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m-= b axX €Y 2R B P Y O LAOBBERIKERORSEHAER (EHEI4EE)
gD Sprague-Dawley % (Crj:CD) v FEHAWTERLA, RERI., HEE b
0 GEBEXEEEE . 100, 300 HL T 1000 me/kg & Lo, HEHEL HEETBEE LY
1000 mg/kg SBT3 1 BEI0MT, 100 HX U 300 mg/kg BE5HFHETII 1 HSILEMER
L. SO LEExtEais LU 1000 mg/kg REBEDHEMES 5 PLIC>WW T4 HEOEIEA
BRetT - 1iR. UTOREES,

1. #58RhE JOEERBREF . WThoRSHICEVTHRECFIRED s
75"37‘:0

2. —HREOZEILE LT, 1000 ng/kg REFHOHET T Hl, HT2PoRSERIC—
WHORENS ol BEHOKSRIERBRE TICREEL. EHREE (77—
N—2X :Material Safety Data Sheets-O0HS/1996Q1 ¥ & TFRTECS-1996/Q3) =& D
C OFBIERME OFHMEIC L 5 b D LKL 72,

3. KEBIUEERBICHOWTIL, BEMBEHEERYERSHEOBICERZRRD S
N7, i, RIRE, EFENHRE. MRECFOREDL LRBEAREICEL
THEBRYEREICKERT 3 - ELOSNAELIFADONEA -1,

4. DEDERNS, p-= boRvE L 2GR VEBEF Y 740 1000 mg/kg HEET.
WERMERGICL AHEIT. MRDOATH 7o LEN->T n-= baxXyvE IRy
B> bU Y LOBERMREROKRSEERER (HEU4BRED B 2REEBER.
300 mg/kg TH 5.
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m-= b\ 2R S P Y DL (CAS Noo @ 127-68-4) 3. = baxXs €
TRREET AR AL THESAY | BALRIE o NCEDERBH. 5V BEHPEER
BHoPEMEE LTHVL SR SSTE 225,15 0B8R T, EHAE (F~-7 X~
A :Material Safety Data Sheets-OHS/1996Q1% & Tf RTECS-1996/Q3) &k 0. W%
BTaIlEMHSMTEIN TV S,

Ny 2 F VBILEME. SRICEBERBHEENIIVZ EAHOMINTED . 8
Bli%5TD S50%BIFERIZKEDLDOH 1000 mg/kg YETH B, KIRBYED S » b
BERSTO 506B3EE L. 1] g/kg L@V —F, AERDER. BELUREIC
WHEFHORBEEET LI ENPLHICE->T VS, (BHHE (F-FX—X:
Material Safety Data Sheets-OHS/1996Ql% & T* RTECS-1996/Q3) )

BBMBEOBETRMITH B R LY ik, kiR, BRE bAEKICH L TRVEYT
ZHLTED. ZOELHEEE LTRMKEHDA bAEZ D EVERICL 2EME . &l
BELUFBREENESONTVSEY . 5E. TOCBIFLFMEOREHSRICRSE
WHE) BEO-BLELT. -2 baRUE 2K VT Y U LOMIES v bICE
L8AMRIEREOHEHREERL 12, FLARBRTR, = baxy 207 » b2BRME
EHEEORSHBROBEREBEIC., #RMP A MBSO EVBORE, BHMEBHKEARIC
X 2 BRI SEL S I KB OB EHEBFARE L BIIEE L 7



(5 #1

1. WERMHEB L URSRIEDER

HEBRME & LT, oI nm-—=baRs B2k
Be+ M1 2L (CAS No. : 127-68-4. o v FHFES : BfEmAR. HME : 98 8wt%

AFH :1996.9.12 ) 2HW, AFH%, AaRERELt VI - RHHANERYBEREE
NTERICTRE L,

BBMEZ20% w/v) OBEICNA LS HREFAK (BHEES « 9510AH, SBEEHR
SH) ICEREL, 5, CO0%FKE 6 BRIV 2 %W Y) OBREICERAERL K,
TS RF v VEBIHEL, BERHETHEITRE L, AMIhcREkizFEsR SR
PRCER L1, Kb, BFWEFRCEVT, @RE0oLEHRAR (RBRIEES
C-96-007) HBLUESRBARETEBL/IKHER, 0.2 BLY 20% w/v) BEESHAKER
DEERME T, KBIEFRT CTLOEMIREETH D (Appendix 10-1) | ¥/, FIENZHHBL 2
BREREDOHRMHEOFIIERR., FIEREDI03~105%TH 5 Z &H% (Appendix
10-2) HERE N7z,

2. BMBLUEEAE

A% A ETHA LIcHED Sprague-Dawley k5 v b (Crj:CD;SPF. HAF +—ILZ -
Y-, EREE L7 —4£E) (E1) %6 BECO/O FHEET Lck, —BiRE
ICREOED SN - IR EHASRICH L GE2) . Bl 2EFHMZE
UT. BEE24.0~24. 7°C, EEEL0~65% . #UskkaioE], /b, MEARMILI20%R] (T~
1985 5AT) ICHBE S N/EHBERT, EBREMIK T — Y (220X270X 190 mn) <1
PLgoIRAE L. ERER (CE-2. BAZ LT7HWED BXUKEK (BEFTKEREK %=

1996410 23H

A T I #; 3UC. #f; 350C

A BB & i 63.4~72.5 g (15 67.4g)

\ e : %58, 7T~65.9 g (45 63.2¢)

GE2) 2 5 B4 1996108298 (K - 1)
PSPEBEAE i 114.5~126.7 g (P49 120.4 @)

#: 103, 1~114.5 g (¥ 108.0 ¢)
% AMEEEEANL 1B (58.T9) 3EBRE, HA L1

I kD



BRICENRSETHRE L, 8h, A LB L UREKIC R, KBIcHELA R
HEMEDEZ SN B REEMDIRERBH SN -7z, 2. REMOBENICE/ NV F45H
WT—EOEKESEEBL, SHILBORLIHMA — NicHBRHEES. 1, B
BLUOBYMESELEALTETy— Vit BEEBO®HE L,

3. BBXUBNT

REER. AARFABIICTHARE L CEFHFAERTERE L= boRVE Y
ZNE U BFPYTLOS Yy MBS THRIREBORS SRR (ERitEES
C-96-007) DEEELEZEIZL CHREL /2, BB, #D Sprague-Dawley T v bi
m-=baNsE LRI R BTSN YT L%E 100, 300 BKT 1000 mg/kg OHETT HY
REHS LR, ECHIE (., BEERIC—BEEORENRE I N3 id—ik
BRI AR D ONIEh o T, o, SR THORBBINT - LERRICBEVT H, KB
BRSCERT 3 EELoNAREFRIED oL~ E-T. KRBT, (LB
EAA R4 TRABERAVA8HBORERSEERER - T, HIEE bREE
EHB% 1000 mg/kg & L. UTAKKITHRL. dBITERAREIRE 300 BL U
100 mg/kg 1RGBMERE L, Uk, S bAEMBEIC R ABEHAKEROKREL
720

Bou . REFRPICREOLTVWENOTN S, REHENEOREICRESWT, &
BB LEEAMIEIC L DT - o (AFIRERENEEGRETGHE SN L FlL . B
HIMhAEOMUDNE L PHERI DR » 72 1 FIR B I hSBA LD . SBORKD
FUEMESELUTIOR Uice 58, M & bIEEBEE S LU 1000 ng/kg 58D

&S LR EHNA TR, UBEEOEERARICH W,

gk (EB&E=)
i:3 i3

Bt EE (ARESEK 10 (1~100 10 (31~40)
m-Z oA E AR BRFMIOL 100 mg/kg (2 %, w/v) 5 (11~15) 5 (41~45)
m-2 o ARV B YL 300 me/ke (6 %, w/v) 5 (16~20) 5 (46~50)
n-c bRy e LA VERF YA 1000 me/kg (20%.w/v) 10 (21~30) 10 (51~60)

B S5EOBE)




4. BE5FHE

REER . (LBEN A FI 40 TRAHEZAV 228 HORERGHEERR) IR/EV
BORESE Ui,

53, 1 B 1E. 2868, SH 9:00~12:00 o, 7 v MABELHV THEH
BHSITV, BEREIE. ks bonl/ke & LT, EREHIRLEVESETAEINL
hEEEEICL CEANCER L,

5. RAIAH

1) —IREEDOHIE

R HEB L CEIERRHEZE LT, 80, RUFIOFREF /2 @d, 2O
T, —RREZHRSHEHREE. BEAEIU0CRERO 20 (EERRARBFSIE 1
) BE L7,

2) BEBLCEEEONE

RERGE T, REMBEMEESE 4 8. & 2:8LMEOR SIS X O R
fhid. >V T 18I 2 BOEE THREARE L., H#H5HE D 5 L i20E RN
BTHBXLUEHRBICHEBEDORIEEIT~ 70, £/, REHBETIE, REMEBEIC. B
2 BLIB OISR S L O EHRHBRBE S, 260conWT 18 | BIOSEET 1 B3/
D DEBEEDREEIT - 720

3) &

BEHINARTE (R558230) TR L bHMBSOBE AN O SILEBIRL, £/,
EHEREBREIEK THE (EESE108) CREIERREZIT > cBYWLFE. WIh bH92485HE
Ky — JIINALTIRR L, UTOHBIZ>DWTRE L/, 18H. . B, EO. 8.
vk, EYVEY, oty ) =S UBLURBOREICE. BMEREr— VICX
E LT ARSI S R E RV 2,



I8 | MEEBLCEMARE - B a

IRE AE X (REBAZNETRT)
E R A o

HE FEiE K (AB200)

pH, #il, &H. ¥

7%7W,Euwty,} SREMLE 7 ) =F v 7 200 (50 T4
Taby =4y

it SR S EEME

4) IMERFHIRE

1SRRI T L CEIERBR K THOSHRRIRT 5. 2F & 18700 L24KSE A
VDB, NYbSNEY — VBT THRIERENRE O EDTA 2K ZHugtEH & L
THEMU. UTOEBIC>OWTRE L, BB, 7o bor B HEEIUEERS b o
YRT S XF UEBREIOREICE. 7 VB MY T LA GUBHER & LTI L 7o = B

Wiz,

by | H B OF B O A B &

FRIMBREL (RBC) BE (BKIEHE) Coulter Counter Model S-
PLUS IV (I-#4-LV7baz4i)

3 M EkE (WBC) v ( ” ) ”

e x5 (ih) BE (REER) ”

SEHFR MK R MCY) 7 (BSIEDLE) 7

M/ EL v (BRIEHUE) ’

~2 b7y MEHE) & (RBCXMCY % 0. 001)
FERMmEkm@aEEMCH)  ~ (1000 Hb, RBC)
SEHFR MM BRI R R & (MCHC) ~ (100 X< Hb,/Ht)

mil
—+

A ek ¥R RE FRMBHER, BRI E
Wright-Giemsa #f8)
FAIRAR MR LR Brecher & 1
A Y INMELLER RE Wit itk b ”
‘ B (R
7o o EVIREPT)  EEERME CA-3000 CREERET)
%ﬁ%ﬁﬁ}mywﬂfﬁﬁ) FEAELR ik ”

