RERESEN - EEEESHHEFR

LT, HECEEOLWEERBIER L.

L, BE20~24.5T, #HIE/F40.5~71.5%,
RS 1510~ 150, MAET1 B 1265 5 (4§ 76~
FHIB)OFEFETHE L.

Ehpix, AELHME L CTHEITE A LHEF4QETD
HE%ies, €BEr—v [V—Fxry=7)
G 2 EE T2 EE ) ERLEEININE L,
HELE. TERERFOSFrLEFLITORIEZ, &8
B — I AT RO 2IE 2 INE
L7, #HE17A 0o Feplt, ME4HETERE LTR
#Fys RIA 70— BEF AR N—{H]
FARETIAFy B ary—Y [BRS L 7E)
IEBCIREL, #F L7

FEHE, 4V ¥ VESTIEBRONMFEEZER £
EEL, AR X UREAATHEPERICERSE
7.

3. Bau

B, BESRBECTTo A B, ML O
SN A OEE, RIE - B{LAMbo—EIRE, BEE
HLVIEBRBAOBREER L )EBERLLE, B
AOEETEREL, ar¥a—FEHuniroy i
BEL L UEEABBEOMESSII L ) EHIZIRY T
1o, 1EOEELE, MBESIZEE L7

4, 58, BER, BSHEsLURENE
BERY, I BEEESEOT v F AW AGEY
SES (5800, 500, 100038 & 072000 mg/ke) 3 X 182
MBS FEABGEEE 0, 175, 3508 L TF700
mg/ke) VIESEEEIILTIEELE. T4bs, B
FMRRTIE, 500 mg/kg BOMBEIHTHHIA OGN
s 72 A%, 1000 me/kg ol &5F P 1 & 2000
mg/kg BEDO WS FI & B & HESFIRaBlAFRE L, £FL

71000 mg/kg BEOREHE£ 418 £ 0F2000 mg/kg BEOEE

BRI B HOES L ERESD I VETERFORE
Aot 2EFOEOES T, 700 mg/kgFEOH
HTHREDB L VPEREORE, ETRESOERER,
AL TEREROSEI A L. 350 meg/kg LT
DETIEIHEEMEZALOREP o/, CREOEENL,
FRBOBHS I, EMEHEITRTOONECPLEE LR
BmEREBVEEEESRATOmg/kg L, BTAKE
2Tk L350 mg/kg % AR, 175 mg/kg 2R EIZ
e L7z,

Eone ) EHEEORS s LA BSEET, B
COWTHRRF 4 AR S L P OBRYRETH E TD49
HAWIEFS0EHE, MooV TRATERI4BRE, TEEH
B, SRAME L UHBHBOWEID ETH41 ~48
A& L. BE5E8IE, FE100gH4h05mLE L,
BEEOIRSHED, BEISUEHOFRES, ML
MBI UEREEAT L OVWTRENER OKE, HES
oW CTIREEIRD, 7, UBLU2IBNHKE, WE
HEAIIPWTREBFOROFELEREICER LA, &
54, @EHE VY FERWCIHIET - 7. W
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RS L LOER LIRS AR ERBIES L.

5. RERSHECET3HE, ATs L URE
1) e |
EREOBEE, M b RRMIM A LD

7.

2) BE

HoEER, 5 1008505R), 4, 8, 11, 15, 22,
29, 36, 43, 498 L UFS0H AW LS50 B (B& ) s
L7, MEOREE, FEEc2WwTIES], 4, 8, 11
BLU15H, TEMESIRS2H, ERAMDIC
WTEIE, 7, MBLU21R, @EHEPIINT
EHFOB L 48 (FA) IC#lE L.

3) EEE

HOMEESS, THREMEARATRIGENELR
TEICEELL. BOEERE, TRV TIEE
#lE B LAWK, ERABABICOWTIRERL 7, 14
BIU218, MERERICOWTRBFISLU4H
il L. BEESY, ATA»LOEERESAEL,
FAORESroE, s 1AENES LTER LA

4) WOMAEFEE
BoSEFEIIoWT, BB oRB L Y16 RER
gad, T-FARETTHEL, BEXERLOEE
FoLA, COMBEO—BICEDTA2KZMA LM%
AuwTHhEREg, ~eruvr>8 ~<rzU v ME,
FHARMIREE, TPHRORMARS, THRAKME
FZiRE, MAAMERS & U DRE(ERERELRE
BIFYTrAbasrorgEl ra—Ly —£8E
SIEBMIKT +5 4 —T890 [BRERMET oLy, AF
~E 0¥ vy E(Van Assendelft i) % & LB E
UVIDEC-66 [BRBASHAFT 1A N] KLY EhTh
e, BELA. i, BERLAMEO-EFIC3.8%7
IZyEEF Y AR NE, ELSE(3000 rpm, 105
M) LTEoAMgEE AT 7 oy y g, &
BIEEA Py K7 AFoBEABEIT 717U /=7
vE(r Ty VEB LU LT YETT AT LK) & IHEE
[H BEHI5ELE 8B ACL100 [Instrumentation Laboratory]
Ki@MELt.é%uﬁﬁﬂbtmﬁ%ﬁwTMw-
Giemsa B BEEROHEILL ) AMFEFTEE,
Bm&a&ﬂi%ﬁiﬁ%ﬁ%ﬁ@ﬁﬁm;U@%ﬂﬁ
BEENL. -

