animals
0 ma/ke 10
10 mg/kg 5
30 my/kg 5
100 ma/ka 10
200 mafkg 10
Number
of
Group animals
0 ma/ks 5
100 ma/kg 5

Body weight (q9) on administration day Day 1-28
1 2 7 14 21 28 g %
159.8 168.1 213.2 278.3 31.2 384.8 225.2 141,306
4,9 5.8 10,0 15.1 237 28.9 29.3  19.867
159.6 168.2 205.4 274.0 48,2 7.0 217.6 1356164
3.6 6.0 10.5 20.7 18.5 0.4 38.4 23,367
159.0 168.6 212.4 2774 336.8 375.0 216.0 135,812
4.9 5.7 7.7 1.3 15.0 18.2 14.8 7.524
159.0 162.9 198.4w% 299 B¢ 3158« 354.1 1971 123.951sx
4,7 5.2 8.0 10.3 13.9 15.2 12.2 4.581
(6)
159.5 162.5 177088 171, Bex - - - -
6.1 6.4 23.3 16.9
Body weight (a) on _Body veight gain
recovery day Day 1-14
i 7 14 g 4
397.2 434.8 4470 $9.8  17.630
§1.0 45.9 5.7 8.5 2.072
365.8 407.2 46,2 Te. b 20340
1.4 14,9 16,1 8.7 2.347

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100,
Values in parentheses are number of animals examined.

-: Blank value,

#: Significantly different from the 0 mgsks group at p & 0.05.
##: Sianificantly different from the 0 ma/kg group at p = 0.01.



Table 6 Body veight changes of female rats in ZB-day repeated dose oral toxicity test and lé-day recovery test
of 44’ -gxybis{benzenesulfonyl hydrazide) (SRO1143)

Number Body weight gain
of Body weight (g9) on administration day Day 1-28
Group animals 1 7 7 14 21 28 g %
0 ma/ke 10 Mean 138.2 143.0 166.0 191.1 215.0 230.4 9.4 66,703
5.D. 6.4 4.2 11.8 13.1 15.9 18.4 13.0 7.191
10 malke 5 Mean 160.2 143.2 164.8 191.0 215.0 91.4 65,380
5.0, £ 2.2 19 2.6 5.9 13.9 11,035

30 ma/ke 5 Mean 138.4 162.8 167.2 190.6 220.0 235.58 97.2  69.904
5.D. 4.8 7.0 10.4 9.6 16.2 210 16,6 10.052
100 mg/kg 10 Hean 138.4 139.4 159.5 191.1 212.9 2271.2 8.8 64.750
5.0. 7.0 6.2 9.4 10.4 14.9 12,3 B.4 4.509
9 (7
200 ma/ke 10 Mean 1391 136,46 155,12 1703+ 179.0% - - -
5.0, §.5 £.5 8.5 23.9 32.3
Number Body weight (3} on Body weight gain
of recovery day — Day 1-14
Group animals 1 7 14 9 ¢
0 mg/kg 5 Mean 240.8 257.6 269.0 8.2 11.862
S.D 24.0 2.2 2.8 10.8 5.101
100 ma/ky 5 Mean 227.0 242.4 257.8 .8 13572
s5.b 15.7 1.7 18,9 6.7 2.831

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100,
values in parentheses are number of animals examined,

-: Blank value.

#: Significantly different from the 0 ms/ka group at p = 0.05.



Table 7 Food consumption of male rats in 28-day repeated dose oral toxicity test and
14-day recovery test of 4,4 -oxybistbenzenesulfonyl hydrazide) (SR01143)

Number
of _ . Food consumption (a/day) on administration day
Group animals 1 2 7 14 21 28

1.00 . . . .
S.D. 1.41 1.6 1.63 2.42 2.9 3.69

30 mg/kg 5 Mean 20.20 19.00 9.9 .28  2.2¢ 20.8
5.D. 1.92 1.58 2.04 2.47 2.09 2.38
40

100 ma/ke 10 Mean 19.40 1600w 17,268 18.70% 2027 20,
S.D. 1.26 1.83 1.35 1.25 1.30 1

(6}
200 mg/kg 10 Mean 19.30 16.50m 12,660 7. 820 - -
5.0, 1.70 1.35 3.61 1.75

Number Food consumption (g/day)
of on recovery day
Group animals 1 7 14

Values in parentheses are number of animals examined,

-1 Blank value.

#: Significantly different from the 0 ma/ks group at p =5 0.05.
w#: Significantly different from the G maske group at p = 0,01,



Table 8§ Food consumption of female rats in 28-day repeated dose oral toxicity test and
th-day recovery test of &4’ -axybis{benzenesulfonyl hydrazide) (SRO1143}

Number
of Food consumption (2/day) on administrasion day
Group animals 1 2 7 14 1 28

30 ma/kg 5 Mean 17.20 14.60 15.76 13.76 15,44 14,04
S.D. 1.79 1.95 1.7% 1.32 2.48 2.54

100 mg/kg 10 Mean 17.00 12.20%% 13,48+ 13,07 13.50 13.36
S.D. 2.26 1.48 1.3 140 1.85 1.8t

{9 (7]
200 ma/kg 10 Mean 17.50 12,508 12.06%% 10,78 10.53%= -
5.0, 1.43 2,01 174 3.5 4.0

Number Food consumption (a/day)

of on _recovery day
Group animals 1 7 14
0 mg/ke 5 Mean 13.60 19.48 2.7
5.b 2.07 1.0 1.5¢

Values in parentheses are number of animals examined.
-1 Blank value.
»: Significantly different from the 0 ma/kg group at p <= 0.01.