F 1o, BREFICEE SN KBEBEROBRHERLER LT, Wright-Giensa HEZH
L, BHELIEHRMETRE Ui, 1. N1 MR-V, 1REHAMK T H
RIEOBEEBERL L OSHEHEOS, BLEGREEREZERL, REL



5) MEREALFERIRE
IR O MK FHREO - HORIMITH[ 2B E . ~ ) YEHEEHE LTREL. Z2h

ZhinfE ez L CUTOEBRDWTRE ST ko

b ] H fl o B # &

WEBRE oLy b BEULAREE O ER
COBAS- PARA (w2 a)

FNT I VBE BCG #: BELAREIZEBOTER
COBAS- FARA (m v a)

BILARTFe—NEBE COD - DAOSH: %

7V EEE Va¥H-¥ - G6PDH & ”

FREZFRERE (BUN) oL7-¥ Gl. DHEE ”

IVTF=VIEE Jaffé B (Rate) ”

VY72 A7 -G (ALP)  p-ch7=sl) R R B ”

GOT & SSCCH: ”

GPT TE#E: SSCCHR ”

LDH ¥4 Wroblewski-La Due & ”

ANy A BE QCPCH: “

) IRE =) 75 BEEL ”

(Inorg. phos. )

IS4 PR EE GPO - DAOSE: ”

r- GTP #E# 7 = IN-3~IESy-4-2 b7 o) PRV ”

AINESEVRBE  RESOFEY AIREN IR
UVIDBC-610C & (AHASN)

A/G L ‘ A _ —_—

F YO ARE 4 A BB 2 BEYVERE I S EEA0S (AXT)

AUy A(EE ” ”

jﬁﬁ]ﬁﬁ Y ”

Tl F INESa b v BER. BEHERTHREOBENER B L OEHEBR DA,
BRESY ORFEERWTHREL 720

6) FERRE
R ORI & s . BB U THEBIRE O L CROER L 205, BEb
B ORIRBERE T - 0 E/cy STMOR FFH. BH. BB B2 2 4RO
BRAELTY. SEEERENREOHRETHRLT. ThENOENERLERL %,
Soiy Bh BB TEE BR. -y~ PR (LRAMKESD)  BTR
(EFRESE) o O B, FE. B, R B, S, B e, 28,
B I, B REELE - GOREL HE MG, RIS, BEE (KEEE) . AEWE. B
B (TIE) %L ONBREZLOED >Nk BE - BRE 0.1 M) > BiBE 10%
ww ) Vil (ol 7.9) THEEL A, WESMREG. R5HIETRIRDNOS 5
1000 mg/kg BREB B IOBEENBEORK.. FH#H. OB, XBESEH. FE. B8,



FRAg. BIES. LEWE. BB IOWEC VT, 574 VEER Nv ity y - x
A VVRABEREMERLUTERL . /. 2HOHBRATRCEVTARNICRENFED
Shi-BMOREBICOWT AR, BBPHREZERL /2.

1000 mg/ke HeFE o MBI TR ERED O | FI (EBWMES © 22) TUEBRSH
R THEIZIT - KRKRECEWT, BOBIMREARD oo, JOEMOEIEL &
OB OTREEREZROR B E R L 720

6. Werl L

(FE. BHE. RiRE (RE. HH) | IRFIRE. NEELFIREL SCREER
HETEONEEL LITL T, BRI L EESEL XUERREEE RO, £ Bk
HOBENBRNEREED 3HULH5BE1E. Bartlett OHKIT & 3B O—Hk
HEORE (FEKE: 5%) 2TV, 2VWT, DEAFKLEEE. ~TEEEOHES
Fredwv, BE (FEK%¥: 59%) ORI Dunnett &2 Wik Scheffé OB TEE
H#2iT o700 —H DS —BRTHVWIFEE Kruskal -Wallis DIENRE TV BE
(BEA® : 59%) 105 Dunnett B & 30 id Scheffé MOBEKTEEILKE 21T-
foo EHBBNBENBEERED 2BRLILABAICE., FHHTHIIF Student Dt
BE. FEIRTHNIE AspinWelch DMEEIC &b WEXEN & RRMERTH
DEFIIEDEDREZIT» o IO REEBRARIC>DVWTHE, 27V —FHF LT
—# % Mann-Whitney @ U BEIC XD, /ol B L — FOAFEE. Fisher OEEE
BRORMREIC L0 BENIER - SEBRMERS R EDOBOEEEREZT-/2 (B
BKHEE: 59%6) o



€] 2]

1. —A%IKRE (Table 1-1~1-2, Appendix 1-1~1-4)

—RREDE(LE LT, ##E5HEEICIE. 1000 ng/ke REBEOH TR, HL26T,
FHEERICHRENS o1/, BHORSINERBERICEEEL T, —F, KF
ISR & 7o RIEENTEHEN FRBL DM 4 6, # 1 #1, 300 mg/keg IREHMDHE | FI78 5K
1000 mg/kg REBHOMMES 2 F T, BRIRZHABEEXNHIEOM 1 FITHSNIH,
WEFNORABIKE LB L TR ) » 1o

BIERRBERIC . BREHETCHPRENZD SN/ B EE UFIT, M E
BAREAN, EEXMBEOM 1 #1000 ng/ks REFOE 2 HlIZH SicH, WTh
by CORHDT v b TREFICA N, WHBRWHISER L 22 LTSV E ¥ L7,

2. tA%E (Fig. 1-1~1-2, Table 2-1, 2-2, Appendix 2-1~2-4)
5 IR B L ORISR A8 U T, s A e & R E R 5 8ok
BIZREEENRH ORI - Feo |

3. 18eHE (Fig. 2, Table 3-1, 3-2, Appendix 3-1~3-4)
#E B L OEHERBRIAMZE U T, MR ae & KR ER SR OTIgE
EERICIIFEENRDONIM T,

4. W& (Table 4-1~4-4, Appendix 4-1~4-14)

BEHMETEDORE TR, 1000 ng/ke IREEH O 1 FIT, HEMIGHROIENE
KLtz T 1FNE. BHERBRMNAR THORE TRBMRIENHEHE L, £/, JOH
oW Tid, Hiebk L UBRROREESENREZT - o0, BROKEIIFHEE MR
ENHONIDATH -1, BRICRKREFRETCELEEDSNEM T,

Zzofh, EA. EYLEY, F o EBXUOYOEY S =S U B RSB L S
BENH D RikERIC EEMK. AMmERE 2 3ERIEEINLFbd -7, WTh
b, TOHEEE S 2V RBEICHRIKERARD SNEh -7z, BH, ZOMORER
BicoVWTid, B RE & RN ER SR EOMICERAD S LM S

EEABRAHEK THORE T, 1000 ng/keg HR5HOH 1 AITEROTSBHERL



foo Ko, BREIIRBEDM 1 Fl. 1000 mg/ke BEFOMAGITY b L ENBHEE
e ER U ic, ZOMOBRBIABIZOWTIR, BESHEEE - WRMERSE - O/BICE
BERDH SN -1,

5. In#wEFEE (Table 5-1~5-8, Appendix 5-1~5-24)

RS TR O M EFHRE TiE. 100 mg/kg HBREBOMT. N2 b7 ) v MEB L
UBIMEEROBEELEIDA, 300 ng/kg ISHOHEET, ~< b7 U v ME, BiIBkEE &
CIMVMRB OB EILFDH. 1000 ng/kg BEBOET, A< b7 ) v MEOHEX
OB Sz, BEXBRPMKRTEORE T, 1000 ng/ke RS5O T H MK
HOFELEMEEERS bo v R 2F VIEHOBERERVPRD oI,

RELIEE TIROFHEKRE T3, 100 ng/kg RFEOH T HBEFIKD L UFRFERRAM
MOFEBELEMS SN, BRI, Fik, HFERERK, BRKRBIEEZUME
HOFBEZRDH, 100 ng/kg BESBHOMTHHHEMEROFELRDA, 300 mg/kg &
HEOH T B kD X TR OB BILEDHL 300 ng/kg REHOM CH DS
WIROFEGBDLE SN, ATRFIROFELEMAN. 1000 ng/kg REBE QU T
PEEREER, fFHRER. SFEEER. BHLRMEEE L UM/ EROBELEDNA ST,

EERRLE THOBHBRE TR, 1000 ng/kg BEHOH THIBHFROEE
1S3EMNE K CHFBRM OB ERBLRA S i,

HEHES THROMBFHRETIE. /1 V/MEOE[LZA SRS 1o, EliE
RBRUEK TEHRORE IR, TR -1, ZOMOBREBEIEEIZ OV TII, BT HEEEE W
BMEIR SR OBICEFBED ONED 1,

6. IMikA r2EfIReE (Table 6-1~6-4, Appendix 6-1~6-12)

SR THOMEELEIRETIZ. 100 ng/ks BREHOECOTERBEORE
15 ERA 300 mg/kg 1REHOMETH M) T ABESLVERBEEORER ERL SO
HY T LBEOEERETIA LN, 100 16N 300 mg/kg RSEBOMETIE, +
P LBEBIUAY D LBEOFRIETAA o0 1000 ng/kg REREOM
HE b, MEE(LENREBEEHICIRBRYBERSOEZBERD SN -T, A MNET
DEVEER, SRBHT 1.6~1.8%Tdh-7A, 1000 mg/kg S HTEIMEL L
1L4%TH O, HTIRFEETERICEEEND - 72,



ElIERBREINE THORE T, 1000 ng/kg BEHROH THRENEBEDHENKT
BLUF b Y v LBED ERME SR,
ZOMOBRBIEE T, AR S HRYERSHORICEEZRAD SNED >,

7. WEFNRE

1) Z2EEHE (Table 7-1~7-8, Appendix 7-I~T7-12)

RSB TESIRSITIE. 1000 mg/ks REHOMTAINMEOENER & L HEY
HENERICED L, TOMICIIBESRE S HBRMERSHLOMICARZEEAY S
nish -7z,

2) Blkkpr R (Table 8-1~8-4, Appendix 8-1~8-4)

BEHRK THSRTIR. THY o/ @OERIERSREOE | §lT, MiTERE
BE B RIS XIREEOME 2 F1. 300 HLU 1000 mg/kg HEHOHZ 1HIT, I
BEOBEN 300 ng/kg HEHOM 1 fIT. BB TRIBFROWIEN 100 BKY
1000 mg/kg BEHOHES 1 FlT. FUEL 100 ng/kg REFHOH 1 #iT. BEBXH
1000 mg/kg 5B DM | F T, JFHTIR#EED 1000 ng/ke BEFOMHES 1 FiT
BEIN, £/, BROFRBENWERSREDCE 1 fIT. KEOREE IHEMN
IR REEDHE 1 BT BiEA BRI REROME 2 Fls XU 1 §1T. BOEFREDOIERMN
1000 mg/kg HE5HOM I fiTThEhLsoNLH, WFROFRRLERZRKEDOS v b
HERESHEEICEDSNBFHATH 3 L0 5. HBRMERSICERT 2L TIRTV
LHI Lc,  BHEEBRIMR THOSR T, MOBELAN 1000 ng/kg SHDIH 1
FIT. BBt & OBREIEENREO | FI T, B TIIRBEROHRL HEICE->T
BEHRISET T 2 BEEEIRE) A1 1000 ng/kg RSB O | §I<T. BIGHEBTREID
1 FT. FRO/NEGERLED 1000 ng/kg BEHOM 1 FlT. REOREMN
1000 mg/kg ISEOE 1 HIT. HEH 1000 ng/kg RS5O 2 Fl. BT OHEBESH
FEAS 1000 mg/kg IRSBEDIE 1 HIT. FEREOWRMNEETREEORM | flTBREI NN
WTFNOFRRLERMDOT v McBREINE &N S, WRIEREICERT3LEX S
NBBESHEEIL TSV & Hl L7,