5)  HOMEELERE

BEOSERIIOWT, MEFHREDOORMFCR
FEIR A & FRALL 7o~ o8 o SLTR [ TR % 30538 (3000
rpm, 105°8) LTRES - miE 4w TGOT, GPT,
LDH(UV-rate i) &, 7, MLiE% v TAIP(Bessey-
Lowry#t), #21 A7 o—i (CEH-COD-PODIE), b
15 &5 4 F(GK-GPO-POD#), Y »HE (PLD-
ChOD-PODH:), &b L U#skESfR(yrovAa -V




oA FI-5-Z P AN EFL AR

BiE), FERASRE &R EGBLUBHRE SR O ),
BN (TIEYNE ), N8 (Hexokinase-
G6PDE), REEF (Urease-GLDHE), # L 7F= >
(Jaffei:), +F b oL, AN LABLEPEE(A+ 8
REEE), #>v A (OCPCE), EE) ¥ (2 77
YERE), BREPE(BiuretE) Rt EHESWEE
Monarch [Instrumentation Laboratory] X Wils L
Fo. F i, BEESBE(ENO-RATEF— PEICLS
TRAENE) *ERKEEECLINISCAN SAV [B~L
FHEERT] Wi hillE L, ERESELENILA/GLE
FEHLL.

6) REREE

ZIfEE, B owTRERESOZRI, HiionT
EEEF4R T~ F BB T CHRMmEIE X420, N
HFEBLUHESTHBMCRELL. 361, [LH,
IR, BFRE, BE, R, HEB L OHRELESD LR
EErHHlL, EETEL, RFEEELLHOTBREES
REWLE WAMOBEIIWTIIEROAFHE CE
ML TREHECNAT, B, TEE® PRt
BAErgd), MEEEEEL), AY, B, F=58
Y REL L AR RERM A L, ) CEEREE
(1/15 M, pH 7.1 ~74) TR LA10% KL< Vi
(BEBLUBELAZ 77 7)) CEAELL. £/, #
IZonTil, KESEMTIRILL, May-Gimsa e Z
REMFHL, SHREBL CEHEBRWERIIoVWTREL
o B, BEEME X UTT00 me/ke EEMEOTETE &
EEERBIC OV T b BRI LB L7

REBEEERAE, S SRR X UV700 me/kg
FHOmM, O, FE, B ST, EE, 5, BEBLL
URE LRa 2 WIdRNERL 5 FloslsiEo NEREEE
LDV THERESTAT M) ¥ - A V0 e
ATOHERLLE. FORR, BIHBNERSOREN
ghnifow, 3508 LU mg/kg BT oW T b Wik
CRELE. $610, MESLUHELECOV T,
AT rERDY Y - TA Y R E T RICPASBRE T
WITREE L 700 me/ke B R BiRT A E LB, BETO
C Ry - PRV, VILVIL IX-XIB & OXKI-XIVIC 54
L7 .

6. EERBEEMEICATIEE, AEHLURE
1) HEEERE S L URE ‘

HEMOREE, KSHEEHhoREMWRR SRS
FCEAEAATERILERL, REU2RHEDHES
LURFEHrLROEBHETCoOOEEHEAMRLLTH
L. :

ZECH, REH 4 ARERYOBEzfTo LR
—HAOEL IMIOEIELECHRERBEEL. R
EHEEREIMEBE L, XRIBEINRZETEL
7o, KREOWEZE, BEERTERD 5 VIEERTOFF
DEHJCELNT, IhoHFEHERI B2 EERIGE
L7z, REHRD L, ZBE [(RERHWEKRLEY
#)x100), EhE (TR XEEZSME) X

100] BLrURRITRELL-RABAI&KT kD, 28,
700 me/keg BB TR FAACEEEIRICIET- LA,
FESNEHFORER, BB R L.

2) HiEB & UTEEREOEE

SIMEEIL, RRSHEBILMER Y BRS¢
T, HERTORSE, @EAE,5240FT
FHTE, FHRO2M, HIRE25 HIEFE BT, 5
FEF IO FTORATRT LTWIGELOH 25
FOBEL, FEl0BI0DECHBIRT LSS
HFOBAFHEEOD L L. EHESHICBWT LS
DEER S NG h o REIRERL, BRIEORTEHIL
7.

WEIREDERRI, SHEATINER S -BEY s
FREMES¢, BWEAQ T THEAT- 2. ThRHDE
GRS, HIREM [E 0B (SRR H)-HR0H],
WeER [(4I8HEMESHEHWE) X 100], FRE
[(EREHE /7 HEE) X1001, FKE [(BRBERES
EREL) X100] #BEHL .

