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L3 ]

LBl m=ha_X B RV R T MY ADREREEN O A FERE N A BB IO A RO R

FICRIETHBERFTHILE RUELT, 5 4TS ERERE OECD (L FMERBRIEN ART A2
B> TRMEL T, =B 2R BT N Y L% 0 (B B RIS AAK) . 100, 300 250N
1000 mg/kg O F &= CfE#ED Crl:CD (SD) Ty M R 5-U, #1342 H B 5 U %ICHR U, i
WA 2 SR L USEREAR, SRR ASEL OB E 3 HECEA RS Uk, 28, BEmITE 4
S, HAEREELICHETE 4 BICHIRLE,

1. BT R
MBI & | SR B RSN e oTe, —ARIKEE, KBS, BEE REEE, JIRTTRB
JOYREHRE AT R BE R 5 I LA 21RO N kot

2. HARFTR
HARPTR, HAEROATHERIUKREICIY, S#BRYWHIR SO EIIRDONeh o7,

3. AFEFE AT FRIPTR,
MRS, AZBLRRAR, HHEE RS L UMEIRIR, A FREB I UEIRE, Sl LOWERERIC
i BRIME R BRI RO 0T,

4, EEME
LLED#RENS, ARBREMTICBITS m-=ha_ B VR VBT N AOS B 55—
HEPREREMEIT 1000 mg/kg/day T, AMREAEFEFENRBREEELOCICKR ERICH T2
MEVEEY 1000 mg/kg/day THAHEHWIIND,

SEREM
MERED > b ZZEC A2 R L ORI P (R 2 B, 2O ONTHETIIRBC MR T 1% 2 EH,

TR A2 ML CRAEBIEE 3 BEO., m=ba_UE R VRCET NI AR O#ZK 5L,
WERET > M T AT IZ DUV TRET LT,
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LZE TP

1. BBWE

HRWE THD m =t B RVRE T NIY A B4 : 3-= bR B RVERVEE T R T A
Sodium 3-nitrobenzenesulphonate, CAS No.:127-68-4, 43¥3:CH,NNaO;S, 47 F£:225.15, S48
B, AR, M 97.0%, @lsR:350°C, uy b &5 :006W2116, Annex A, LLF, NSB) iXBEE L3 LY
JEAL (BB AF 2010 £ 6 A 11 B.) ., EARFETHER-EXT (ERE 3~7 C) TREL,

NBS D#EEREFRIZRT,
0
'O\ +/©\S//

N +
“ // \o_ Na
o} (0]

EBRME O EMNET, 52010 £ 9 A 24 B)BIOHRSHIFKT# (2010 £ 12 A 10
A ICEBEHEAIC T — Vo BRI 5 Y EE 7T (FTIR-8300, SEEERT) 2L, ROV A
BEFIIRIT TARIMRUN A~ WL (BIRE R : 4000~400 cm™) ZHIREL TR, 2 DDRAZ MU EHEA
RN EFEFR LT (Annex B),
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2. BRI UEIE ik

AARF Y — /LA VNSN—ERFAET L Z—L0. 8 BEED Sprague-Dawley (SD) %7 Crl:CD(SD).
SPF) K 62 I, # 73 PEfE AL, 8 SHINA LI, AffHL SO T 14 B, BELAETRE~DEIL
DIHEE Lz, £OMEH ., B0 —RIREBEBEL, AW HRBIOBRERT BICEELAEL:,
BE - B LR RSB O BRI = VMU TR E B AL, fAE 7 —VICRBRE . B I OB
LB S ZRRALIE ) —REENT TREAIL -, Eio, B OV, ARB A DEH . R
FBHRLUIZ, AWRRRBIURER TROEKEIIL T O®Y Th-ol,

B AT R 201049 A 22 H
AT AR : HE 260.1~285.5 g, #f 167.9~202.3 g
REKTA: 2010410 A 5 H
BRI T R E HE 328.5~421.8 g, Mff 197.6~269.8 g

BREHE FO— R IBRB L OREHER ICEEIIZRO Ol M8 CHBIRZRME I OmE

RBRFEDHLIR 2 ILEERSL | BRI RS R R IRIC RV T & 1T o7, BT LB i

EHOBYEZTEFVY T 7=V MU TRICEMESEIERL ., BEO R8I — NI
BE . HNBIUBMETERAL CTRE S —VICENT -, Bo oA/ 10 T, HE)
# 19 LRI UHERBIOERIZIVRA LK 2 X2 TREBEME LU, BB 2 I hRBRIFERL,
BB 8 P L OMESNY 21 ITiZ BB AR AIEIC I R EIFLEH T,

B, BFAIRE 21.0~25.0°C. FAIREE 40.0~75.0%, BRREK 15 [B/0FH, BHREA12L 12
BERI(T FE~10 FE)AUAT, 12 FERI(I0 BS~7 EDWATICRESNMERNT, SRR
(220w X 270d X 190h mm){Z 1 PT§™-0 (AZECHAE 2 PO) INEL ., BEAEEHCE-2, BAZLT) LKA
(RETAKE R % B BICBRSE THE L, MEIMIILHNZOWT, R 18 A»OHE 4 A
FTTvMNATTAF v 77— (350w X 400d X 180h mm)iZ 1 PCFDUUAL ., JREEL THE v
TF T (A= J) = R AT —) B EMG L,