Table 9 Urinary {indings of male rats in 28-day repeated dose oral toxicity test of 4, 4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Numnber Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 60 65 70 75 80 85 - * + ++ — - 0.1 EU/dL - - = A
0 mg/kg 10 0 2 | 0 4 3 0 3 5 2 10 10 10 10 8 2 10
10 mg/kg 5 0 1 0 0 2 2 0 2 3 ¥ 5 h) 5 5 4 i 5
30 mg'kg 5 0 1 0 1 1 2 0 2 3 0 3 5 5 5 5 0 5
100 mg/kg 10 2 4 1 2 1 0 3 6 1 0O]* 10 10 10 10 0 0 10
200 mg/kg 0 - - . - - - - - - - - - - - - - -

Urinary sediments
Epithclial cell Urine

Number Small Specific gravity volume Water

of RBC WBC ~ Squamous Round round Cast 1.011-1.021- L.O31- 1.041- 1.050<  (mL/Z1hr,, consumption
Group animals - - - + — — - 1.020 1.030 1.040 1.050 mean+5.12) (g, mean+S.D.)
0 mgkg 10 10 10 6 4 10 10 10 0 1 3 3 10.55¢564  28.246.9
10 mg/kg 5 5 5 ] 5 5 5 5 g t 1 0 10.9046.39  22.8+94
30 mgkg 5 5 5 4 1 5 5 5 1 0 1 2 16201491 35.6+18.6
100 mg/kg 10 10 10 4 6 10 10 10 0 0 3 5 11.45+2.17  29.5+3.7
200 mg/kg 0 - - - - - - - - - - - - -

Color: A = Pale yellow or yellow.
Values are number of animals with findings.

- Blank value.

*: Significantly different from the 0 mg/kg group at p=0.05.
*%. Simificantly different from the 0 mg/kg group at p=0.01.




Table 10 Urinary findings of female rats in 28-day repeated dose oral toxicity test of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Number Ketone Urobili-  Bili-

of pH Protein Glucose body nogen rubin Occult blood Color
Group animals 60 65 70 75 80 R85 - = 4+ - — 0.1 EU/dL - - % A
0 mg/kg 10 0 1 0 5 4 1 5 4 10 10 10 10 0 0 10
10 mp/kg 5 0 0 1 1 3 2 3 0 5 5 5 5 5 0 5
30 mg/keg 5 0 0 1 0 1 3 |4 1 o 5 5 5 5 4 1 5
100 mg/kg 10 4 0 0 2 2 2 5 4 1 10 10 10 10 10 0 10
200 mg/kg 0 - - - - - - - - - - - - - - - -

Urinary sediments Urine

Number Fpithelial cell Specific gravity volume Water

of RBC WBC Squamous Round Small round Cast 1.021- 1.031- 1.041- 1.050<  (ml/21hr,, consumption
Group animals - - = - =+ - - - 1.030 1.040 1.050 meantS.0) (g, mcant8.D.)
0 mg/kg 10 10 8 2 6 4 10 1 0 10 0 4 3 7.7042.63 18.8+5.8
10 mg/kg 5 5 5 0 3 2 5 5 0 5 0 2 2 9.00+2.83 26.2+16.2
30 mg/ke 5 5 4 1 3 2 5 4 1 5 1 1 3 0.3043.73 21.2+7.6
100 mg'kg 10 10 100 0 4 6 10 5 5 10 1 3 4 8.90+2.64 16.7+4.1
200 mg/kg 0 - - - - - - - - - - - - - -

Color: A = Pale yellow or yellow.

Values are number of animals with findings.

- Blank value.

*: Significantly different from the 0 mg/kg group at p=0.05.



Table 11 Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of 4, 4-oxybis(benzenesulfonyl hydrazide) (SRO1143)

Number Lirobili- Bili-

of pH Protein Glucose ketone body nogen rubin Occult blood Color
Group animals 8.5 - ** 4+ + — - £ 4+ 4+ 0.1 EUL — - % A
0 mg/kg 5 5 I 1 2 ] 5 1 2 1 1 5 5 4 i 5
100 mg/kg 5 3 I 2 2 o 5 2 2 1 ] 3 5 4 1 5

Urinary sediments
Epithelial cell Urine

Number Small Specific gravity volume Water

of RBC WBC Squamous Round round Cast 1.031- 1.041-1.050<  {(mL/2Thr.,  consumption
Group animals - - - % — - - 1.040 1,050 mean=S.D.)} (g, mean+S.D.)
0 mg/kg 5 5 5 3 2 5 5 5 | | 15.90£540  35.2+5.6
100 mg/kg 5 5 5 2 3 5 b 5 0 4 1 14.90+1.64  35.0+4.8

Color: A = Pale yellow or yellow,

Values are number of animals with findings.



Table 12 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of 4,4'-oxybis(benzenesulfonyl hydrazide) (SR01143)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 60 70 75 B8O 85 - *x + - - 0.1 EU/dL - - A
0 mgkg 5 0 1 0 0 4 2 2 1 5 5 5 5 5 5
100 mg/'ke 5 1 0 2 ! l 2 2 1 5 5 5 5 5 5

Urinary sediments
Epithelial cell Urine

Number Specific gravity volume Water

of RBC WBC Squamous Round Small round Cast 1.031- 1.041- 1.050<  {mL/21hr.,  consumption
Group animals - — - &% — = — 1.040 1.050 meantS.D.) (g, mean+S.D.)
0 mg'kg 5 5 5 2 3 5 5 0 5 1 2 2 10.90+4.42  20.6+6.7
100 mg/kg 5 3 5 2 3 5 4 1 5 ! 2 2 0.40:3.09  22.4+120

Color: A = Pale yellow or yellow.
Values are number of animals with findings.



Table 13 Hematological findings of male rats in ZR-day repeated dose oral toxicity test of 447 -oxybis
(benzenesulfonyl hvdrazide) (SR01143)

Number
of REC Kt Hb MV MCH MCHC WBC Platelet
Group animals 10%/pL % g/dL fl Pg gidl 0%/ 0%
0 mg/ka 5 Mean 790.0 45,76 15,92 57.9% 20.14 34.80 114.8 126,44
S.0 28.4 1.17 0.39 1.81 0.63 9.25 28.4 12.22
10 mg/kg 5 Mean 754.4 b4 .46 15,44 58.76 20.42 3.7 M.0 119,18
5.9 24,4 1.97 0.43 1.7 0.6 0.76 9.9 10.48
30 mg/ks 5 Mean 74 44 BG 15.44 57.66 19.88 3448 125.8 13012
c.0. 33,6 1.38 6.38 1.90 1.75 0.4¢ 12,3 6.96
100 mg/kg 5 Mean T43.2 43,28 15.12 58.3¢ 20,35 34.96 102.2  165.40%
5.0, 50.6 1.73 0.64 2,19 0.56 L.47 10.0 5.06
200 my/ka 0 Mean - - - - - - - -
5.0,
-: Blank value, (to be continued)

%: Significantly different from the 0 me/ky group at p 5 0.05.