7. WEROBE, s SUBRE
1) #EROEE
WHEOBICAFEHBLUEREL KL, #ilb&
UNERFEOFELRELL. £FBEEF LS8
WE&Y, EROBRSTHEBAIBT->72. ZNGDERE
WSRO, HEIL(E ), SEF [(HHF0HDEFR
o BHERE) X100, FERo4B0EFE [((HE
dHDEERE,/WEOHDEFIRE) X100] 2HML
FAS

2) k&
FEIZ, BWHFOBLV4RREL, 1REIHEEDR
HETEH L

3) g
a4 B ICEEIESA T o — 7 IVERE T TR MBI S
SEEL, MESEOCRFOREYHBE L.

8. FEETERMT

€, BiEE, REVNEEEDE, GFY, AE0E
HREAR, miEss LU mais{bEnkiE, FHRRE
i1, SEEBEMESZ2al), EE, FXEY £
FIRY, BEE, M, Sk, WARE LUHERD
4HDEFEIZOWTIE, F9 BartlettHi2 & § FFFD
FROB—UOMEL T, FEHIH—OHEE—TE
BEI L AT Ty, BEICEESEMEDLAL
B&, Dunnett#EFflVWTHBFEL S HBRMEIELO—
HEBEREZT 4. FEFIAE—-TLHEBEE,
Kruskal-Wallis DHERL M E % 1Tv:, BECHNITHTBER
LR HEEL OFEHENOZEICDWT, Dunnett &
DREETo7. BAEOAT - VFHAOREBIZDV

Tt Wilcoxon DIEMHIRE X T /2. ZREE, XBE
BLrUHREZIODWTEy MBER T /2. 3/, FHE
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RERSEN - £ERESUHEHER

ARSI O B 122 W Tid Mann-Whiteny @ UHRE
Tof. BEAKEEISBLUI%E L. &8, HElR
KT A7 — 5 BEOFEE 1ERE L,

R

1. RiEiss sk

1) ECHMS L OTEEREY

700 mg/kg BEiC BV T RER MR M L BIATETS L,
FEAREIRT (it 190 & VDSBS L 7. Fefliady 5108

LIENEANTS, —HyRErETLA0E, FHoEgBait,

LMEEOFE, MEsRELTHS27TRIIFRT L.
EIFRCIE, HIE, FMBIEOEE, iR, RS L UF
ENEHL L URHOBAYA LN, BEARERETR
B\ OSSR B B KRS, Mg

C O REORE, BEICTFEOERL T (HEEORBIRIC

B s BaBRlE FELBECEMIEEINL

UEERMIIRS 1202, f£4k3~5H 2GS,

MG, LE, §lE, EEREZHOWED, HEET, 3
WHORPEELLADHRIBICWMBER L. #iE
L, MIEOEH, FOER, BRI UBEOTAR
Bk, WEO—HBE, I, ¥E, EIREHIA
Hh, REMBERETILEICEEORFHIRNERRE,
RBHETREOBREOIMM & FEEOEIE, FEED
BEIBWTA2REREEES LU (BEDETBOE
W, +2#505, EESLUEBICI(CBEONESE,
BIRICHPEEOEFL T(CEEOFRBRMICBI 2 EBEE
FiLEFBE S .

2) ETFEHO—HkEE

WRES AT 58 O LUE 700 mg/ke BEDHE4 () & #EIFIIZ A
L/, LI, —~HNEYIE—HrEELETIH
18, HEERiER, ITFEE OB, HEH L WEIEOR
EENL LN

3} HEHILCEHFE(FQg 1~4)

700 mg/kg BEHE CHEMMOIIR A2 54 B UFEA S
M, B IHDEGER I FEREAIEDOON
o, FEOEBNMSIGRS 208 L 0936 5 I &EEE, %
SEQRIFELEEYT LA, 700 mg/kg BN AER
AERHX S MOS8, 113 & U715 5 D REEE A A

G, HEMEOFERNSICAEREBENRD S

FEOFRENRERMIEERS L UBTRARS L #EL
bOnMERLOMICEREEREL Sk [
HORMESIIHERELRAEOEFRELA

1758 X UF350 mg/kg BEMEIE DR E S L M E TR
SHMEB U CHRRELEROER 2R, HBWER
BonZZBiiBb oo,

4) HONFEFRE, BHERES JUMERE{LEER
(Table 1~3)
MESHRE T, FIgRMIREES L YR Mikm
BEEOHFEREEI T mg/keBE Il LR,

280

162

FHERE TR, FOFRRMAILE, BFHRAMARL
EELCM/ERCEHERYE RS CHEL ELER
HoNLhol.

it FRETE, MEKOFTEZSEHT00
mg/kgBEIZO LN, FoM, REOEB LUER
SHEHIIBRa,- o007 Y ELLEOCHES L BEL
700 me/ke BB LA, FFES & OB I C s
B REFoEBRETERET AR EEs s ks