3) FREEMHAEFERIAF R (Table 9-1~9-4, Appendix 9-1~9-4)
REHMRTEIRGIO S 5. EEEEEE 1000 ng/kg HE5HORPEBENIRET

(&< BT CPRYARE B o fe b @B D2 F) <, FEE T RS E M FEE O i 25

T, wEaREEIEEOMO2F T, BRCEIKEIIFHEERHRBENMFEOE 2L



L UHER 3F) T eosinophilic body AVEREXIMBEE O 1 #l. 1000 ng/kg XG5O
2P, EAaA 1000 mg/kg SR | FIT. BLOWEEL 1000 ng/keg G5B O
1 BT, REREERMI BN AR REO 1 fITh o, BTR. L X UHE
ISIFBER B K URKBIEIED ZC BEDOREN 1000 ng/kg IR5E DM | FITH SNIHN
1000 mg/kg RSBEDOMOMEITIZIEEAL | 1000 ng/kg HREHOMICLREEIRD o0
Bin-tee ZOM. M. BFHE. O, 318, LEBRBIUABEEHECRERRSL,
W NORIBRRE N R bR FHNERERZD o iih - 1

RS TRIRAIC BV TRRIIZEENA SN B0 5 B, THY v/ EOE
KDA S NI RREO L | FITIURERBEHIREDER. THY LM 3
HRfaDBFRNRD S, HREICRORAEE L IIBESNBED SNEYD S bia
BxBE O 1 6172 500 300 BLY 1000 mg/kg REBHOEZNEN | BITIRIED
A, & EDREMNA S/ 300 ng/ke BRI BOM TR DM LE L R
ENBH LN, BROWRMNA SN 100 ng/kg HSHOMH | Flis LU 1000
mg/kg RSO | F GHE) TE, VTN HEBFEMICLFLOEESEI SO, 8
EMERE BD S NI T DT BE S - 7c. ERBRINCERICKHEMEAA LN
7o 100 mg/kg BREBOHE 1 Fl. BROBERNA Sz 1000 mg/kg REBHOE 1 D
BRI, WTh b REOIFEEMRMEN D NN Z O EE RS -7z, Ec,
PP AR A S 7z 1000 mg/kg REBOMES | FITIR. PIREREREL (LA ER
BoONIDHTH > 1c, BBEROFEENS SNIBEHGBE DR | #1CIIABMERFEN
EH o, KETREENEEMBEOHES | §IT, HiRKS S U RENERRED
H2HT, zhEnFvohis,

EHEASRAE TEERREID 5 bRRICRENA Shic TR, HoBREaIRD
Stz 1000 mg/kg RSBEOH | FicRIFOHIMA, s MEOBENH ONIEHNER
BEDUE 1 B CIRINEDREILAED b i, BRORMEROUHRL GRRICE - THEY
RISETT 2 HRABGKE) HA o0t 1000 ng/ke R5EO% | HITIE eosinophilic
body BB oNtz, BROBMNS S NIERMBEOR | §Tid. @SBFEICH
BROBEAERINEL, REOFEEMRMEE L cosinophilic body MWD S
iz FFBT/NERNEBABICA S/ 1000 mg/ke I SEEDME | FTI3FIIRE BEIEIER L
. BB THBSROHAENS SN 1000 ng/ke RFEOM | FITRIEEEOKIRT OlE
S OIS S, FEREOIENRA LN EEHIREIOM | FITR, RIEMRBFESN



BREICBVWTTFEREOHETH A ENBRINI, ¥, HENICEENA SN
1000 mg/kg RSB OEOKETIE. BB S TITRENRD o,



€7 %]

m-= bR ¥R VERF P LD 1000 300 BLU 1000 ng/kg % HEHED
Sprague-Dawley % (Crj:CD) T v bic 1 A 1M, 28BElX -~ TREZOHEEL
teo ZDFER. —MIREDZE(LE LT, 1000 ng/kg RS HOMEOLZ KA T, RE5EH
BIC—BHEOREN A S, BADRSATERBERICIERE LW, HEHMHEICIE,
BH LURMICHT 25385V RIMHENEET 5 &0 REIN TV B9 (BHEE (F—
% ~—2X :Material Safety Data Sheets-0HS/1996Q135 & C*RTECS-1996/Q3 > 2k 3] .
ARBRTALNIRR I, BEMEOREEICLARIETH 5 LIS 5,
REBRETR, HEBRKTEOKRET. 1000 ng/kg HEHOH | HIT. BOEIMNR
ICFEHEASZR®D S re, EIFIOEMREICIIIFEEMRMENS SO, E(LORER T
CBRETHY ., MEHEMTFIIRES T B EALDEIILRBDONEIFRTHE 0
5. WERMEIC L AHETREVEHN L, O, APIOBRCERELS LI
Mofefedd, JOBMOBREREIZT S EETEEN -, o, BIEARARMKT
BRDRETIE, 1000 mg/kg REHDHEAFIT, 7 b ESIBIEE 1o BEEG MR L 7odY,
REHERTEORETIADONT, MENLLO LML,
BRMEOBESELILAY TS 5= burvErid, Bl A TS oL VIiEL &
UBHROMBEZAE I T ENMOATVE DY | A INESOEVORIEL LT
WA VIMEDBREEEBLUIA, 1000 ng/kg RSB OMHICEWTA PNESDE Y
BEOETHZDONIDAETH T, OELIX. ZOFRM» SERFHERIIDN
WHO LR L. O, MEFEHRES L CMKENFENRETE, W21 DIRE
TEEENBED LN/, X 0T, HOANT M7 Y v MEDEE R FERMERSEDO2TT
BESBHICHLE L TREENBD o), tolBFAREEB ICREENEDLHON
TWI &L BHEAICBWTHAE 2 EFIciThbiicfthio 3 AD28BMREE DR S HHER
SROBEDEEHBEHON M7 )y ME[ BHE : UV VBN R (2-TREFVIFL)
IRAFN, B I—2F AN, N2 hsUy ME (Mean®S8.D.) :41.4£0.7 %, %5
WME: A-T3I) -1 —FT7F VL2 RUKRVEEF MY L, B FREK ~NThIY Y
ME :42.922.2 %, BBYE : Dy soaonF LTIy, BE - A AN N3
7Yy ME:40.9%1.3 % NCHERL T, EREOHBERETSEI L /EE BEL S0,
1. Eo. BHBRE TREBRMEARGHOM,ELRICEELBLNS S, RE



HRBFEENITIEEED 5 VIR EMEE L ™R T 2 RLEEBD oW I Eh 6, R
VEBARRSEHET TR, Mikd 5 VILEMBKICEEERIZI VLMW L7,
SEEE T, 1000 mg/kg REFHTCENBEBNFRICHD LA, REBEAGFEY
ZLRZBED SN o fofcdd, HBRMERGICERLAZTIZEW S ML 70,
UEDRERICESE, SEORBREH T COMBRMHEOREEE ML b 300
mg/kg TdhH 5 & ¥EFL 7,
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Fig 1-1 Body weight changes in male rats orally administered with sodium mnitrobenzenesul fonate for 28 days
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Table 1-1

Weekly summary of clinical findings of male rat rally administered with sodium m-nitrobenzen. Ifonate for 28 days

Number of animals with clinical signs

Clinical signs Group Number of — Days of administration period — — Days of recovery period — — Total —
(mg/kg) animals * -7 8-14 1521  22-29 1-7 8-15
Control 10 ® 0 0 0 0 0 0 0
Transient salivation 100 5 @ 0 0 0 0 0
immediately after 300 5 (O 0 0 0 0 0
administration 1000 10 ® 7 4 5 4 0 0 7
Control 10 ® 0 2 2 4 1 0 4
Crust/Loss of fur 100 5 O 0 0 0 0 0
300 5 (0 0 1 0 0 1
1000 10 (5) 0 1 2 2 2 2 2

% : Parenthesis indicate number of animals in recovery period



Table 1-2

Weekly summary of clinical findings of female 1

, orally administered with sodium m-nitroben. .sulfonate for 28 days

Number of animals with clinical signs

Clinical signs Group Number of ~— Days of administration period — — Days of recovery period — — Total —
(mg/kg) animals -7 8-14 1521 22-29 1-7 8-15

Control 10 & 0 0 0 0 0 0 0
Transient salivation 100 5 0 0 0 0 0
imediately after 300 5 (O 0 0 0 0 0
administration 1000 10 (5) 6 5 6 3 0 0 10
Control 10 ® 0 0 0 1 0 0 1
Crust/Loss of fur 100 5 (0 .0 0 0 0 0
300 5 () 0 0 0 0 0
1600 10 () 0 2 2 0 0 0 2
Control 10 (5) 1 1 1 1 0 0 1
ExophthaImos 100 5 (@ 0 0 0 0 0
300 5 (0) 0 0 0 0 0
1000 10 G® 0 0 0 0 0 0 0

Parenthesis indicate number of animals in recovery period



Table 2-1 Body weight changes in male rats orally administered with sodium m-nitrobenzenesulfonate for 28 dayvs

Administration period ( day ) Withdrawal period ( day )
Group
ist 4th 8th 11th 15th iBth 22nd 25th 28th 1st 4th 8th 11th lath
(10} (10) {10 10) (10) (10) (10) (10 (10} (5} (5) (5) (5} %)
Control 120.5 148.0 184.4 211.9 246.2 272.4 207.2 333.4 355.5 354.7 374.5 396.8 410.8 433.5
3.3 +3.3 4.7 6.1 8.7 9.8 +11.4 +13.6 £37.2 £10.5 £13.9 $15.1 +15.4 +19.6
(5) (5) {5) {5) (5) (5) (5) (5) (5)
100 maskg 120.0 146.6 183.0 208.9 242.6 268.5 302.4 327.0 350.7
2,1 5.5 6.7 7.0 18.2 7.7 210.5 +11.6 t14.
{5) (5) (5) {(5) (35) (5) (5) (5) (5}
300 ma/kg 119.6 144.3 179.0 204.8 237.5 265.9 300.2 325.7 349.7
4.2 26.0 *B.7 *8. +10.2 +11.2 $14.3 $15.0 215.4
(10) (102 (10) (10) (190) (10) (10) (10) (10) {5) {(5) () (5) (5)
1000 mg/kg 120.9 146.9 185.2 211.2 247.8 274.0 310.0 335.0 358.8 385.0 377.1 405.9 417.2 440.1
3.2 4.8 6.4 8.3 9.1 +14.7 $15.0 £19.0 $19.2 $21.3 $19.6 +22.0 122.8 +27.0

Parame%e; H Eean(q)is.D.