Table 13 Hematological findings of male rats in 28-day repeated dose oral toxicity test of &.4'-oxybis(benzenesulfonyl
hydrazide} (SRO1143} (continued)

Different jal count of WBC X

Number Ret icu- Neytrophil
of Locyte PT APTT Stab  Seg- Eosing- Lympho-
Group animals %. sec sec form  mented  phil Basophil Monocyte cyte Qthers
0 maske 5 Mean 23,0 17.28 27.50 6.80 0.56 0,80 89.54 0.00
5.0 6.9 i.28 1.89 4,39 0.36 9.18 0.28 5.99 0.00
10 mg/kg g Mean 3 14,26 23.90= 2.80 B.48 0,48 0.6 .36 B6.72 0.00
§.0. 5.4 1.44 2.7 1.36 1.82 9,52 0.36 0.92 3.43 0.00
30 maske 5 Mean 28.4 15, Ghew 2478 5.28+ 12,56 0.66 0.08 0.88 80,56 0.00
5.0. 1.7 0.15 1.18 1.37 4,55 0.46 0.18 0.52 5.97 0.00
100 ma/kg 5 Mean IB.0%  14,62%x 2360w 5.84xx 22 48¢x (.54 0.00 1.0¢ 70,00 (.00
5.0. 8.4 0.80 1.9 2.27 6,61 0.4 0.00 0.54 8.84 0.00
0 mlia 0 Mean - - - - - - - - . _
§.D.

-+ Blank value.
% Significantly different from the 0 ma/ky greup at p < 0.05.
#x: Significantly different from the 0 mg/kg sroup at p < 0.01.



Table 14 Hematological findings of female rats in ZB-day repeated dose oral toxicity test of &4é’-oxvbis
{benzenesulfonyl hydrazide) (5R01143)

o T L ) W Y T e e A A B o PR T e e e e e e N D B P e e

Number
of REC Ht Hb MCY MCH MCHC WBC Platelet
Group animals 0%/l % s/dL fL pg g/dl 103/l 0%/
0 ma/ke 5 Mean 762.6 42,48 15.40 56.00 .22 3a.10 B 120.9%
S.D 25.9 0.78 0.37 0.89 0.23 0.23 18.4 12.54
10 me/ke 5 Mean 746.8 41,94 15.%% 5.18 20.26 35.08 2.0  122.88
S.D 2.8 1.49 0.42 1.66 0.54 0.31 7.9 13.35
30 malks 5 Mean 752.2 41.74 15.24 55.48 20.26 35.50 65,6  133.74
5.0 LI 1.98 0.67 0.97 0.38 0.2% 18.8 14.77
100 mg/ks 5 Hean 728.0 319,406 14, 40% 54,27 19.78 36.48 1.4 132.50
5.D. 15.8 1.01 0,44 1.41 0.50 0,44 11.9 17.21
200 mg/kg 0 Mean - - - - - - - -
S.0.
-1 Blank vatue. (to be continued)

% Significantly different from the 0 ma/ks group at p 5 0.05.
##: Significantly different from the 0 ma/kg group at p = 0.01.



Table 14 Fematological findings of female rats in 28-day repeated dose oral toxicity test of &.4’-oxybis(benzenesulfonyl
hydrazide) (SRO1143} (continued)

Differential count of WBC ¥

Number Reticu- Neutrophil
af locyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals K. sec sec form  mented phil Basophil Monocyte cyte Others
{t mg/kg 5 Mean 20.2 16,50 19.48 1.84 5,58 0.56 0.08 0.48 91.36 0.00
5.0, 7.8 0,73 117 1.4 L5k 0.46 0.18 0.44 §.47 0.00
10 my/kq 5 Mean 23.0 16.70 20,22 2 8.48 0.48 0.0 .80 516 0.00
s.D. 3 0.59 1.27 1.18 .65 0.44 0.00 0.63 6,66 0.00
30 masks 5 Hean 4.6 16.02 21.20 4,88 13.12 1.04 .18 1.20 79.60 .40
S.h, 4,3 0.30 1,24 2.94 T.12 0.9 0.80 10.23 0.00
100 ma/ke g Mean 5.8 15.46% 20,08 5.80%  19.92% 1,20 8.0 1,76 T1.44xe .00
S.D. 6.8 0.50 1.67 2.00 7.0 0.18 0.83 .90 3.00
200 ma/kg 0 Mean - - - - - - - - - -
5.0

-1 Blank value,
#! Significantly different from the 0 mg/kg sroup at p = 0.05,
¥ Significantky different from the 0 mg/kg group at p 5= 0.01.



Table 15 Hematological findings of mate rats in 14-day recovery test following 28-dav repeated oral dose of
&4’ -oxybis(benzenesulfonyl hydrazide) (SR01143)

Number
of REC Kt kb MV MCH MCHC WBC Platetet
Group animals 10%/uL % g/dL fL pg g/dl  10%/ul 10%u
0 ma/ke 5 Mean 856.8 46,38 16,70 5 .12 19.48 36.00 109.6 114.28
5.0 16.6 1.15 0.38 0.63 0.40 0.77 5.1 9.49
100 ma/ke 5 Mean B35.4 5.8 16.10 5 .88 19.28 35.12 128.6  115.62
s.p §2.9 2.15 0.75 1.3 0.73 0.47 3.3 15.13

Jifferential count of WEC &

Number Ret fcu- Neutrophil
of lacyte PT APTT Stab  Seg- Eosino- Lympho-
Group animals . sec sec form  mented phil Basophil Monocyte  cyte Qthers
0 my/ke 5 Mean 22.8 20.40 31.56 1.28 60 1.04 0.00 4 91.12 0.00
S.D. 3.5 3.3 §.61 0.44 1.10 0.00 6t 1.80 0.00
100 myske 5 Mean 0.2« 17.60 27.16 1.40 4,32 0.56 0.00 1.3 92.15 0.00
5.0 5.9 1.3 2.69 1.68 0.22 0.00 0.5 2.b4 0.00

*: Significantly different from the 0 me/ky group at p = 0.05.