YA

5) EIfRAA

BOEREORED IS0 me/kegHOHI16IE L 07700
mg/kgBEDHEOFI L E2H], IRBOEREIE TN
AE700 meg/kgHOHICE LA, BREO—TFREM 4700
mg/kgBHOMW1GIIA b, FOfh, JBEETER
O —MEEM (i), R Do B R (5 a1,
175 mg/kg BEl CRIOIERE L, 350 me/kg B TIRE
DHES, 700 mg/keBEETH O —S86, BROE
fiE, FFEMTILES L CHAROFEE, MOBRENE
1A b, IREOEKS L USSR D S B
BEirS L OREIE R WEFL b,

8) FFEE&E(Tabled, 5)

700 mg/kg BEE TIFROE EROF ELIRE, B,
BEBIVBE LAOHMNEREDEE LS, BT
CES L UCFFEOESEREODEELSEFED O
A, HWIFTHEVIZETEEDADELTH Y, HEFHY
CBREFLNIEDL, BREIERTAIELEERLS
i,

7) REAEEEE (Table s, 7) )
WERY B S ICER T 5 B350 8 & 7700 mg/kg
BHEOCSIZES LN, Thabb, I(BEF/ 3§
BB AR FAE DB TR 41350 mg/kg BEO OB L ME3
B8 X U700 me/kg BEOHELLF S HETFIC, TCEES
PRI EERE DA PR D EHEHT350 mg/ kg BE OB &
M3 £ 700 meg/ke EOMEHESRIIL, TEENL
SR DRy G OBER (BERIGR R % &) 27700 mg/kg B
DHEGH L HESHIZ, TKEEFLEEEOREORE
MR AT700 mg/keFEOESFIEMIFI A b, &
NLIR® D 6, BRGHEOBTR & BRI EEoSE
MO BRI HI350 mg/keg B & 700 mg/kg BEREHTHE
FILE L, »OFDREEI50 mg kg B L H<700
mg/kgBETHEM L TA LN, T4, 8T OEER (B
EEEEED) DETEE b 700 mg/kg BECHRILE
o7z, FOMICEE O BB RFB B EA 350
mg/ke BERE OIS LA OB/ BAEE, IR A
OB & ANAFFIE, BBEEIZ BT 555080 & REHOE
G ELE, BROKECBTLREESEL, RAEE
DIFIE P, RAE LEC B 2 FEMEAME, BEL
HOBFRFEIIRED DV ILT00 mg/kgBilcAbN
7o, REHSS IS L U S B OIS B
HEEDEME BEQIEEFRD LRV I s, T
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Fig. } Body weight changes of male rats treated orally with 2-methyl-5-nitrobenzenesulfonic acid in the combined
repeat dose and reproductive/developmental toxicity screening test
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Fig. 2 Body weight changes of female rats treated orally with 2-methyl-b-nitrobenzenesulfonic acid in the combined
repeat dose and reproductive/developmental toxicity screening test
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Fig. 3 Food consumption of male rats treated orally with 2-methyl-5-nitrobenzenesulfonic acid in the combined repeat
dose and reproductive/developmental toxicity screening test
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Fig. 4 TFood consumption of female rats treated orally with 2- methyl 5—mtrobenzenesulfomc acid in the combined
repeat dose and reproductive/developmental toxicity screening test
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2 A F b= hOANRLEL ANKR B

THEBMERSLOEEIRbDEZEZ R, 12,

BIEHEEII 2V THIRBEBRFEREE 7o 7205
WEMERS LOMErTRETAEEES O Ao
7.

8) HHEEOAT-UHE

BHEO AT —YT~VI, VII~VII, IX~XIB L
XIL~ XIV Q43 B9 FE BB RE (L2 BB & 700 mg/kg BED
BlzEELRRED LN E, 7.

2. ERERAESN
1)  EHEfEE (Table 8) '
WEBRWBERSEC BT AEEN, v b bBRERE P
VB A REEEAHANS L CREHY o ROFEED
ITORKENBELZERNETEEZ IO RS
of WEEFII2VWTW, HBRYHRIRSHEOIEILAL
O A EHEEEEIEHRS MR L, EREL
100%Chot:, T, FEFTIELLAIHICLAE
ZRBEBHohLhol., 851, HEBRYHIRSHEOSE
HEE909~100%THY, WERELOBMIEEERRD
Lbhdroi,

2) D L UREHEARRE (Table 9)
AEERVTLOM L FIR23A F TEAERT
MEREN, SHEFEAGRAP ok, i, WY
BRSO B ATRIAM, S8, HEREYH SKRE
HER, SMESLURERRWRELFASTEEERZR
FdHoNbho i, )