Table 2-2 Body weight changes in female rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

Administration Pperiod ( day ) Withdrawal period ( day }
Group
1st 4th 8th 11th 15th 18th 22nd 25th 28th 1st 4th 8th 1ith 14th
t (10 {10} (10) (10) (10) (10) (10) (10) (10 (5) (5) (5) (5) (5)
! Control 107.2 127.8 150.9 165.8 181.4 194.8 209.4 220.2 230.6 234.5 246.2 261.8 265.9 275.4
; 2.2 2.7 6.9 39,4 212.6 +16.0 +3i8.8 $19.5 222.1 $22.2 +26.7 +24.6 £22.5 $29.4
) (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 106.4 127.4 149.1 161.3 176.8 188.2 204.6 213.7 228.7
2.9 $3.9 6.3 +10.2 £13.9 +14.6 *16. +17.0 +19.6
: {5) (5) (5) (5) (5) (5) (5} (5) (5)
: 300 mg/kg 109.5 131.3 158.3 172.7 192.4 206.1 224.6 233.7 248.0
! 2.1 .8 26.7 *10.0 $11.8 *10.4 9.5 *+11.8 *12.3
(10) (10) 10 (10) (10) (&0} (10) (10) (10) (5} (5) (5) {(5) (5)
1000 mg/kyg 108.8 128.8 151.3 165.8 182.3 195.5 211.7 225.9 237.7 241.5 255.9 268.9 275.5 287.2
3.2 4.4 +7.8 *+i0.6 +12.5 $15.9 $19.4 $21.3 +22.8 +32.7 +37.4 $38.8 +43.7 £43.9

Parame%e§ : gean(g)is.D.




Table 3-1 Food intake in male rats orally administered with sodium m~nitrobenzenesulfonate for 28 days

Administration period (day) Withdrawal period (day)
Group
1st 8th 15th 22nd 1st Bth
|
! (10) (10) (10} (10} (5) (5)
! Control 17.7 22.9 26.3 28.2 29.7 30.5
; $1.4 +1.8 22.2 £2.2 +2.3 $1.9
(5) (5) (%) (5)
100 mg/kg 17.6 21.7 26.9 27.9
£1.0 1.7 1.9 £2.0
(5) (5) {5) (5)
300 ma/kg 17.9 21.1 26.0 27.5
1.1 £31.1 +0.9 1.2
(10) (10) (10) 10) (5) (5)
1000 mg/kg 18.4 22.1 27.3 29.0 30.6 30.4
21.6 1.3 2.3 2.2 1.5 £2.1

Parameter : ﬁean(g)is.D.



Table 3-2 Food intake in female rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

Administration period (day) Withdrawal period (day)
Group
1st 8th 15th 22nd ist 8th
(103 (10) {10) (10} (5) (5)
Control 16.3 18.2 19.2 20.9 23.8 23.2
*1.2 1.7 +2.8 +3.5 2.9 5.5
(5) (5) (5) (5}
100 mg/kg 16.1 16.5 18.1 18.4
0.6 +1.3 22.2 2.0
(5) (5} {5) (5}
300 ma/kg 16.9 18.7 19. 21.9
21.3 3.5 +1.2 +2.5
{10 {10) (10) (10) (5) {5
1000 mg/kg 16.4 17.6 19.4 21.3 22.9 23.2
1.4 23,7 +2.7 3.6 t4.8 4.9

Parameter : nean(q):S.D.
() :



Table 4-1 Urinalysis in rals orally administered wilh sodium m-nitrobenzenesulfonate for 28 days
Results on the 23rd day of the administration period

Number Color®  Turbidity® oH Protein® Glucose® Ketone®  Bilirubin® Occult blood®  Urobilincgen”
Sex Group of Volume Specific
-+ 6065707580852%0 ~ = + H - - + - + = % + # +  +

(mg/kg) animals (ml/24hr) _gravity ly y

Control 5 192447 LOB4£0007Y 5 0 0 5 0 0600401 1220 5 5. 0 5 0 5000 5 0

100 5 184%26 LOB300M 5 0 0 5 0000221 0320 5 5 ¢ 5 ¢ 5000 5 0

Male

300 5 166x26 L8300 5 0 ¢ 5 00 21 2 00 0 0 41 5 4 i 5 0 50 0 0 4 1
1000 5 193+84 L0002 3 2 3 2 01 211900 0 1 4 0 5 5 ¢ 5 0 4 0 01 5 0
Control 5 12058 LU0 9 0 3 2 1 601 3 0 0 4 0 01 5 5 ¢ 4 1 50 00 4 1
100 5 1L1x25 L6008 3 2 3 2 1 021 0 0 1 5 0 0 0 5 5 0 5 0 5000 5 0

Femle
300 5 139x452 LBI£002 3 2 4 1 0 03 0110 4§ 1 0 0 5 5 6 5 0 5 0 ¢ 0 4 1
1000 5 168+68 LOM4+0.015 4 1 5 0 0 1 31000 311 0 5 5 0 5 0 50 00 5 0

a) meant S0

b) Iy :light vellow vy :vellow

©) — :negalive. = :trace. + :slight. H :moderate
d) — :negative, = :trace, + :30 m/dl, ++ :100 mg/d)
e) — :negalive

) =:0.1 /L. + :10 EU/dt

I+



Table 4-2 Urinalysis in rats orally administered with sodium m-nitrobenzenesulfonate for 28 days
Results(sediment) on the 23rd day of the administration period

Number Red blood cell? Crystal®™ Cast?® White blood cell®  Epithelial cell®
Sex Group of
(mg/kg) animals — - + + - - + - - +
Control 5 5 0 5 0 5 5 0 5 0
100 5 5 0 5 0 5 5 0 5 0
Male
300 5 5 0 4 1 5 5 0 4 1
1000 5 5 0 5 0 5 5 0 5 0
Control 5 5 230 5 5 0 0 5
100 5 5 2 3 0 5 4 1 2 3
Female
300 5 5 0 4 | 5 5 0 4 1
1000 5 5 0 5 0 5 5 0 5 0
a) — :not observed, =% :1-9 per 3 visual fields,
b) — :not observed, * :a few, + :abundant



Table 4-3 Urinalysis in rats after 14 days withdrawal following oral administration of sodium m-nitrobenzenesulfonate for 28 days
Results on the 10th day of the withdrawal period

Number Color®”  Turbidity® M Protein®  Glucose®  Ketome®  Bilirubin® Occult blood®  Urobilinogen”

Sex Group  of Volume Specific :

(mg/kg) animals (ml/24hr) gravity ly vy - 4+ 70758085280 - £ + - - £ + - -+ + +  +

Control 5 202+79" 1000016 4 1 3 2 0 4 01 O 0 1 4 5 4 1 0 5 50 0 4 1
Male

1000 5 2B6xIL4 100004 4 1 4 1 2 21 00 0 1 4 5 1 1 3 5 4§ 0 1 5 0

Control 5 18.6+11.4 LR+ 0017 3 2 2 3 0 21 2 0 50 0 5 5 0 0 5 5 0 ¢ 5 0
Female

1000 5 191+ 58 L5000 5 0 3 2 0 2 2 0 1 50 0 5 5 0 0 5 5 0 0 5 0

a) meant S.D.

b) ly :light vellow vy :yellow

¢) — :negative. =+ :trace. + :slight
d} — :negative. % :trace + :3 mg/dl
e) — :negative

f) £:0.1EU0/dl. + :1.0EUAdl



e 2 o s i n s e s

Table 4-4 Urinalysis in rats after 14 days withdrawal following oral administration of sodium m-nitrobenzenesulfonate for 28 days
Results(sediment) on the 10th day of the withdrawal period

Number Red blood cell® Crystal® Cast? White blood cell®  Epithelial cell®
Sex Group of
(mg/kg) animals — — + + - - — +
Control 5 5 0 4 1 5 5 2 3
Male -
1000 5 5 1 3 1 5 5 2 3
Control 5 5 1 4 0 5 5 3 2
Female i
1000 5 5 1 3 1 5 5 2 3
a) — :not observed

b) — :not observed, * :a few, + :abundant



Table 5-1 Hematological findings in male rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Heinz body
Group (X10% /mm>3) (gsdl1) (%) (tam3) (pg) (%) (%) (¥?
(5) (3) () (5) (5) (5) (5) (5)
Control 674 14.6 43.3 64.4 21.7 33.7 2.6 G.0
241 0.7 21.5 *1.9 20.4 +0.4 +0.6 0.0
(5) (5) (5) (5} (5) (5) (5)
100 mg/kg 636 13.7 40.3% 63.4 21.5 33.9 2.4
19 0.5 21.4 1.2 0.3 0.3 $0.4
(5) (5) (5) (5) (S5) (5) (5)
300 mg/kg 634 13.8 40.6% 64.1 21.8 33.9 3.0
+39 *0.9 +2.3 1.4 0.2 0.5 0.2
{5 (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 622 13.8 40.2% 64.6 22.1 34.3 2.8 0.0
+22 *0.5 *1.1 1.2 $0.3 30.5 £0.5 *0.0
Band Segmented
WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
Group (x100/mm?3) (%) (%) (%) (%) (%) (%) (x10% /mm3) (sec) (sec)
(5) (5) (s) (5) (5) (5} (5) (5) (5) (5)
control 108 [¢] 6 1 Q 2 g1 115.8 24.6 27.8
125 0 +7 +] +0 +3 19 410.7 15.3 $4.9
(5} (5) (5 (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 63%% 0 9 1 0 2 87 103.2 23.1 26.0
16 0 $3 1 0 12 *5 £10.5 4.0 x2.5
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 65%x 0 9 0 0 2 89 99.7* 25.1 27.3
215 +0 4 +1 *0 2 23 $3.6 3.7 3.3
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mo/kg 99 0 8 [¢] 0 4 89 106.8 21.0 26.2
*21 +0 22 0 0 12 43 £3.7 +2.4 1.9
Parameter : Mean:S.D. * : Significantly different from control. pP<0.05

() : N ** : Significantly different from control. P<0.0l



Table 5-2 Hematological findings in female rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Heinz body
Group (%109 /mm?3) (g/d1) (%) (tm3) (p9) (%) (%) (%)
{5) (5) (§-3) (5) (5} (5} (5) (5}
Control 637 13.6 39.2 61.5 21.3 34.7 1.8 0.0
19 0.6 1.2 $1.3 0.5 *0.4 0.5 $0.0
(5) {5) (8) (5) {5) (5) (5)
100 ma/kg 652 14.1 40.0 61.4 21.6 35.1 1.8
22 *0.5 x1.4 30.8 $0.5 0.6 30.6
(5) (5 (5 (5 (5) (5) (5)
300 mg/kg 625 13.6 38.8 62.0 21.8 35.2 2.2
35 0.7 £2.0 0.8 0.4 £0.3 0.7
{5) (5) (5) (5) (5) (5) (5) (5)
1000 ma/kg 653 13.8 40.1 61.3 21.2 34.5 1.9 0.0
28 $0.5 *1.8 *1.1 0.4 +0.3 0.5 0.0