Table 16 Hematological findings of female rats in 14-day recovery test foliowing 28-day repeated oral dose of
44’ -oxybis(benzenesulfonyl hydrazide) (SRG1143)

Number
of RBC Ht Hb MY MCH MCHE WBC Platelet
Group animals 10%/uL 4 g/dl fL. g gfdl 10340 0L
0 me/ky 5 Mean 809.2 43,80 16.10 5,14 19,92 36.76 T80 14,88
5.0, 22.9 n.89 0.3 0.88 0.47 G.55 15.3 2.28
100 mg/kg 5 Mean 195.6 §2.68 15.42 53,66 19,62 34,62 it.2 120,58
5.D. 36.0 1.71 0.46 1.2 G.50 0.75 17.4 Q.45
Diffarential count of WBC &
Number Reticu- Heutrophil
of locyte PT APTT Stab  Seg- fosino- Lympho-
Group animals X. s8¢ $8C form  mented phil Basophil Monocyte cyte Dthers
0 ma/ke 5 Mean 25.2 16.50 19.38 1.3 §.80 0.6 0.00 1,04 .14 0.00
5.0, 5.6 0.6 0.74 0.22 2.15 0.3 0.00 Ii 2.48 0.00
100 my/ka 5 Mean 30.4 16.48 20.18 1.52 B.16 0.6 0.00 0.5 .12 0.00
5.0 4,9 1.33 1.73 0.52 2.5 0.83 0.00 0.46 380 0.00




Table 17 Biochemical findings of male rats in 28-day repeated dose cral toxicity test of &i4'-oxybis(benzenesulfonyl hydrazide) (SRO114%)

e e e 7 e e e e A P o e e e e N D D D e e e e e A R D D O e e kO DD TP kO D T A P e

Number Protein fraction (¥)
of TP AlG Globulin AST ALT ALP LCH ChE ¥ -GTP T-gil
Group animals g/dL ratio  Albumin a &z B v /L /L UL 16/ L Tu/L ma/dl
9 mg/kg 5 fean 5.26 1.280 56.18 20,34 5.5 15.72 1.42 40,6 23,2 515.8 214.2 4.2 0 0.05¢
5.0 0.17 03z 0.6% 0.30 0.40 0.47 2 31 6.1 nm.7 50.0 12.4 0.05 0.010
10 mg/kg 5 Mean 5,26 1.272 56.00 19,62 6.70 16,14 1.54 50.0 8.8+ 387.0 182.0 82.0 0.78 0.040
5.0 0.23 0.128 2.32 3.2 0.47 0.83 0.2 7.1 2.6 56,4 5.4 26.9 0.04 0.012
30 my/ke g Mean 5.30 1.218 56.9 17.62 .86 17.00% 1.60 28. 0% 2.m 426 210.8 4.0 Q.66 0.044
.D. 9,10 0.043 0.74 1,07 3.42 0.32 5.5 1.1 148.7 48,0 37.0 0.19 0,01
100 ma/ks 5 Mean 5.44 1,322 54.98 17.74 7.20 16, 88# 1.20 11, bwe 0.8+ 520.8 175,0 72.2 0.82 9.070
5.0 0.24 i 1.9 0 1.0 0.72 0.5 0.8 172.0 .5 19.5 0.13 0,024
200 ma/ke 0 Mean - - - - - - - - - - - - - -
5.D.
-1 Blank vakue. (to be continued)
% Significantiy different from the 0 me/kg group at p < 0.05.
#%: Significantly different from the O wg/ky group at p = 0.01,




Tabie 17 Biochemical findings of male rats in ZB-day repeated dose oral roxicity test of 4,4 -oxybis(benzenesulfanyl hydrazide)
(5R01143) (continued)

Number

of Glucose T-Cho TG UN Crea Na K cl Ca IF
Group animals ma/dL ma/gl. mg/dL ma/dL ma/dl mEq/L mEq/L mEq/L ma/dl mg/di
0 ma/kg 5 Mean 157.4 3 10.70 0.38z 141.0 4,874 105.8 9.3 8.46
12.4 1.7 13.32 1.33 0.040 1.9 0.243 0.8 0.30 0.34
10 ma/kg 5 Mean 157.6 51.4 2.4 10.66 0.364 142.2 §.B48 106.2 .28 §.48
8.0 21.9 9.5 7.5 0.9 0.026 0.8 0.249 1.3 0.30 0.52
30 mg/ks b Maan 126.8+ 53.0 3.2 12,22 9.350 142.0 4.724 104.8 9.3 .02
5.0. 13.1 12.7 8.5 2.65 .040 1.2 0.174 1.3 0.26 0.7
100 mg/kg 5 Mean 105, 6%% 70,08 OZ.Bew  15.58ex .38 140.8 4,964 1022+ 2.72 9.3
5.D. §.1 10.3 1.4 1.98 0.029 %8 0.302 £.1 0.28 2.39

200 ma/kg 0 - - - - - - - - - -

-: Blank value.
*: Significantly differsnt from the 0 mg/kg group at p S 0.05.
wx: Significantly different from the 0 me/ks sroup at p = 0.01.




Table 18 Biochemical findings of female rats in 28-day repeated dose cral toxicity test of 4.4'-oxvbis(benzenesulfonyl hydrazide) {SRO71143)

Number Protein fraction (%)
of TP BIG Globulin AST ALT ALP LDH ChE ¥ -GTP T-Bil
Group animals g/dl ratio  Albumin a a2 B 7 /L Wi UL L L Iu/L mg/dL
¢ mg/kg 5 Mean 5.2 1.398 S8.28 18.64 5.18 15.62 2.28 62.0 19.4 292.8 238 4 263.2 1.02 .05
5.0 §.13 0.129 2.28 1,94 3 0.80 0.39 7.1 .8 7.8 3.3 136.1 0.22 g.0m
10 ma/kg 5 Mean 5.4 1.434 58.94 18.2¢ 5.24 15,28 2.26 51.2+ 9.4%4 2568 260.4 309.8 0.96 0.044
$.h. 0.2 (0.084 1.42 1.02 34 0.45 1.17 5.6 1.1 17.4 43.5 2.1 0.09 £.005
30 mg/ks ) Mean 5,52 1,382 58,06 19.08 S.& 15.64 1.78 30.0m= 2.8 301.6 220.6 318.8 0.90 9.054
5.0. 0.22 0.09% 1.66 1.21 0.43 0.92 0.45 5.7 5.8 40.2 i 9 95.7 0.2 0.005
100 ma/kg 5 Mean 5.5 1,460 50.38 18.1¢0 5.3 15.20 1,98 &, Bun 2.6m 3148 227.6 3t.é 1.0 0.064
5.0, .21 0,150 2.42 1.33 0.48 0.7% 5.5 2.1 163.8 4T.6 £6.6 15 9.009
200 ma/ke 0 Mean - - - - - - - - - - - - - -
5.0,
-1 Blank value. (to be continued)
#: Significantly different from the G mg/kg group at p <5 0.05.
s#: Significantly different from the 0 ma/kg sroup at p = 0.01.