WERETHE, EHEVWTAOBIZE-THEMEY, B
EOBIUHLL LOWFETEIEFEES LS
FAN

3) HEROWEERRZE, £, RESLUERBME
(Table 10)
FHEBONERETHEHEOVTFIIZLREEALN

ol WRMERSEIIBITAMEE L UEFRHY

T RE IR TEEEREDL O o2 L

L, HEOBIUAHOMEHRE, HEROLIBOET

FL 700 mg/kg B CIREEATH - 7. HE4HOLR

T, HBHERSCEETZEIIALW b0

FE
1. HEHRSHHE

Tk, 700 me/keg B CREAHRE 17 B B4 A

bz, DWT—HROBYII-MIEEETET HUIE,

¥ AR, PEEO BB L UCHENA SR

EREOTFORIIEE, EBCPFEOMHEERT
rrEHFmuhCes!. LizdoT, ERAEFINE
MES NI E - INGERUIE Y e 3 RN U]: (e PR UPAL S
fbeZzoh, EEBHATGHEORRERELAZ
EA A BEO—RSN L BE L o GRS E LER

DOBEFI L DR L b LiEfanL, 1,

IEFEEO GRS L UMEREENHL L THWAZ Eh

HEFFREOERICERLATEZEL N, —8HE -
Er ETLIHERREOER L EBERAO TR LAD
oriEasng, RECRESLIHEFECEEE NN
AL, 520~ 43H OEHE I BERME L
EiESBDLENL. A, EHFANEERE L FEYHR
MERMEFESORENED S, FOFENSETH
S Z1H R RWICEE, AIROEIINA~ES Ty
EBLUFAZ M)y MECLEE(NEFDE X B3
BB 150 g/dLiie L 700 me/kg BT 14.9 g/dl, ~=%
Fz Uy FEFRBED46% 2 L 700 mg/kg 8T
44%) & LR, MiEkCEEFED bR LiL,
BMEFRETAWLLLEREALRT, A MAETD
PricBEsrabhihnwlbhsh, BOEBECHEETS
ThEVI L WEOGLAFHL EIIBT2MBEEDEE
T A BB EIRFOEFENRIESLL. BB, &K
FTHEMOBEIC VT, IRFRLEROSN, FHE%
WA B AFMIRRMBILE, MERLOREB LU
B HEMENEEEN eI b, BELREREE
ALk, &5, ARMCBNERGONE, RED
BrFnfh o & FEMR, MBS EREEEOETR, &
WA O #EE, RS OB L REMEHR MR/,
SR OB, WS OERCRE R SRt E
BSOS LB LELEAGhLZZ EhS, BOE
biEFEFOREECL b EEL SR,

350 mg/kg BBV T, BAIRMNICBOERBOIEE,
AR B RIGHEE B RL, FAPIEIE DR A
EY (VAR

175 mg/kg BEir BT, WTRoBE, s L
HMECBNTAEBRYERSOEEIRL O Do
7.

METIE, 700 me/keBECIHIAFETL, 1BEURE
ZL7, GHARZFSWHEEORL L EEEORE W
g, BHBEmoOm S IREOEMERISA LR, AR
B 0T A LR, AR Eodins
R, TR, BB IURBOBERESALNRL,
F oy CIIBBESYHAET 5 L EEEOIEFEL, FEC
BEHIEHBEIATVE2YN, RRBICBWTHHED
BE LAY ET A HBRIEORIEIL Y SHEFHE
T LI bk o TEBIHEALE L, ZROBETICL D HEIL
EMRYBmLEFA LN ChIEIBAFRLEE
BEAID VB E b ER LA, ETEWISO
W, FERS L, g, —HHrBeTETLARE
BEAoFEAE, IMEROHEES L OH#EI 460,
MERECT(E, M, NBREEE{LO bR} Ek,
Blgs L U FEoEgsdEs ol HEREGY LA
BICEEORD, WES LSBT, OHMERET
H—HHREE 2T AHRE BMIKELZRETIEND
ER{EAEAONT WA G, YEEREN L EHE
BT E» T EERIEZE 2 Shi, Toliic, B
R, SEREORBMMECHELEEL ORAMERI
Bia b hi, FRTEHSSHBLECRERMOMEIE
BASA 6T, FIRSRECIE, BE A, BEROCE
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Higgs sl - EERESUHEGHR

OEFFORE, BE OFESHAE L —HREE2E2 L ik

., MBS RGHEO BTN, MEIREROER, '

BB OEER & REBIEH A A S L. 1) M.]. Prague, “Prehled Prumyslove Toxikologie,;
350 mg/kg BBV TIE, MEFEIIIBERERIE0E Organicke Latky,” Czechoslovakia, Avicenum, 1986,
R, EPEEEOZE AL, p. 1055.