Band Seamented

WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT

Group (x100/mm3) (%) (%) (%) %) (%) (%) (X104 /mm3) {sec) {sec)
(%) {5) (5) (5) (5) (%) (5} (5) (5) (5

Control 52 0 10 i 0 2 87 96.2 15.6 23.1
£10 +0 $3 4] 20 2 5 8.1 $1.0 1.7

(%) (5) (5) (5) (5) (5) (5) (5) (5) {(5)

10C mg/kg 38 0 11 1 0 2 86 95.8 16.0 22.0
15 30 2 ] 10 2 +2 +3.7 1.1 0.9

{5) (5) {(5) (5) (5} (5) (5) (5) (5) (5)

300 mg/kg 51 0 8 2 0 2 88 95.7 16.6 20.9
14 20 B 2 0 3 8 +8.4 1.9 1.3

(5) (5) (5) (5) {5) (5) (5) (5) (5) (5)

1000 mg/kg 41 0 g 1 0 2 20 100.7 16.0 22.4
11 iQ 42 eS| 20 *] 23 *30.3 2.1 £2.1

Parameter : Mean+S.D.
) : N



Table 5-3 Hematological(myelogram) findings in male rats orally administered with sodium m-nitrobenzesulfonate for 28 days

Neutrophilic Neutrophilic Eosinophilic Eosinophilic Basophil. Total
Myeloblast Promyelocyte myelocyte metamyelocyte Neutrophil myelocyte metamyelocyte Eosinophil all types granulocyte
Group
(%) (%) (%) (%) (%) (% %) (%) (%)
Control (5} (5} (5) (5) (5) (5) (5) (5 (5) (5)
0.7 1.8 6.2 12.4 25.9 0.8 1.9 0.5 0.5 50.8
0.5 +0.6 *1.1 22.1 3,7 0.2 1.5 0.5 0.2 3.7
100 ma/kg (5) (5) (5) (5) (5) (5) {5) {5) (5) (5)
1.9%* 2.0 3.6%* 12.8 17.6%* 0.6 1.7 0.4 0.2* 40.8%*
0.9 *0.6 0.7 +3.0 +2.5 £0.3 0.8 0.2 0.2 *3.6
300 mg/kg (5) (5) (5) (5) (5) (5) (5) (S) (5) (5)
1.7 2.3 3.7* 14.1 19.1** 0.6 2.7 0.6 0.4 45.2
0.6 £1.0 1.3 *0.7 2. 0.3 £1.1 0.4 0.1 *3.3
1000 mg/kg (5) (5) (5) (5) (5) (5) {5) (5) (5) (5)
1.3 2.0 3.8* 13.7 17.6%** 0.8 2.0 0.6 0.2* 41.9%%
$0.4 :0.6 £1.5 *1.8 $3.4 +0.6 0.1 0.5 0.2 3.3
Pro- Basophilic Polychromatic Total Reticulum Plasma Mega- Myeloid
erythroblast erythroblast erythroblast Normoblast erythrocyte Monocyte Lymphocyte cell cell karyocyte Mast cell £ ﬁ 4
rythroi
Group *
(%) (%) (%) (%} (%) (%) (%) (%) (%) (%) (%)
Control (5) - (5) (5) (5) (5) (5) (5) (5) (S) (5) (S) (%)
0.4 5.0 12.6 9.5 27.4 1.1 20.3 0.1 0.1 0.1 0.2 1.9
$0.4 $1.3 *1.2 2.2 +2.8 0.6 3.0 0.3 +0.1 0.2 0.4 0.3
100 mg/kg (5) (5) (5) (5) (5 (5) (5) (S5) (S) (5) (5) (5)
C.7 8.5 14.4 9.0 32.5% 1.1 24.7 0.4 0.2 0.3 0.1 1.3%x
*0.4 $2.5 £2.9 +2.4 12.7 0.3 2.4 0.3 *0.2 0.3 0.2 *0.2
300 mg/kg (5) (5) (5) (5) (5) (5) (5) {5) (5} (5) (5) 5
0.2 6.3 12.8 9.1 28.3 1.7 24.1 0.3 0.2 0.2 0.2 1.6
:0.1 *2.4 +2.0 *1.6 +3.8 *0.5 4.1 0.3 £0.2 +0. 0.2 0.3
1000 mg/kg {5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
0.4 5.6 14.8 10.4 31.1 0.9 25.2 0.4 0.2 0.2 0.2 1.4*
0.3 *1.7 0.7 +3.6 2.4 +0.4 3.2 0.2 0.1 0.2 0.2 0.2
Parameter : MeantS.D. : Significantly different from control P < 0.05
() : N : Significantly different from contrel p < 0.01



Table 5-4 Hematological{(myelogram) findings in female rats orally administered with sodium m-nitrobenzenesulfonate for 2B days

Neutrophilic Neutrophilic Eosinophilic Eosinophilic Basophil, Total
Myeloblast Promyelocyte myelocyte metamyelocYte Neutrophil myelocyte metamyelocyte Eosinophil all types dgranulocyte
Group
$3] (%) (%) (%) (%) (%) (%) (%) (%) (%)
Control (5) (5 (5) {5) (5) 5 (5) (5) (8) (5)
1.5 1.5 5.4 13.7 22. 0.8 2.9 0.7 0.3 49.0
0.8 *0.5 1.2 2.6 +4.8 0.0 $1.1 $0.5 0.2 9.4
100 mg/kg (5) (5) (5 (5) (5} (%) (5) (5) (5) {5)
2.0 1.8 3.6*% 14.8 20.1 0.8 2.7 1.6 0.4 47.8
0.6 0.7 0.9 3.1 23.2 0.4 0.8 *0.5 20.3 4.1
300 ma/kyg (5) (5) (5) (5) (5 (5 (5) (5) (5) (5)
2.8 2.7 2.9%% 11.0 16.9 0.8 3.0 0.8 0.4 41.2
20.8 30.8 0. 1.1 3.0 0.2 +1.3 10.7 *0.5 3.4
1000 mg/kg (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1.2 1.5 4.2 13.2 18.8 1.0 2.3 0.7 0.3 43.2
+1.0 0.9 0.8 +1.4 5.3 0.5 0.5 0.7 *0.6 6.5
Pro- Basophilic Polychromatic Total Reticulum Plasma Mega- Myeloid
erythroblast erythroblast erythroblast Normoblast erythrocyte Monocyte Lymphocyte cell cell karyocyte Mast cell /
Eryt i
Group ythroid
(%) %) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Control (5) (5) (5) (5) (5} (5) {5) (5) (5) (5) (5) (5)
0.3 4.6 13.0 6.6 24.4 1.7 23.7 0.7 0.3 0.1 0.1 2.1
0.3 t1.8 2.5 1.4 4.0 0.8 6.7 0.5 0.3 $0.1 0.1 0.7
100 mg/kg (5) {5) {5) (52 (5 (5’ {5} {5} (5} {5 (52 (5}
0.4 4.8 12.0 6.6 23.8 1.5 25.7 0.5 0.1 0.2 0.3 2.1
0.1 $1.6 2.6 £1.0 4.0 0.5 5.1 :0.6 0.1 +0.2 0.3 0.5
300 mg/kg (5) {5) (5) (5) (5) (5) (5) {5) (5) (5) (5) (5)
0.8*x% 7.2 13.2 8.5 29.7 1.9 26.2 0.5 0.2 0.3 0.1 i.5
$0.3 *2.6 +2.1 22.7 6.2 t1.4 3.7 10,2 0.1 $0.2 0.2 0.5
1000 mg/kg (5) (5) {53 (5) (5) (52 (5 (5) (5) {5) (5) {5}
0.0 5.0 12.0 8.7 25.7 1.3 29.3 0.3 0.0 0.1 0.0 1.7
*0.1 3.6 1.6 2.5 4.8 1.0 9.6 £0.2 20.1 0.2 £0.1 0.3
Parameter : MeantS.D. * : Significantly different from control p < 0.05
() N *% : Significantly different from contrecl P < 0.01



Table 5-5 Hematological f£indings in male rats after 14 days withdrawal following oral administration ¢. sodium m~nitrobenzenesulfonate for 28 davs

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group {x104 /mm3) (g/d1) (%) (Ln3) (pg) ‘ (%) %)
(5) (5) (5) (5) (5) (5} (5
Control 746 15.8 46.2 62.0 21.2 34.2 1.4
45 £1.2 $2.5 +1.7 *0.8 *0.8 0.6
(5) (5) (5) (5) (5) (5) (5)
1000 mg/ko 726 14.9 43.9 60.6 20,5 33.8 1.3
247 0.7 1.5 *1.9 0.5 0.8 0.3
Band Segmented
WBC neutrorhil neutrophil Eosinophil Basophil Monocyte LymphocYte Platelet PT APTT
Group (x100/mm3) (%) (%) (%) (%) (%) (%) (X104 /mm3) (sec) (sec)
{5) (5 (5) (5) (5) (5 (5) (5) (5) (5
Control 76 0 10 0 0 3 87 101.6 22.0 30.7
+21 0 t2 X 0 12 4 6.1 2.8 4.0
(5) (5 {5) (5) (5) (€3 (5) (5 (5) (5)
1000 my/kg 71 0 15 0 0 2 83 100.4 22.3 30.3
122 +0 +10 0 0 32 210 26.8 5.7 2.4
Parame%e{ : gean:S.D. * : Significantly different from control. p<0.0S



Table 5~6 Hematological findings in female rats after .. days Wwithdrawal following oral administratio. of sodium m-nitrobenzenesulfonate for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group (x104 /mu3) (g/d1) (%) (4m3) (pg) %) (%)
(S) (5) (5} (5) (5) (5) (5)
Control 687 14.3 41.8 60.8 20.8 34.2 1.1
110 0.6 *1.7 2.2 $0.9 +0.4 0.2
{5} (5} (5 (5) (5 (5) {5)
1000 ma/kg 718 14.7 42.8 59.7 20.5 34.3 1.4
+32 +0.4 £1.1 2.1 +0.9 0.3 0.3
Band Segmented
WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
Group (x100/mm3) (%) (%) (%) - (%) (%) (%) (%104 /mm?3) (sec) (sec)
(5) (5) (5) (5} (5) (5 (5) (5) (5) (5)
Control 52 0 10 2 0 2 86 99.4 15.2 24.3
2] 0 3 12 0 :3 5 +10.5 £1.0 1.7
(5) (5 (5) (5) (5} (5) {5) (5 (5) (5)
1000 mg/kyg 69% 0 6 1 0 2 91 102.1 15.6 22.0%
15 0 S 1 0 0 14 *7.8 +0.5 £0.9
Parameter : MeaniS.D. * : Significantly different from control. p<0.05

: N



Table 5-7 Hematological(myelogram) findings in male rats after 14 days withdrawal following oral administration of sodium m-nitrcbenzenesulfonate for 28 days