Table 18 Bicchemical findings of female rats in 28-day repeated dose cral toxicity test of 4,4 -oxybis(benzenesulfonyl hydrazide)
{SR01143) (continued)

Number
of Glucose T-Cho T8 UN Crea Ha K gl Ca P
Group animals ma/dL mg/qL mg/dL ma/dL ma/dL mEg/L mEq/L mEq/L ma/dL ma /il
0 malke 5 Mean 130.2 52.4 B.4 14.04 0.412 139.8 4.678 108.0 .10 .74
8.0, 12.8 9.5 2.9 2.02 0.038 1.3 0.203 1.4 0.12 9,29
10 mg/kg 5 Mean 123.2 51.6 8.6 14.16 0.438 160.6 4,572 106.2 9.16 7.3
£.0. 16.1 17.4 4.8 1.22 0.019 2.4 0.23% 1.5 0.23
30 ma/ke 5 Mean 125.8 50.4 T4 14,24 6,426 140.6 4,672 106.0 9.2 7.72%
§.D. 10.7 5.1 5. 2.44 0.050 1.1 0.100 1.2 .15 0.7
100 ma/ke 5 Mean 104, 4= 60,2 15.0 17.5%+  0.392 140.2 4,748 104 8% 9,44 8. Obwx
5.0, 3.8 7.0 8.8 1.68 0.011 1.5 {1,665 *9 .39 0.44
200 mg/kg 0 Mean - - - - - - - - - -

-: Blank value.
x: Sionificantly different from the 0 mg/kg group at p
w#: Significantly different from the 0 mg/kg group at p

A BA



Table 19 Biochemical findings of male rats in té-day recovery test folloving 28-day repeated oral dose of 4+4’-oxybis(benzenesulfonyl hydrazide) (SRO1143)

of

m/dL

AG
ratio

Protein fraction (%)

Globulin AST ALT ALP

e . @ 2 B ¥ /L Tu/L /L
25.12 5.9% 16,2 1.62 0.2 2.4 332
1,74 0,29 8.55 0.57 6.9 3.3 66.7
N.%e 58  16.70 1.84 5.4 2.6 3646
6.98 0.48 0.73 30 2.9 3.6 6.0
i1 Crea Na K Tl Ca I
ma/dL mg/dL mEa/L mEa/L mEg/L mg/dl mg/dL
15.50  0.45  143.8 4,360 1046 9,46 7.2
.40 0.042 1.3 0.1%9 1.3 0,32 0.35
17.66¢ 0652 163.4 4502 105.8 7.52
1.05  0.041 0.5  0.042 1.9 0.41

*: Significantly different from the 0 mo/ks group at p = 0.05.

ChE

¥ ~GTF
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Table 20 Biochemical findings of female rats in 14-dav recovery test foltowing 28-day repeated oral dose of 4.4*-oxybis{benzenesulfonyt hydrazide} (SR01143)

Number Protein fraction (%)
of T AlG Globul in AST ALT ALP
Group animals g/dl ratioc  Albumin & %z B ¥ UL U /L
0 mg/ke 5 Mean 5.70 1.322 57.00 19.490 3.9 16.24 2.5 1.8 ELRI 174.8
§5.D 0.28 0.097 1.85 119 0.4t .95 1,08 5.2 2.5 21.6
100 mg/ka 5 Mean 5.72 1,346 57,44 20,05 4,04 14,02 2.4 49 8w 5.2 194.0
5.0 0.25 0,105 2.0% 1.4 1.3 120 0.64 5.4 1.5 1.9
Number
of Glucose T-Cho 6 UN Crea Na K cl €a 1P
Group animals mg/dL ma/dl ma/dL mafdL ma/dl mEq/L mEg/l fMEqQ/L ma/dl mg/dL
0 my/ke 5 Mean 123.4 7.4 17.58 0.484 143.8 4. 484 108.8 §.32 6.02
5.0 16.3 14.2 2.9 1.88 0.033 1.5 0.250 1.6 0.19 0.68
100 ma/kg 5 Mean 136.0 5.0 8.8 18.30 0.452 142.6 §.572 108.4 9.2 5.9¢
§.D. 23.5 12.9 4.7 .79 0.033 0.5 8.12 1.1 0.36 0.81

#: Significantly different from the 0 ma/kg group at p=10
#x: Significantly different from the 0 mg/kg group at p= 0.



Table 21 Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4 ~oxybis(benzenesulfonyl hydrazide) (SR01143})

Itrem 0 mg/kg 10 mg/kg 30 mp/kg 100 mg/kg 200 mg/kg
Findings of animals killed or dead during administration period

Number of animals examined 0 0 0 0 10
Organ: Findings

Spleen: Atrophy - - - - 7
Thymus: Atrophy - - - - 7

Findings of animals killed at end of administration

Number of animals examined 5 5 5 5 0

Organ: Findings

Testis: Small size, bilateral 1 0 ] 0 -
Small size, unilateral 0 0 0 1 -

Epididymis: Small size, bilateral 1 0 0 0 -

Small size, unilateral 0 0 0 1

Findings of animals killed at end of recovery

Number of animals examined 5 0 0 5 0

Organ: Findings

Spleen: Elevated area o - - 1

Values are number of animals with findings.
-: Blank value.