175 me/ke B2 BT, WThoBE, fiEb LT 2)  C.Madsen. Lab. Anim., 23 {1) (1989).
'fﬁ_%‘:ﬁl BWTLHBWERSOEEIZO LN, 3) K. Nakajima, G. Ohi, Exp. Anim., 26(2}, 149(1977).
7.
VL Eofn ¢, 350 mg/keBELL L EHET B OB RER
BT, EPMEIEOES, S 52700 mg/kg Bl
ETIREOERE EEMHNRG, —ErERrETAIHE RS

A bng. 7, HIZBwWTEERERENOMNH, & HAEREEE pHE
SHENRE, FHRMOREFES L PEYRRROAERSE RERIHLH | HERE, ANHEF,
DEE, BEHEBL Ca-r07) YELEOKE, Eifa, m#—F,
P OWTRETA LI, WEEEMNIBAGH, 8 EEEE, BIVEE
BMOMEHES 0. Lido T, BEBEHTIC AEV =Py~ HBIRUTZENT
BUAZAFNE-S b ORYEY ALKV BO—EE T412-0039 HEBEBTS E L1284
WS SR, HEEE L2175 me/kg/day Th S Tel 0550-82-9912 Fax 0550-82-9913
b 1L (A
Correspondence

2. SiEFEAEM Authors: Shigeru Ishida (Study director)

700 mg/kg Bl BW T A HEEE, B ETILELAH Katsuya Katahira, Junko Ogawa,
W HEREB LSRRI TEREDERSOFEL Kazuhisa Hatayama, Kazutosi Tamura,
Bvohzdor, T, BEBIUCRELECARY Toshiharu Tsuda, Tomoyoshi Katsumata
e (b b ICERE D 2T — ¥ SEICREEHAOS Bozo Research Center Inc. Gotemba Laboratory
nd, BFOREBIURFICHTABEREL WL 1284 Kamado, Gotemba-shi, Shizuoka-ken,
Fzohs. BT, TEMRS I TSRICEEE 412-0039, Japan
BoOLNTY, HEE, BREH, FRE, RHERX Tel +81-550-82-9912 Fax +81-550-82-9913

MEES L FARECLEBRDENRSoFEEEL0N
ol B56, SREBOWEITEICLEEERDL
nirdrot, LizpoT, 700 meg/kgWHEEIIBNTYH
M BB YD EREREN I RIETERE RV EEILH
A

AR RETEZECALT, 700 mgikgitizb T
LEFERIAZEFIIZDLNT, HHt, £FEE,
ERHE L UCHEFCERYHRSOREEIRD 6 M
ot L, 700 me/keft CREEAEORMEGR &
WE4H B 2 EFRORMBERNES SRl AR
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Tahle 1  Hematological examination of male rats treated orally with 2-methyl-5-nitrobenzenesulfonic acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose {mg/kg/day) 0. 175 350 700
No. of animals 12 12 12 12
RBC (X104/mm*} 816 £ 31 835 + 41 824 + 47 855 + 70
Hb (g/dL) 159 £ 04 159 = 04 158 £ 06 153 &£ 1.3
metHb (%) 040 = 0.08 046 = 0.09 042 + 0.11 044 + 0.09
Ht (%} 46 + ] 46 + 1 46 + 3 45 + 4
MCV (%) 566 + 1.0 553 £ L5 560 + 1.2 52.5% £ 2.7
MCH (pg) 195 £ 05 190 + 08 192 % 04 170" + 1.3
MCHC (%) M4 £ 06 344 £+ 09 342+ 08 338 + 1.2
Reticulocyte {%o) 23 20 £ 3 21 £ 3 22 +3
Platelet {x10%/mm?3) 105.6 £ 100 103.5 = 125 66 £ 11.7 1145 + }53
PT (sec.) 123 £ 03 123 £ 05 122 + 04 120 + 07
APTT (sec.) 144 + 13 139 £ 1.5 14.1 = 1.1 13.7 £ 1.3
Fibrinogen {mg/dL} 264 = 20 267 + 31 272 £ 17 254 = 18
WBC (X10#/mm?) 112 = 26 117 + 23 108 + 22 124 + 38
Differential leukocyte counts (%)
Lymphocyte 884 + 3.0 866 = 4.5 86.1 £ 5.2 8.4 + 88
Stab 0.0 £ 0.l 0.0 £ 00 0.0 £00 00 £ 0.0
Segmented 108 £ 3.0 129 = 42 128 = 52 149 + 9.2
Eosinophil 07 £ 05 04 + 04 1.0 £ 0.7 05 + 0.7
Basophil 0.0 = 0.0 0.0 =+ 0.0 00+ 00 00 = 00
Monocyte 0.1 £+ 02 01 £02 0.l + 02 02 02
Others 0.0 + 0.0 0.0 = 00 0.0 00 0.0 £ 0.0