Neutrophilic Neutrophilic Eosinophilic Eosinophilic Basophil. Total
Myeloblast Promyelocyte myelocyte metamyelocyte Neutrophil metamyelocyte Eosinophil all types dgranulocYte
Group
(%) (%) (%) (%) (%) (%) (%)
Control (3) (5) (5) 5 {5) (5) (5) (%) (5) (3)
2.4 3.3 5.2 11.9 21.7 0.9 2.1 0.9 0.0 48.4
0.8 0.9 1.2 *]1.4 £2.7 0.6 0.7 0.5 0.1 £2.7
1000 mg/kg (5) (5) (5) (5) (5) 5) (5) (5) (5) (5)
2.2 2.9 4.7 13.5 22.5 0.7 1.8 1.1 0.3 49.6
0.5 *]. 1.0 £2.6 3.4 0.3 1.0 0.7 +0.3 *3.9
Basophilic Poiyclhromatic Total Reticulum Plasma Mega- Myeloid
erythroblast erycthroblast erythroblast Normoblast erythrocyte Monocyte Lymphocyte cell cell karyocyte Mast cell E tﬁ a
rythroi
Group
. {%) (%) (%) %) (%) (%) (%) (%)
Control (S) (5) {5} (3) (5) (5) (5) (5) (3)
9.0 12.2 29.3 16.6 0.3 0.2 0.2 0.1 1.7
*1.6 £2.2 3.0 +2.4 0.1 0.1 +0.2 +0.2 *0.2
1000 mg/ky (5} (5) (5) (5 (5) (5) (5 (3) (5}
8.3 11.4 27.6 20.2 0.8 0.3 0.2 0.1 1.9
+1.4 *1.7 3.9 +3.2 0.5 0.2 +#0.3 0.2 +0.4
: MeanstS5.D. : Significantiy different from cortrol P < Q.05
: N : Significantly different from control P < 0.01



Table 5-8 Hematological(myelogram) findings in female rats after 14 days withdrawal following oral administration of sodium m-nitrobenzenesulfonate for 28 days

Period : End of recovery period
Neutrophilic Neutroprhilic Eosinophilic Eosinorphilic Basophil. Total
Myeloblast Promyelocyte myelocyte metamyelocyte Neutrophil myelocyte metamyelocyte Eosinophil all types granulocyte
Group .
(%) (%) (%) (%) (%) (%) (%) (%) (%) (%)
Control (5) (5} (3) (5) (5} (5} {(5) (5) (51} (5)
1.9 2.0 4.8 13.0 22.5 1.0 3 1.3 0.3 49.7
*0.2 *0.6 1.0 1.7 *5.5 0.3 0.5 0.4 %0.2 7.7
1000 mg/ky (5) (5) (5) (5) (5) {5} (5) (5) (5) (5)
2.0 3.0* 3.8 12.6 2.6 0.8 3.0 0.7xx 0.3 47.71
Q.5 0.7 *0.8 *1.2 $3.1 +0.2 *0.8 0.2 %0.2 *4.0
Pro- Basophilic Polychromatic Total Reticulum Plasma Mega- Myeloid
erythroblast erythroblast erythroblast Normoblast erythrocyte Monocyte Lymphocyte cell cell karvocyte Mast cell Erythroid
rythroid
Group
(%) (¢] (%) (%) (%) (%) (%) (%) (%) (¢3) (%)
Control (5} (5) . (5) (5} (S) (5) (5) (5) (5) (5) (5) (5)
0.3 4.4 11.0 8.7 24.3 1.9 23.4 0.3 0.1 0.2 0.0 2.1
0.1 *1.5 t1.6 *2.4 *3.6 0.7 4.6 0.3 0.2 0.2 0.1 +0.6
1000 mg/kg (5) (5) (5) (5) (5) {5) (5) (5) (5) (5) (5} (5}
0.3 5.9 11.1 8.0 25.4 1.2 24.9 0.6 0.1 0.1 0.0 1.9
0.2 *2.3 22.7 2.5 23,0 t1.4 *5.3 x0.2 +0.1 20.2 :0.0 20.3
Parameter : Mean:S.D. * : Significantly different from control P < 0.05
{3y : N **x : Significantly different from control p < 0.01



Table 6=1 Biochemical findings in male rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride Phos. Ca
Group
(gsdl) (g/d1) {mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/41) (mg/41) (mg/dl)
(5) {5 (5) (5 (%) (5) (%) (5) (5) (5)
Control 5.3 3.1 1.42 11 0.6 121 41 55 8.0 9.1
0.3 0.1 *0.10 2 0.1 5 t9 9 1.7 0.8
(5) (5) (5) (5) (5 (5) (5) (5) (5 (5)
100 mgrskg 4.9 2.8 1.35 12 0.5 117 35 51 7.2 8.6
10.1 0.2 +0.17 £] 0.1 11 4 11 0.4 t0-3
(8) (5) s () (5) (5) (5) (5) (5) (5)
300 mg/kyg 5.0 2.8 1.32 11 0.6 125 36 62 7.4 8.9
0.4 £0.3 20.13 %2 0.1 t14 4 *+10 0.6 £0.5
(5 {5 (5) {5) (5) (5) (5) (5) 5) (5)
1000 mg/kg 5.2 2.9 1.30 10 0.6 122 39 63 7.0 9.0
0.3 0.2 *0.13 2 0.1 x4 16 %16 $0.2 +0.4
Met-
Na K cl ALP LDH GPT GOT r-GIP hemoglobin
Group
i {(mEq/1) (mEg/1) (mEa/1) (U/1» (u/s1) (Us1) (/1) (us1) (%)
(5) (5} (5) (5) (5) (5) (5) (5) (5}
Control 144.3 4.82 106.4 382 143 22 64 0 1.6
0.9 +1.98 *1.6 2179 129 t6 +12 *0 +0.3
(5) (5) (5) (5) (5) (5) (S) (5)
. 100 mg/kg 145.4 3.78 108.9% 359 184 21 71 1
. 20.6 20.09 0.6 46 191 3 15 +2
ﬁ (5) (5) (5) (5) (5) (5) (5) 5)
i 300 ma/kg 146.3*x% 3.57*x% 109.0x 353 108 23 60 1
f 1.0 £0.11 1.7 63 36 *3 +3 1
! (5) (5) (5) (5) (5) (5) (5) (5) (5
. 1000 mg/kg 144.4 3.73 106.9 362 101 23 61 1 1.4
! t1.1 20.12 1.7 *66 *10 + +3 %] 0.2
Parameter : MeantS.D. * : Significantly different from control . P<0.05
) = N ** : Significantly different from control . p<0.01



O

Table 6-2 Biochemical findings in female rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
(g/dl) (g9/d1) (mg/d4l) {mg/dl) (mg/d1} (mg/4dl) {mg/d1) (mg/dl) (mg/d1)
(S) (5} (5) (5) (5) (5) {5} (5) (5) (5)
Control 4.7 2.9 1.60 16 0.6 95 50 33 6.2 8.0
0.2 0.1 40.14 6 0.1 10 11 *10 0.4 0.2
(5 (3) {5) (5} (5} (5) (5) (5) (5) (§53)
100 mg/kg 5.2 3.1 1.54 14 0.5 115 51 35 6.3 8.5
+0.2 0.2 20,21 13 0.0 312 12 212 20.7 $0.2
{5) (5) (5) (5) (5) (5 {5} (5) (5) (5)
300 mg/kg 5.0 3.0 1.54 13 0.5 111 51 35 6.1 8.4
0.3 0.2 +0.09 3 0.1 £12 *13 +12 0.8 +0.4
(5) (5) (5) (5} (5) (5) (5) (5} (5) (5)
1000 mg/kg 5.0 3.0 1.48 14 0.6 108 54 37 6.3 8.4
0.4 0.3 10.07 2 +0.0 212 +9 10 0.4 30.5
Met-
Na K Cl ALP LDH GPT GOT 7-GTP hemoglobin
Group
(mEg/1) (mEQ/1) (mEg/1) (U/) (u/1) (G/1) U/ U/ (%}
(5) (5) (5} (5) (5) (5) (5) {5) (5)
Control 145.2 3.52 112.3 200 a3 19 61 0 1.8
*0.5 $0.15 1.2 54 19 3 8 0 0.2
(5) (5) (5) (5) (5) (5) (5) (5)
100 mgskg 143.8%* 3.71 109.5%% 209 115 20 60 0
+0.6 +0.09 0.9 4 +16 3 4 *0
(5 (5) (5) {5) (5) (5) (5) (5)
300 mg/kg 143.8% 3.62 110.1% 219 103 17 58 0
*0.7 $0.18 1.5 19 15 2 7 20
(5) (%) (5 {5) (5) (5) (5) {5 (5
1000 mgskg 145.3 3.35 110.9 229 146 20 64 0 1.4%
0.9 £0.22 +1.3 54 353 3 6 3 0.2
Parameter : MeaniS.D. * : Significantly different from control . p<0.05
: N ** : Significantly different from control , p<0.01



Table 6-3 Biochemical findings in male rats after 14 days withdrawal following oral administration of sodium m-nitrobenzenesulfonate for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
(g/dl) (g9/d1) (mg/dl) (mg/dl) (mg/dl) (mg/d1) {mg/dl} (mg/dl) (mg/dl)
{5) (5 (5) (5) (5) (5) {5) (5} (5) (5)
Control 5.6 3.1 1.28 15 0.6 114 43 49 6.4 9.0
0.2 0.2 $0.15 +2 +0.0 5 +9 +12 0.5 0.
(5) (5) () (5) (5} (5) (3) (5) (5) (5)
1000 mg/kg 5.2% 3.0 1.40 18 0.6 115 39 46 6.3 B.7
0.2 +0.1 $0.14 3 :0.0 *10 3] 11 0.5 0.3
Na K Cl ALP LDH GPT GOT r-GTP
Group
{mEg/1) (mEq/1) (mEq/1) (U/1) {0/ (U/1) (u/1) (us1)
(5) {5 (5) (5) (5) (5) (5) (s
Control 142.6 3.98 106.1 300 131 26 69 0
*+0.9 30.11 0.8 162 £33 t5 6 %0
(5) (5) (%) (5) (5) (5 (5) )
1000 mg/kg 144.2% 3.80 107.9 291 126 26 71 0
1.2 10.30 1.6 59 *17 4 12 +0
Parameter : Mean:S.D. * : Significantly different from control . p<0.05

() : N



Table 6-4 Biochemical findings in female rats after 14 days withdrawal following oral administration of sodium m-pitrobenzenesulfonate for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride rhos. Ca
Group
(g/d) {g/dal) (mg/dl) (mg/dl) (mg/dl) (mg/d1) (mg/dl) {mgsdl) (mg/dl)
(5) (5) (S) (5) (5) (5) {5 {5) (5) (5)
Control 5.4 3.4 1l.67 19 0.7 113 55 38 6.0 8.6
0.4 0.3 £0.19 2 0.1 %13 *9 6 *03.6 3.2
{5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 5.4 3.3 1.58 18 0.7 120 55 49 6.2 8.9
+0.3 0.2 *+0.07 2 0.0 20 +14 *11 0.7 0.2
Na K c1 ALP LDH GPT GOT r-GTP
Group
(mEg/1) (mEq/1) (mEgq/1) (u/1) (u/1) (U/1) us1) /1)
(5) (5 (5) (5) (5) (5) {5) {5)
Control 144.0 3.44 110.4 165 164 20 58 0
$.0 20.14 1.0 336 224 £3 23 0
(5) {5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 144.6 3.53 110.9 162 165 17 58 0
0.5 +0.37 3.7 32 £70 2 + *0