( (

Table 22 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4 oxybis{benzenesulfonyl hydrazide) (SR01143)

Ttem 0 mg/kg 10 mg/kg 30 mg/kg 100 mp/kg 200 mp/kg
Findings of animals killed or dead during administration period

Number of animais examined 0 0 0 ] 10
Organ: Findings

Splecn: Alrophy - - - . 7
Thymus: Atrophy - - - - 6
Findings of animals killed at end of administration

Number of animals examined 3 5 5 5 0
Organ: Findings

Skin of cervical region: Scab 0 0 1 0 -
Findings of animals killed at end of recovery

Number of animals examined 5 0 0 5 0
Abnormal findings 0 - - o -

Values are number of animals with findings.
-: Blank value.



Table 23 Absolute and relative organ weights of male rats in 28-day repeated doss oral toxicity test of 4.4’-oxybis(benzenesutfonyl hydrazide) (SR01143)

Number Body
of weight Liver Kidney Splean Heart Lung Brain
Group animass ] g % 9 ¥ g % g ¥ g ¥ ] 4

10 mg/kg 5 Mean B36 0 N2 332 2718 0.788 (.64 0.188 1,180 0.3% 1.292 0.3%6  Z.060 0.5%0
5.0, 3.7 1.8 0.182 0.219 0,041 b4 0.033 9.005 .15 0.140 0.929 0.047 0.060

3¢ ma/kg 5 Mean 2.6 12.850 3.4 3.074e  0.B72wx  (.688 0.1% 1.158 0.330 1,262 01,35 2.110 0.600
S.D. 18.7 1.389 0.344 0.207 0.057  0.13% 0.031 0.063 0.016 0,100 0.0 4.001 0.046

100 ma/ks 5 Mean 2.6 13.036 4.002%  3.126%  0.964wx  0.710 0.218 1.160 6.338 1.4 0.382 2,074 0.640
5.0. 211 1.746 0.331 0.211 0.03% 0.10& 0.031 0.050 0023 0.103 0.016 0.0mM 0.037

200 ma/ke 0 Mean - - - - - - - - - - - - -

-1 Blank value. (to be continued)
#: Significantly different from the 0 ma/kg group at p Sz 0.05.
##: Sionificantly different from the 0 mg/ks group at p < 0.07.



Table 23 Absolute and relative orgsan weights of male rats in Z8-day repeated dose oral roxicity test of 44’ -oxyhis(benzenesulfonyl hydrazide) (SRO1143)} (continued)

Number

of Pituitary glang Thymus Thyroid Adrenal Testis Epididymis
Group animals m 107 mg 1973 mg 1073 my 1073 g 1 9 X
0 my/kg 5 Mean 11.10 3,140 bhé 8 183,572 18.00 5,074 55.0  15.450 2,652 0.748 g.700 §.198

8.D. 1.25 0.26 1221 38.914 3.8 0.701 b4 1.875 0,470 0.109 0.138 0.033

0 15,380 2.9%  0.834 0.75 0.216
2 1.554 0.184  0.053 0.06% 0.026

30 ma/kg 5 Mean 6 32 TE34 22.154 2100 5.988 5.8 16,440 3,020 0.858 0.678 0.19
3.0, 1.4% 0.3 188.5  47.301 4,84 1.400 §.9 2.309 0,250 0.008 0.073 0.021

100 ma/kg 5 Mean 12.00 3.722 587.4 181,200 16.60 5174 57.0  17.530 2.832  0.880 0.658 0.206
S.D. 1.15 0.550 821 24.09% 3,170 1.428 B.3 2.067 0.382  0.160 0.121 0.043

200 mg/ke 0 Mean - - - - - - - - - - . .

-1 Blank value.



Table 2¢ Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of 4.4’-oxybisfbenzenesulfonyl hydrazide) (SR01143)

Number Body
of veight Liver Kidney Spleen Heart Luna Brain
Group animals 3 § X g ) 9 X 9 X 9 X g %
) mg/ks 5 Mean 2164 6.632 3.088 1,752 0.808 0.452 0.208 0.772 0,340 1.008 0.47C 1.944 0.908
5.0 7.7 0.658 0.214 0121 0.0% 2.049 {.030 0.052 0.019 0.0 0,016 0.083 9.055

10 mg/kg 5 Mean 2188  T.298  3.3e2 1.718  0.818 0.454 0.208 0.77  0.352  0.974 0.448 1.926 0.882
. 8.7 A

30 mg/ke 5 Mean  223.4  T.316 3272 [
5.0, 18.1 1,067 0342 0,

100 ma/kg 5 Mean  215.0 7,918 3.684ex 2746w 0,998 0460 0216 0.758  0.35% 1,010 0.468 1.976 0.922
5.D. 12.6 6715 0.223 0.214  2.058  0.037  0.018 2.057 0.0 0.091 0.019 0.079 0.066

200 mg/kg 0 Mean - - - - - - - - - - - - .

- Blank value. (to be continued)
%: Stonificantly different from the 0 ma/ke group at
#i: Significantly different from the 0 ma/kg group at

BABA

p
P



Table 24 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of &6 -axyhis
{benzenesulfonyl hydrazide) (SR0Y143) (continued)

Number
of Pituitary gland Thymus Thyroid Adrenal Qvary
Group animals mg 107% g 1073 mg 103 ma 10°3% mg 107%
0 mg/kg 5 Mean 13.82 6.442 491.0 227,756 15.08 7.018 80.2  28.058 89.0  41.512
5.D. 1.64 0.964 128.5 54789 1,54 0.547 2.4 114 14.9 7.110
10 mg/ke 5 Mean 14.02 b. 408 530.¢ 242,070 14,22 6.498 85.0 29.780 02.8  47.0%
S.D. 1.19 0.448 9.9 19,200 .84 1,23 2.8 b, Sht 8.8 4170
30 masks 5 Mean 13.86 6.280 L80.6 213,474 18,46 7.406 g4 30,838 2,532
§.D. 1.84 0.588 163.2  464.9% 2.09 1.147 13.4 3772 3.999

100 mg/kg 5 Mean 4.3 6.670 372.6 173,200 13.52  6.320 68.2 31T .2 46,524
S.D. 2.40 0.968 336 9.452 .23 0.809 .7 t

200 mg/kg ) Mean - - - - - - - - . -

-+ Blank value.