Significantly different from the 0 mg/kg group; **:P<0.01
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Table2 Mpyelogram examination of male rats treated orally with 2-methyl-5-nitrobenzenesulfenic acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg/day} a 175 o380 700
No. of animals 12 12 12 12
Eryvthrocytic cells
Proerythroblast 00 £ 0.1 01 =01 0.0 = 00 0.1 £ 01
' Basophilic 0.7 + 04 09 £ 03 0.7 £ 03 0.9 £ 03
Polychromatic 260 + 3.2 256 = 3.3 262 £33 203 + 47
Orthochrornatic 63 £ 1.7 55 4 10 59 + 14 65 = 18
Myelocytic cells
Myeloblast 01 -0l 01 +£01 01 x 01 01 01
Promyelocyte 02 + Q.1 0.2 + 01 02 £0.1 02 £ 02
Myelocyte 1.7 £ 06 18 = 08 21 + 03 1.7 £ 04
Metamyelocyte 79 *+ 1.6 82 £ 1.7 8.0 + 0.8 7.7 £ 13
Band form 203 £ 3.1 221 £ 1.7 228 = 15 213 £ 26
Segmented form . L1 £ 06 1.0 £ 04 10 + (5 1.2 £ 05
Eosinophil 1.8 £ 03 19 £ 09 1.9 & 04 22 4+ 08
Basophil 01 +01 01 £ 01 0.0 & 0. 0.0 £ 0.1
Other cells
Lymphocyte 319 + 56 308 + 3.9 206 + 4.6 274 £ 65
Transitional cell 0.1 = 0.l 0.0 £ 00 - 0.0 £ 0.0 00 £ 0.1
Monocyte 0.0 £ 0.1 00 = 00 0.0 = 0.0 01 £ 0.1
Megakaryocyte 00 £ 0.0 00 £ 40 00 £ 00 00 £ 0.1
Plasma cell 03 02 03 £ 02 04 + 03 0.2 + 0.2
Mast cell 05 + 03 0.5 = 04 0.5 + 0.3 03 £ 0.2
Reticulum cell 09 & 03 10+ 04 06 =02 0.7 £ 03
Mitotic phase 01 £01 0.1 = 0.1 0.1 =01 01 +01
Cthers 00 =090 00 = 0.1 0.0 = 0.0 0.0 £ 00
M/E L0 & 02 1.1 =02 11 £ 0.l 1.0 £ 0.2
Mean+5.D.

No significant difference in any treated groups from 0 mg/kg group.
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Table 3  Blood chemical examination of male rats treated orally with 2-methyl-5-nitrobenzenesulfonic acid in the

combined repeat dose and reproductive/developmental toxicity screening test

Dese {mg/kg/day) 0 175 350 700
No. of animals 12 12 12 12
GOT (TU/1} 92 £ 7 54 + 12 o4 + 13 60 + 22
GPT (1U/L) 44 *-5 4+ 7 42 + 48 = 13
LDH (IU/L} 36+ 09 36 + 12 37 % 37 + 12
AlP (IU/L) 201 & 46 206 £+ 54 218 £ 46 221 £ 41
Total chol. {mg/dL) 63 + 10 58 4 10 64 = 14 66 + 13
TG {mg/dL) 52+ 16 58 £ 19 61 + 2% 66 + 23
PL {mg/dL) 104 £ 17 96 = 14 103 + 17 109 £ 18
Tatal bilirubin (mg/dL} 0.13 £ 0.62 0.13 = 0.02 0.13 £ 001 0.13 = 0.02
Glucose (mg/dL) 154 + 14 145 * 16 146 + 13 145 =+ 20
BUN {mg/dL) 16 +1 16 + 3 16 2 15+ 2
Creatinine (mg/dL} 062 + 0.04 0.62 = 0.03 065 = 0.05 0.60 £ 0.03
Na (mEq/L) 143 + 1 44 £ 1 143 £ 1 44 £ 1
K (mEq/L} 4.1 = 0.3 43 = 0.2 42 £03 42 £ 0.3
Cl (mEq/L) 109 £ 2 109 £ 2 100 £ 2 108 £ 2
Ca {mg/dL) 9.5+ 03 45 £ 03 93 £ 02 94 + 03
P (mg/dL) 75 06 7.7 07 78 £ 06 8.2 + 08
Fe (ug/dL) 14 + 43 102 £ 40 107 £ 52 159* 4 53
TIBC {ug/dL) 504 + 37 500 + 44 501 + 32 535 £ 60
UIBC (gg/dL) 400 + 54 368 + 62 384 £ 56 377 £ 76
TP (g/dL) 63 £ 02 62 + 02 61 £03 59% + 04
A/G ratio 0.79 + .04 0.75 = 0.06 0.77 = 0.06 079 £ 0.06
Albumin {%) 440 = 1.3 428 + 2.0 434 + 18 44.1 + 1.7
Globulin (%)

o 224 £ 1.2 236 + 15 227 £ 19 20.5% + 23

O 100 £ 0.7 99 = 08 99 = 07 105 £ 09

178 = 1.2 183 £ 08 . 184 £ 1.1 19.0 = 1.0
Y 5.7 £ 06 54 £ 0.7 b6 + 0.7 59+ 1.1

Significantly different from the 0 mg/kg group; *:P<0.05, **: P<0.01
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Table 4