Parameter : Mean:S.D.
{ ) :



Table 7-1 Absolute organ wejights in male rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Testis(R) Testis(L} Testes
gland{(R) gland(L) glands
Group :
(g) (mg) (mg) (mg) {mg) (mg) (mg) (mg) (mg) (mg) {mg) (mg)
(5) (5) (5) (5) (5) (5} (5) (5) (5) (5) (5) (5)
Control 329.5 1890.5 11335.0 1266.4 1287.6 2554.0 23.0 26.9 49.9 1389.8 1397.4 2787.2
*17.9 246.6 +688.1 $71.0 *67.1 $135.6 1.3 $2.8 *3.7 :82.3 x82.4 *160.0
(5) (5) (5) (5) (5) {5) (%) (5) (5) (5) (5) (s)
100 mg/kg 318.8 1901.7 10732.1 1189.9 1196.0 2385.9 24.5 27.3 51.8 1411.8 1389.6 2801.4
+10.4 +74.8 t1183.8 *124.9 +97.0 +220.9 4.3 5.1 $9.3 *126.2 +114.4 $239.9
(5) (5} (5) (5) (5 (5) (5) (5) (5} (5) (5) (5)
300 mg/kg 317.5 1886.7 10676.1 1195.5 1189.6 2385.1 23.2 25.6 48.8 1356.8 1370.9 2727.6
£16.9 £47.1 ¥'/16.5 237.1 *39.4 £72.5 3.4 £3.7 6.9 £39.6 *+35.7 272.1
(5) {5) (5) (5) (5) (5) (5) (5) (5) (5) (s) (5)
1000 mg/kg 336.1 1857.6 11401.4 1351.7 1345.1 2696.8 22.3 23.8 46.1 1454.0 1439.6 2893.6
*7.0 *37.4 +200.7 +50.9 $82.1 +122.3 2.2 £2.0 4.0 *61.5 +78.4 $138.0

Parameter : Mean:S.D.
() N




Table 7-2 Absolute organ weights in female rats orally aa..histered with sodium m-nitrobenzenesulfonate aiour 28 days

Body weight Brain Liver Kidney (R} Kidney (L) Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary (L) Ovaries
grand (R) grand (L) grands
Group .
(9) {mg) (mg) (mg) (mg) (mg) {mg) (mg) (mg) {mg) (mg) {mg)
{5) {5) (5) (5) (5) (5) (5) (5) (5) {5) {5} (5
Control 211.4 1773.1 6541.9 852.6 B30.2 1682.8 30.1 33.2 63.3 50.0 48.4 98.4
£19.2 *14.6 +657.1 +84.4 +73.2 *+153.9 2.5 2.1 4.1 7.7 *+5.8 £12.4
(5) {(3) (5) (5) (S (5) (5) (5) (5) (5) {(5) (5}
100 mg/k9y 209.3 1750.6 7133.2 828.2 825.7 1653.8 31.6 34.0 65.6 34.7 45.7 80.4
$16.4 $93.4 +1143.8 $54.8 £44.8 +96.4 5.5 5.1 $10.5 4.1 4.4 :7.4
(5) (5) (S) {5} {5) (5) (5) (5) (3) {5) (5) (5
300 mg/kg 227.8 1780.8 7195.0 900.9 B93.0 1793.9 33.0 35.5 68.5 46.0 45.8 91.8
23il.2 *44.7 +447.8 +32.8 *61.9 :91.4 £3.1 2.5 ¥5.2 *12 5.9 +17.9
(5) (3 {5) (5) {S) (5) (5) (5) {5) 5) {5 {5}
© 1000 ma/kg 214.0 1792.0 6481.1 877.7 859.1 1736.8 9.6 30.8 60.4 4] 36.8%* 77.8
£775.0 247.6 +67.9 +110.4 : 4.1 7.0 +10.6 4.6 +14.5

6.3 $39.2

Parameter : Mean:S.D. *x : Sjgnificantly different from cotrol ., p<0.01



Table 7-3 Relative organ weights in male rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

Body weight Brain Liver Kidney (R} Kidney (L) Kidneys Adrenal Adrenal Adrenal Testis(R) Testis(L) Testes
. gland (R) gland(L) glands
Group .
(9) (mg/9) (mg/g) (mg/g) (mg/q) (m3/9) (mg/g) (mg/g9) (mg/9) (mg/q) (mg/g) (mg/9)
(5) (5 (5) (5) (5 (5) (5) (5) (5) (5) (5} (5)
control 329.5 5.753 34,442 3.855 3.922 7.776 0.070 0.082 0.152 4.220 4.241 8.460
*317.9 +0.405 £2.241 0,345 *0.366 20.705 £0.007 +0.009 +0.014 $0.193 $0.125 £0.303
(5 (5) (5) (5) (5) (5) (5) {5} (5) (5) (5) (5)
100 mg/kg 318.8 5.974 33.604 3.728 3.749 7.477 0.077 0.086 0.163 4.422 4.354 8.777
£10.4 +0.380 42.684 +0.307 x0,220 +0.522 £0.014 $0.016 +0.030 0.267 20.241 *0.504
(5} (5) (5) (5) (5) (5) (5) (5) (5) (5) (35) (5)
300 mg/kg 317.5 5.956 33.616 3.772 3.752 7.525 0.073 0.081 0.154 4.279 4.325 8.603
£16.9 $0.344 +0.932 $0.191 $0.170 £0.352 £0.008 +0.010 +0.017 :0.145 +0.182 $0.322
(5) (5) (5) (5) (5) {5) (5) (5) (5) (35) (3 (5)
1000 mg/kg 336.1 5.529 33.929 4.023 4.006 8.029 0.066 0.071 0.137 4.331 4.288 8.618
7.0 £0.172 +0.448 £0.174 +0.289 £0.44) £0.006 +0.005 $0.011 +0.269 £0.313 *0.577
Parameter : Mean:S.D.
() : N



Table 7-4 Relative organ weights in female rats orally administered with sodium m-nitrobenzenesulfonate for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary (L) Ovaries
G gland (R) gland (L) glands
roup
(g) (mg/qg) (mg/g)} (mg/9) (mg/g) {mg/g) (mg/q) (mg/9) (mg/g9) {mg/q9) (mg/g) (ng/9)
(5) (S) (5) (5) (5) (5) (5} (5) (5) (5) (5) (5)
Control 211.4 8.440 30.963 4.038 3.932 7.970 0.143 0.158 0.301 0.236 0.230 0.466
$19.2 +0.713 +1.764 +0.273 £0.204 +0.465 *0.019 +0.014 £0.032 +0.028 +0.032 £0.055
(5) (5) (5) (%) (5) (5) (5) (3) (5) (5) (5) (5)
100 mg/kg 209.3 8.385 34.122 3.969 3.964 7.933 0.151 0.163 0.314 0.166 0.218 .386
$16.4 £0.473 +5.384 2(.325 +0.380 +0.698 *0.025 +0.026 +0.050 £0.024 £0.029 +0.049
(3) (5) (5) (5 (5) (5) (5) (5) {5) (5) (5) (3
300 mg/kg 227.8 7.839 3).684 3.958 3.921 7.880 0.145 0.156 0.302 0.203 0.202 0.405
*11.2 £0.561 +3.156 +0.128 +0.213 +0.308 £0.017 +0.017 +0.033 +0.061 *+0.034 +0.091
(5) (5) {5) (5 (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 214.0 8.379 30.250 4.101 4,012 8.113 0.138 0.144 0.282 0.191 0.172* 0.363
*6. +0.214 +2.997 $£0.154 +0.219 +0.329 £0.012 +0.016 +0.026 *0.047 *0.018 +0.062
Parame%ef : Eeants.D. *x . Significantly different from control . p<0.05



Table 7-5 Absolute organ weights in male rats after 14 days withdrawal following oral administration of sudium m-nitrobenzenesulfonate for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Testis (R} Testis(L) Testes
gland(R) gland (L) glands
Group .
(9) (mng) (mg) (mg) (mg) (mg) {mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (S) (5) (S) (5 (5) 5 (5) (5) (5) (5)
Control 400.1 1960.7 12004.0 1359.9 1328.0 2687.9 27.3 29.7 57.0 1580.4 1597.1 3171.8
$16.1 225.6 2475.0 $118.2 292.9 +206.5 4.5 $4.9 $9.2 +89.1 +94.8 £168.0
(5) (5} (5) (5) (5) (5) (5) (5) (5) (5) (5) ()
1000 mg/kg 402.1 1978.1 12315.8 1396.3 1363.2 2759.5 23.7 26.3 50.1 1558.2 1572.9 3131.12
$24.1 +63.9 *802.9 163.4 +32.8 $59.2 +2.6 2.6 *4.9 $145.3 +144.6 +287.4

Parameter : MeantS.D.
() =N



Table 7-6 Absolute organ weights in female rats after 14 aays withdrawal following oral administration of sodium m-nitrobenzenesulfonate for 28 days

Body weight Brain Liver Kidney (R} Kidney<(L} Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary (L) Ovaries
grand (R) grand (L) grands
Group .

(g) (mg) {mg) (mg) {mg) (mg) (mg) {mg) (mg) {mg) {mg) (my)
(5) (5) (5) (5) (5) (5) {5) (5) (5) (5) (5) (5)
Control 254.3 1806.4 7095.5 947.3 901.8 1849.0 35.1 38.3 73.4 48.0 45.7 93.7

£24.1 224.4 $653.6 $84.9 *57.8 +140.7 1.8 1.5 3.1 *1 £10.4 *+20
(5} {(5) (5) {5) (5 (5) (5) (5) (5) (5) (5) (5)

1000 mg/ka 261.2 1831.5 7499.2 98l1.7 963.1 1944.8 31.2 35.2 66.4 46.1 38.7 84
£38.7 +41.4 +31443.0 *314.8 £105.8 $219.1 25.1 5.4 210.5 b 3.2 5.5

Parameter : MeantS.D.
() N



Table 7-7 Relative organ weights in male rats after 14

aays withdrawal following oral administration of sodium m-nitrobenzenesulfonate for 28 days

Body weight Brain Liver Kidney (R) Kidney (L} Kidneys Adrenal Adrenal Adrenal Testis(R) Testis(L) Testes
gland (R) gland (L) glands
Group
(g} {mg/g) (mg/g} (mg/q9) {mg/g) {mg/g} {mg/9) (mg/g9) (mg/9) {mg/9) (mg/9g) (mg/g)
5) (5} (5) (5]} (5) (5) (5} (S5} (53 (5) (5) (5)
Control 400.1 4.907 30.026 3.401 3.323 6.723 0.068 0.074 0.142 3.951 3.997 7.948
+16.1 *0.190 +1.282 +0.280 +0.246 $0.511 *£0.008 £0.010 £0.017 :0.187 0.291 +0.450
5 (5) (5) (5) (S) (5} (5) (5) (5) (5) (5) (5)
1000 mas/kg 402.1 4.934 30.625 3.483 3.398 6.881 0.059% 0.065 0.125 3.871 3.909 7.780
$24.1 +0.331 +0.382 $+0.252 *0.167 +0.394 *+0.008 +0.006 $0.013 +0.160 £0.195 +0.343
Parameter : MeansS.D.