Table 25 Absolute and relative organ weights of male rats in 14-day recovery test foilowing 28-day repeated oral dose of &:4'-oxybis(benzenesulfonyl hydrazide) (SRO1143)

Number Body
of weight Liver Kidney Spleen Heart Lung Brain
Group animals 9 9 £ g % q ¥ g ] g | 9 b
0 me/ke 5 Mean £31.2 13,468 3.108 1048 0.710 0.6%6 0.180 .33 6,304 1.436 0,33 2.140 0.502
5.p §2.6 2.%42 ¢.239 0.2 0,084 0.076 0.021 G156 0.0%5 0,965 0.017 0.047 0.049
100 ma/ke g Mean 444 12,632 3.118 3200 0.792«  0.790«  0.1946+ 322 0.326%  1.364 0.338 2.088 0.516
5.0, 18.1 1.483 0,245 1. 304 0.0%4 0.064 0.9 0.05% 0.011 0.121 0.020 0.084 0.022
Number
of Pituitary gland Thymus Thyroid fdrenal Testis Epididymis
Group animals mg 107%% n 1073 mg 107% b 05y 3 ¥ g %
0 ma/ke 5 Mean 12.92 3.020 5042 117.802 21,14 .94 5.8 1374 3254 0.762 1.000 0.234
5.Dh, 1.49 0.475 §7.3 14951 2.01 0.378 8.3 151 .099 0.05% 0,044 0.013
160 mg/ks 5 Mean 11.78 2.910 537.2  133.088 272 5. 350 584 14,482 3 0.796 1.006 .250
5.0, 0.95 0.138 5z2.4 14,402 &6 1.026 5.9 806 G372 0.080 0.063 0.019

*: Significantly different from the 0 mg/kg aroup at p < 0.95.



Table 26 Absolute and relative organ weights of female rats in l4-day recovery test foltowing 28-day repeated oral dase of 44 -axybis(benzenesulfonyl hydrazide) {SRO1143)

Number Body
of veight Liver Kidney Spleen Heart Lung Brain
Group animals 9 q % 9 £ g 4 g 4 g % 9 %
0 my/kg 5 Mean 251.2 7.212 2,800 1,804 3.756 0.534 0.210 {1,804 0.3 1122 48 1.942 0.778
S5.D 22.3 0.957 0.220 0.15%5 0.058 0.0%2 0.m@ 0.058 0.023 0.080 0.017 0.071 0.043
100 mg/kg 5 Mean 236.4 6.912 2.920 1.952 0.82¢% 0,474 0.202 0.820 0.348 1,048 0.444 1.918 0.814
5.0 20,1 0.890 0.209 240 0.034 0.974 0.034 9.1 G.028 .09 0.023 0.057 0.049
Number
of Pituitary gland Thymus Thyroid fdrenal Ovary
Group animals mg 107% e 107 mg 1073 mg 103 &g 107
0 ma/kg 5 Mean 15.24 6.036 §73.8 187,167 16.42 6.590 2 3,218 174 46,918
S.D §.06 1.355 1336 43789 2.56 0.551 12.5 5.008 1.8 T.101
100 mg/kg 5 Mean 15.40 6.548 |e.8 169,672 16.12 £.798 6.4 28.183 166,72 44,992
5.D. 1,69 0.880 66.2  28.53 .40 1.224 8.7 3188 18.1 T.36%

%: Sianificantly different from the 0 ma/kg group at p=0.05.



Table 27 Histopathological findings of male rats in 28-day repeated dose oral roxicity test and 14-day recovery test of 4,4 oxybis{benzenesulfonyl hydrazide} (SR01143)

Irem Omgke 10 mg/kg 30 mg/kg 100 mg/kg 200 mg/kg
Findings of animals killed or dead during administration period
Number of animals examined ¢ ¢ 0 1} 10

Organ: Findings
Parctid gland: Decreasc, zymogen granule

Single cell necrosis, acinar cell
Submandibular gland: Decrease, secretory granule
Sublingual gland: Decrease, secrétory granule
Duodenum: Atrophy, mucosa

Jejunum: Atrophy, mucosa

THeum: Atrophy, mucosa

Cecum: Atrophy, mucosa

Colon: Atrophy, mucosa

Rectum: Atrophy, mucosa

Pancreas: Decrease, zymagen granule

Kidney: Degeneration, fatty, proximal tubular epithelium
Necrosis, proximal tubular epithelium

Cyst

Testis: Necrosis, spermatocyte

Epididymis: Decrease, spermatozoa
Cell debris, lumen

Prostate: Atrophy

Seminal vesicle: Atrophy
Sciatic nerve: Degeneration, nerve fiber

Grade

Tr a4+
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(to be continued)



Table 27 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4 4-oxybis(benzenesulfonyl hydrazide) (SR0O1143) (continued-1)

Jtem 0 mg/ks 10 mg/kg 30 mghkyg 100 mp/kg 200 mp/kg
Findings of animals killed or dcad during administration period
Number of animals examined O 0 0 0 10
QOrgan: Findings Grade
Spleen: Atrophy, white pulp + - - - - 3
++ - - . - 4
+++ - - - - 3
Congestion + - - - . 3
Thymus: Atrophy + - - - - 2
++ - - - - 4
Bone marrow: Decrease, hematopoiesis + - - - - 5
++ - - - - 3
Congestion + - - - - 5
++ - - - - 1
Submandibular lymph node: Atrophy + - - - - 1
Mesenteric lymph node: Atrophy + - - - - 1
Gastrocnemius muscle: Atrophy, muscle fiber + - - - - g
++ - - . . 3
Skin, abdominal region: Atrophy, fat cell + - - - . 2
+ - - - - 2
+H+ - - - - 4

{to be continued)



Table 27 Histopathological findings of miale rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4 oxybis{henzenesulfonyl hydrazide) (SR01143) (continued-2)

Item

0 mgfkp

10 me/ke

30 me/kg

100 mg/kg

200 mg/kg

Findings of animals killed at end of administration
Number of animals examined
Organ: Findings
Lung: Accumulation, foam cell
Pancreas: Decrease, zymogen granule
Liver: Fatty change, periportal
Microgranuloma
Hypertrophy, hepatocyte, centrilobular
Kidney: Degeneration, fatty, proximal tubular epithelium
Regeneration of tubular epithelium
Hyaline droplet, proximal tubular epithelium
Eosinophilic body, prozimal tubular epithelium
Testis: Atrophy, seminiferous tubule