Absolute and relative organ weights of male rats treated orally with 2-methyl-5-nitrobenzenesulfonic acid in
the combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg/day} 0 175 350 700
No. of animals 12 12 12 12
Body weight {g} 486 + 24 481 = 22 430 £ 38 424%% + 54
Absolute organ weight
Thymus (mg} 350 £ 65 326 + 57 345 + 78 273 £ 90
Heart {g) idd + Q.15 145 = 012 1.38 + 0.12 1.33 + 0.13
Liver (g} 14.08 + 1.19 1401 + 1.35 13.77 £ 1.95 12.29* = 2.17
Spleen (g) 0.77 £ 0.0% 0.77 + 0.09 0.73 £ 0.17 0.71 = .16
Kidney (g) right 1.65 = Q.13 169 = (.13 1.60 = 0.13 1.58 = 0.16
left 169 + (.14 172 £ 0.15 161 + 0.15 158 + Q.14
total 334 + 024 341 + 0.27 3.22 £+ 0.28 3.6 = 0.29
Testis {g} right 167 = 0.11 169 + .11 168 £ .11 1.64 + 0.09
left 1.6% + 0.11 1‘.66 + Q.11 1.66 + 0.10 1.64 £+ 0.10
total 336 & 0.22 3.35 £ 0.21 3.34 = 020 3.28 £ 019
Epididymis (mg) right 629 + 46 631 + 42 618 £ 48 625 * 64
left 634 = 89 617 L 46 611 £ 29 592 + 66
total 1263 + 133 1248 + §7 1229 £ 73 1217 &+ 125
Relative organ weight
Thymus (mg%) 72 £ 13 68 12 73 £19 63 £ 16
Heart {g%) 0.30 £ 0.03 0.30 = 0.03 0.29 + 0.03 032 £ 003
Liver (g%) 290 + 0.17 291 £+ 0.17 2.86 = 0.25 2.89 £ 0.19
Spleen (g%) 0.16 + 0.02 0.16 + 0.02 .15 & 0.03 0.16 £ 0.02
Kidney (g% right 034 + 0.02 0.35 + 0.03 034 + 0.03 0.38% + 0.03
left 0.35 + 0.03 036 = 0.03 0.34 £ 0.02 0.38 + 0.03
total 0.69 + 0.05 0.71 + 0.05 0.67 + 0.06 0.75*% = 0.06
Testis (g%) right 034 £ 003 035 + 0.03 0.35 + 0.03 0.39% £ 0.04
left 0.35 *= 0.03 0.35 = 0.03 035 £ 0.04 0.39** 4 0.04
total 0.69 + 0.085 0.7¢ £ 0.05 0.70 £ 0.07 0.78% =+ 0.08
Epididymis {mg%) right 130 = 12 132 & I0 129 + 11 149** + 15
left 131 £ 20 129 + 12 128 + 11 140 £ 10
total 261 % 31 260 = 22 257 + 22 289% + 23

Values are expressed as Mean+5.D.

Significantly different from the 0 mg/kg group; *:P<0.05,**:P<0.01
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Table 5  Absolute and relative organ weights of female rats treated orally with 2-methyl-5-nitrobenzenesulfonic acid

in the combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg/day) 0] 175 350 700
No. of animals 10 12 11 9
Body weiéht () 352 = 3% 366 24 361 X 21 336 + 40
Absolute organ weight
Thymus (mg) 224 = 77 244 + 48 23T £ 75 218 + 67
Heart (g) 1.03 = 0.07 1.08 £ 0.07 1.06 + 0.07 1.4 + 0.11
Liver {g) 1447 + 1.78 1589 = 1.26 1581 + 0,93 1481 £ 2,37
Spleen (g) 0.65 = Q.12 0.7¢ £ 0.12 ¢.71 £ 0.05 064 = 0,11
Kidney {g) right L17 + 0.08 122 & 0.06 126 + 0.12 124 %014
teft 1.17 = 0.08 122 + 0.07 127 £ 0.11 123 + 0,15
total 234 + 016 244 = 012 252 + 0.2] 247 £ 0.28
QOvary {mg) right 570 £ 65 587 £ 46 566 = 6.7 56.2 + 12.1
left 53.0 = 8.6 56.9 £ 10.9 59.4 * 94 87.1 £ 124
total 1100 + 122 1157 + 13.0 116.0 = 127 1133 = 157
Relative organ weight
Thymus (mg%) 64 + 21 67 £ 12 66 + 20 64 & 15
Heart {g%) 029 = 0.03 0.30 = 0.01 028 = 0.01 031" = 001
Liver {g%) 4.11 + 0.20 435 £ 030 438 + 0,22 438 £ 044
Spleen {g%]) 0.18 + 0.02 019 + 0.03 . 020 £ 003 0.19 £ Q.02
Kidney (g%) right 033 = 0.04 033 £ 0.02 035 £ 0.03 - 0.37% £+ 0.04
left 0.34 + 0.03 034 £ 002 035 += 0.02 0.37 = 0.03
total 067 £ 0.07 067 = 0.04 0.70 £ 0.04 0.74% + 0.06
Ovary (mg%) right 164 + 3.2 16.1 + 1.8 157 £ 1.5 17.3 £ 6.0
left 151 =24 156 £ 2.9 165 + 24 173 = 47
total 315 + 43 317 + 39 32.1 £ 29 346 &= 9.2

Values are expressed as Mean®S.D.

Significantly different from the 0 mg/kg group; *:P<0.05
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