)

: N



Table 7-8 Relative organ weights in female rats after .. days withdrawal following oral administratio.. of sodium m-nitrobenzenesulfonate for 28 adays

Body weight Brain Liver Kidney(R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary(L) Ovaries
gland (R} gland(L) glands
Group
(g) (ng/9) (m9/g) (mg/9) (mg/g) (mg/qg) (mg/9) (mg/9) (mg/qg) (mg/9g) (mg/9) (mg/qg)
(5) (8) (5) (5) (5) {5} (5) (5) (5) (5) (5) (5)
Control 254.3 7.159 27.928 3.732 3.558 7.290 0.139 0.151 0.291 0.188 0.180 0.368
224.1 $0.736 $1.164 30.218 $0.228 10.428 $0.016 +0.014 $0.030 $0.031 +0.037 *0.063
(5) {5} (5) (5) (5) (5) (8) (5) (5) (5) (5) {5}
1000 ma/ky 261.2 7.136 28.596 3.786 3.715 7.501 0.120 0.135 0.25% 0.178 0.150 0.328
138.7 $1.062 $1.702 *+0.389 *0.350 20.733 20.011 20.015 *$0.026 $0.021 *0.018 +0.035

Parameter : Mean:S.D.
() : N



Table 8-1 Summary of macroscopic findings in male rats orally
administered with sodium m-nitrobenzenesulfonate for 28 days

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +
{Mandibular lymph node) [ 5] { 5] [ 5] [ 5]
Enlargement 4 1 5 0 5 0 5 0
{Lung) [ 5] { 51 [ 5] [ 51
Spot, dark red 5 0 5 0 4 1 4 1
(Kidney) [ 5} [ 5] [ 5) [ 5]

Dilatation, renal pelvis 5 0 4 1 5 0 4 1
Area, recessed 5 0 4 1 5 0 S 0
Enlargement S 0 5 0 5 0 4 1
{Liver) [ 5] [ 51 [ 5] [ 5] .
Area, pale 5 0 5 0 5 0 4 1
{(Eye ball) { 5} [ 5] [ 5] [ 51
Spot., red 4 1 5 0 5 0 5 0
(Skin) { 5} [ 5} [ 5] { 5}
Alopecia/Sparsed fur 4 1 5 0 5 0 5 0
Crust 3 2 5 0 5 0 5 0

~, Negative; +, Positive
[ 1, Number of animals examined



Table 8-2 Summary of macroscopic findings in female rats orally
administered with sodium m-nitrobenzenesulfonate for 28 days

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +
(Lung) [ 51 [ 5] [ 8] [ 5]

Spot, red/dark brown 3 2 5 0 5 0 5 0

Adhesion 5 0 5 0 4 1 5 0
(Liver) [ 5} [ 5) [ 51 [ 5]

Area, pale : S 0 5 0 5 0 4 1
(Skin) { 5] [ 5] [ 5] [ 5]

Crust 4 1 5 0 5 0 S 0
(Stomach) { 8] [ 51 [ 51} [ 5]

Thickening. limiting ridge 5 0 5 0 5 0 4 1

=. Negative; +, Positive
( ]. Number of animals examined



Table 8-3 Summary of macroscopic findings in male rats
after 14 days withdrawal following oral administration of
sodium m-nitrobenzenesulfonate for 28 days

Group Control 1000 mg/kg

! Grade - + — +
(Lung) [ 5] [ 5]

Spot, brown 5 0 4 1
(Kidney) [ 5] [ 5]

Accentuation, tubular pattern 5 0 4 1

Cyst 4 1 5 0
(Skin) [ 5] [ 58]

Alopecia 5 0 4 1

Crust 5 0 3 2

—, Negative; +, Positive
[ ], Number of animals examined



Table 8-4 Summary of macroscopic findings in female rats
after 14 days withdrawal following oral administration of
sodium m-nitrobenzenesulfonate for 28 days

Group Control 1000 mg/kg
Grade - + - +
(Lung) : [ 5] [ 5]

Adhesion 4 1 ) 0
(Adrenal gland) [ 5] [ 5]

Spot, pale, multiple 5 0 4 1
(Uterus) [ 5] [ 5]

Dilatation, lumen 4 1 5 0
(Liver) [ 5] [ 5]

Accentuation, lobular pattern 5 0 4 1

—, Negative; *, Positive
[ ], Number of animals examined



i Table 9-1 Summary of histopathologlical findings In male rats orally
administered with sodium m-nitrobenzenesulfonate for 28 days

Group Control 100 mg/keg 300 mg/ke 1000 mg/kg
Grade - * + + ++ pos. - %+ + ++ ++ pos. - £ + H +HH pos. - + 4+ ++ +H4 pos.
(Brain) [ 5] [ 0] [ 0] [ 8]
No remarkable change
(Spinal cord) [ 5) [ 0] [ 0] [ 5]
No remarkable change
(Liver) [ 51 [ 0} [ o] [ S}
Fatty change, periportal 0 4 1 0 © s 0 3 2 0 0 5
(Heart) { 51 { ol [ 0] [ 51
NO remarkable change
. {Spleen) [ 5) [ 0] [ o] [ 51
i Hematopoiesis, extramedullary 0 0 5 0 O 5 0 0 4 1 0 5
(Kidney) [ 5] [ 2] [ o] [ 5)
Basophilic tubule, cortex 0 5 0 0 0 S 60 2 0 0 O 2 0 4 1 0 0 5
Eosinophilic body 4 0 0 1 O 1 2 ¢ 0 0 O 0 3 02 0 O 2
. Cyst 5 0 0 0 © 0 2 0 0 0 O 0 4 1 0 0 0 1
! Dilatation, renal pelvis 5 0 0 0 0 O 101 0 0 1 4 0 0 1 0 1
(Adrenal gland) [ S5} [ 0} [ 0] [ 5]
No. remarkable change
(Sciatic nerve) [ 51 . [ 01 [ o] [ 5]
No remarkable change )
(Stomach) [ 5) [ 0] [ 01 [ 5]
Cellular infiltration, eosinophil,
serosa and muscular layer 5 0 0 0 0 0 - . 4 1 0 0 0 1
Cellular inflltration. macrophage,
serosa and muscular layer 5 0 0 0 O 0 4 1 0 ©0 0 1
. (Bone marrow of femur) { 5] { 0] [ 0] [ 5]
A\ No remarkable change
(Mandibular lymph node) [ 1] [ 0] { o] [ 0]
Hyperplasia, plasma cell O 01 0 O 1
(Lung) [ 0] [ 0] [ 2] (11
Hemorrhage ¢ 0 1 0 O 1 0 ¢ 1 O 0 1
(Eye ball) [ 1} [ 0] (o} [ 0]
Neovascularization, cornea 0 0 1 0 O 1
! (Skin) [ 3] [ 0] [ 0] [ 0]
I Ulcer 2 0 0 2 0 1
| Crust 1 0 2 0 0O 2
: Inflammation 1 0 2 0 O 2

; ~. Negative; %, Very slight; *, Slight; +F, Moderate; +++, Severe: Pos., Total of positive grade
; [ 1, Number of animals examined



Table $-2 Summary of histopathological findings in female rats orally
administered with sodium m-nitrobenzenesulfonate for 28 days

Group Control 100 mg/kg 300 mg/kg 1000 me/kg
Grade - * 4+ ++ ++ pos. - %+ + + +H pos. - %+ + H +H Pos. - + 4+ H +H pos.
{Brain) (5] ( 0) [ 0] { 5]
. No remarkable change
} (Spinal cord) [ 51 { 0] [ 0] { 5]
: No remarkable change
! (Liver) ' [ 5) [ 0] [ 0] { 5]
. Fatty change, perlportal 0 3 2 0 0 S5 6 2 3 0 0 5
; (Heart) [ 5) ({ 0] [ o0} [ 5]
\ No remarkable change
' . (Spleen) [ 51 [ 0] (o) [ 5]
Hematopoiesis, extramedullary 0 2 3 0 ©0 5 0 4 1 0 O 5
Deposit, pigment, brown 0 5 0 0 O S 0 5 0 0 O 5
(Kidney) [ §] [ 0] [ 0] [ S)
: Basophllic tubule, cortex 2 3 0 0 O 3 2 3 0 0 O 3
| Mineralization,
: cortico-medullary junction 4 1 0 0 O 1 5 0 0 0 0 0
(Adrenal gland) [ 5] [ 0] [ 0] [ 5]
No remarkable change
(Sciatic nerve) { 5] [ 0) [ 0] [ 5]
No remarkable change
(Stomach) [ 5] [ 0] [ 0] [ 5]
No remarkable change M :
(Bone marrow of femur) [ 5] [ 0] [ o] [ 5]
No remarkable change
‘ (Ovary) { 5) [ 0 { o] [ 5)
No remarkable change
(Lung) [ 2] [ 0] [ 1] [ 0]
! hemorrhage 110 0 0 1 1 0 0 0 0 0O
Fibroslis, pleura 2 0 0 0 O 0 0 ¢ 1 0 0 1
Inflammation, pleura 2 0 0 0 O 0 0 01 0 O 1
{Skin) [ 1] [ 0] [ o} [ 0]
Ulcer 0 0 1 0 O 1

—, Negative: %, Very slight; +, Slight; +t, Moderate; +H++, Severe; Pos., Total of positive grade
[ 1. Number of animals examined




Table 9-3 Summary of histopathological findings in male rats
after 14 days withdrawal following oral administration of
sodium m-nitrobenzenesulfonate for 28 days

Group Control 1000 mg/kg
Grade - * 4+ ++ +++ pos. - + + H +H+ pos.
(Kidney) [ 1] [ 2]

Basophilic tubule, cortex O 0 1 0 o 1 1 1 0 0 0 1

Cyst 0O 0 1 0 o 1 2 0 0 0 O 0

Eosinophilic body 0O 0 0 1 0 1 i 0 0 o0 1 1
(Lung) [ 0] [ 1]

Hemorrhage 0 0 1 0 0 1
(Skin) [ 0] [ 2]

Ulcer O 0 1 1 o0 2

Inflammation 0 0 2 0 O 2
(Urinary bladder) [ 0] | [ 1]

No remarkable change

—, Negative; *, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
{ ], Number of animals examined ’
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Table 9-4 Summary of histopathological findings in female rats
after 14 days withdrawal following oral administration of
sodium m-nitrobenzenesulfonate for 28 days

Group ‘ Control 1000 mg/kg

Grade - + + +H +H+ pos. - = + ++ +H+ pos.
(Liver) ' [ 0] [ 1]

Fatty change, periportal 0 0 0 1 0 1
(Adrenal gland) [ 0] [ 1]

Lipid droplet, increased,

zona glomerulosa, focal 0O 0 1 0 O 1

(Lung) [ 1] [ 0]

Fibrosis, pleura 0 1 0 0 O 1
(Uterus) [ 1] [ 0]

Dilatation, lumen 0O 0.1 0 O 1

—, Negative; *, Very slight; T, Slight; ++, Moderate; *++t, Severe; Pos., Total of positive grade
[ ], Number of animals examined
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