Epididymis: Decrease, spermatozoa

Cell debris, lumen
Prostate: Cellular infiltration, lymphocyte

Sciatic nerve: Degeneration, nerve fiber

Spleen: Hematopoiesis, extramedullary
Congestion

Gastrocnemius muscle: Atrophy, muscle fiber
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(to be continued)



Table 27 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4 “oxybis(benzenesulfonyl hydrazide) (SR01143) (continued-3)

Item 0 mg/kg 10 mg/kg 30 mg/kg 100 mg/kg 200 mg/kg

Findings of animals killed at end of recovery

Number of animals examined 5 ¢ 0 5 0
Organ: Findings Grade

Lung: Accumulation, foam cell + 1 - - 0 -

Metaplasia, osseous + 1 - - 0 .

Tongue: Cellular infiltration, lymphocyte + 1 - - 0 -

Liver: Fatty change, periportal + ¢ - - 1 -

Kidney: Cellular infiltration, lymphocyle ++ ¢ - - 1 -

Regeneration, tubular epithelium + 2 - - 0 -

Hyaline droplet, proximal tubular epithelium + 1 - - 0 -

Eosinophilic body, proximal fubular cpithclium + 1 - - 0 R

Cast, hyaline + 1 - - 0 .

Cyst <+ 1 - - 0 -

Prostate: Cellular infiltration, lymphocyte + 0 - - 1 -

++ 0 - . 1 -

Spleen: Hyperplasia, lymphoid cell + 0 - - 1 .

There were no abnormal findings in the trachea, larynx, esophagus, forestomach, plandular stomach, heart, thoracic aorta, urinary bladder, coagulating gland, cerebrum, cerebellum, spinal cord,
pituitary gland, thyroid, parathyroid, adrenal, eyeball, Harderian gland, sternum or femur.

Values are number of animals with findings.
-: Blank value,

Grade; +: slight change, ++: moderate change, +++: severe change, <+>: presence in "presence or not” basis.



Table 28 Histopathological findings of female rats in 28-day repeated dosc oral toxicity test and 14-day recovery test of 4,4%0xybis(benzenesulfonyl hydrazide} (SR01143)

Ttem Ompke 10 mg/kg 30 mp/ke 100 mg/kg 200 mg/kg
Findings of animals killed or dead during administration period
Number of animals examined 0 0 0 0 10

Organ: Findings
Lung: Accumulation, foam cell
Tongue: Atrophy, muscle fiber
Parotid gland: Decrease, zymogen granule

Single cell necrosis, acinar cell
Submandibular gland: Decrease, secretory granule

Single cell necrosis, acinar cell

Sublingual gland: Decrease, secretory granule
Glandular stomach: Atrophy, mucosa
Duodenum: Atrophy, mucosa

Jejunum: Atrophy, mucosa

Deusty: Atrophy, mucosa
Cecum: Atrophy, mucosa
Colon: Alrophy, mucosa
Rectum: Atrophy, mucosa

Pancreas: Decrease, zymogen granule

Liver: Fatty change, periportal

Microgranuloma
Atrophy, hepatocyte, centrilobular

Kidnoy: Degeneration, fatty, proximal (ubular epithelium

Dilatation, distal tubule

Regeneration, tubular epithelium

Cast, hyaline

Mineralization, cortico-medullary junction
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(to be continued)



Table 28 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4,4 >oxybis(benzenesulfonyl hydrazide) (SR01143) (continued-1)

Tiem

0 mg/kg

200 m/kg

Findings of animals killed or dead during administration period

Number of animals examined
Organ: Findings

Urinary bladder; Simple hyperplasia, mucosal epithelium

Uterus: Atrophy
Sciatic nerve: Degeneration, nerve fiber

Spleen: Atrophy, white pulp

Congestion
Thymus: Atrophy
Bone marrow: Decrease, hematopeiesis
Congestion
Submandibular lymph node: Atrophy
Mesenteric lymph nede: Atrophy

Gastrocnemius muscle: Atrophy, muscle fiber

Skin, abdominal region: Atrophy, [at cell

Grade

-+

+
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(10 be continued)



Table 28 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 4 4oxybis(benzencsulfonyl hydrazide) (SRO1143) (continued-2)

temn 0 my/kg 10 mg/kg 30 mp/kg 104 ma/ke 200 mp'ke
Findings of animals killed at end of administration
Number of animals examined 5 5 5 5 0
Organ: Findings Grade
Lung: Granuloma + 1 - - 0 -
Pancreas: Decrease, zymogen granule + 0 0 0 2 -
++ 0 0 0 2 -
Liver: Fatty change, periportal + 2 2 4 3 -
++ 0 0 0 1 -
Microgranuioma + 0 1 0 0 -
+ (] 0 0 5 -
Kidney: Degeneration, fatty, proximal tubular epithelium + 0 0 0 5 .
Regeneration of tubular epithelium + 0 0 1 0 -
Cellular infiltration, lymphocyte + 1 0 0 0 -
Sciatic nerve: Degeneration, nerve fiber + 0 0 0 1 .
Spleen: Arrophy, white pulp + 0 1] 1 1 -
Hematopuiesis, extramedullary + 0 0 1 2 -
Congestion + 0 0 0 5 -
Gastrocnemius muscle: Atrophy, muscle fiber + 0 0 0 1 -
Findings of animals killed at end of recovery
Number of animals examined 5 0 0 3 |
Organ: Findings Grade
Lung: Accumulation, foam cell + 1 - - 1] -
Parotid gland: Atrophy, acinar cell focal + 1 - - 0 .
Liver: Farty change, periportal + 1 - - i} -

There werc no abnormal findings in the trachea, larynx, esophagus, forestomach, heart, thoracic aorta, ovary, vagina, cerebrum, cerebellum, spinal ¢ord, pitwitary gland, thyroid, parathyroid,
adrenal, eyeball, Harderian gland, sternum, femur or mammary gland.

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change, ++: moderate change, +++: severe change.
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