FEYMPICATREOREIIGIOLIVT, B EDEEIL 22.0~24.0C, BEIT 42.5~68.5%T
HY WTILIFFARENThorz, £, ALk, KBLURBO SRR, Wb Z sk
TEFIRE CREBEOFAEREANTHL L 2B LI,

3. 5k
1) g

NBS ZFEEL . AR THD B RENAA Ottt 8% 5 AHAL) THAESE, 20 w/vhlE
RETRILT-, 51T 20 w/VIRIREEETHEIRL. 6 7eHUNT 2 w/viiAik % BP0 c s Ui, FamL
TR LT (CERHE 2~7°C) CHREL. FR% 8 BUINICER LT,
2) REMAR

P EIZEI D, 2 BXU 20 w/ VB EORERIKIZOWT, Wik, EXREET (ERE 3~4C) itk
154 B8 AEIOZEMELZRERL- (Amex C), 2B, ABWEZ AW [3-— =t ¥ 2

7
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R NIYADT M VD 28 B XER D5 FMERER I VC, 0.2 BXO 20% (w/v) IR (AL A
RS R, R E OWEATT /B RS i, MEEFTC 10 AR E CHHILIHERR
S TN5,
3) & ’ERE

ARBROFIEFARAR (& (FARLB 2010 42 10 A 5 B)IT2WT, 2, 6 BXU20 w/veiEE DT
DEEZFIFE U, SROYIBREE., THEENFEBEED 90.0~110 %, T-FREBEDOITHHX
BENENEEMED 90.0~110 %LANELT, ZORE, THERIZTNEFNOFRMEED 101.4~
102.0%THY, FREMEDIESDEIL 99.1~101.0% CRLEGE A>T (Annex D),

FRRAET ONBSIEEIIUU T O LB THIEL L, FARKRED.S mLEEEL, ZKEATHERLT
REHA R Z TR 72(50.0 pg/mLfFir), SNTHERWE 10 meRREHIC &Y, KICHFMRL CEEARL.,
#9125, 5038 L T800 pg/mL DIFMERFIRZ AL 1o, RBHER IS LU ERIKE . LU TIOR TR iRk
7a< 777 (HPLCHEICKVRIEL | BB DIERL LR ERE AWV CREMR AP ONBSIB £ %
HHL,

HPLC&:A4
FAK | AT Puresil™C18
(NFE4.6 mm, &X150 mm, B 75 pm, U4 —F—X)
BEr 0.1%0 ABR/ AB ) — NARTE(T:3 v/v)
Vip:is ‘ 1 mL/min
AT LR ERE 40C
B B IR =i
RIER R 254 nm
REEAR 10 pL

F Mo T FEER  REK

4. BERORERBLOERE Fik

AARBROB G EBIIERD (3-=bu U BU VRV RTADOT M WS 28 ARMRERD
B S5 BERB VOB EEDLICREL, 7725, 100, 300 BLV 1000 mg/kg D 3-=ha ¥
AN BT N T DEMERER 5 TRoD SD R Ty (BRET BRI LT 1000 me/kg #5-8 TIIMEMES 5
Peo> 14 B HOBRIERHEZRTTND)IC 28 A, RERARE LR LD 1000 meg/ke #51C
I, B EEEZIC—EBEORES L LN, LL, 28 BEOKERGICIVFECESIIERINT,
— KRR, (R, AR RRE., RBILUWBMEZAIREILBO T 3-=trXU B 2uky
B ND AR 5 LB L ELIERDHILTNRN, Lizid> T, ARRICB T 2FmARHOR 5 2%
1000 mg/kg WGREL., ELT ., ALK 31725851 i &% 300 me/ke, KA E% 100 mg/kg L7,

BN ITZIELAT 2 B, R, MENIMEBEL COBBOME 3 BT, RESHRSNR
DyoT-METEIRRAT B T E S EE 42 B) | ZRIIHERINN S 1RO b\ IR T E

8
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(4L 25 HAHY H) $C, HEBMIIZTECAT 2 M. ZZELHIH (14 B D 2@ L THIRAT B £C (&S

(]

B2 [[) RO B 1EL1E 7B, FRIP O FF~11 B 34 )i G L, R5REBIL 5

mL/kg &L, BERB I OREATRD NIRRT DM, SHIZZRBIHER SR oTMETITE 1 ERIES
SEELEIC, RESRERINIMETIE, BRFORE B OREZEICHE UL, 72de. stREHICITEE
THD HRENAAZ FERC IR & L,

B E5RERIL OECD (L EWHERBIETARTA L4211y, Ty MABEICLDMEIR Ok 5L LT,
AAROBHER B I VEYE S LU TIORU,

. BE5R BE BRERE ity Ei e
B RIH (me/ke) (w/%)  (oL/ke) % i
1 HEES A @) 0 0 5 M01001~M01013 F01001~F01013
2 NBS 100 2 5 M02001~M02013  F02001~F02013
3 NBS 300 6 5 M03001~M03013  F03001~F03013
4 NBS 1000 20 5 M04001~M04013 F04001~F04013
5. BEE
1) BEY (F,)

O— AR RED B 52

PHENCHOWT, FEMETED 1 EU L, 5 HRAPRER%OEA 2 B HEELK,
OEERE

BV, 5 1.7, 14, 21, 28, 35, 42 A BI UM B ICHIEL-, HEWITHRE 1,7, 14 B,
fEHR 0.7, 14,20 B M 0 BLO 4 B (FIRRE)IZ, SHICZESBERINR - TIHRE 21,
28, 35, 42 A BXUSHIRR B . D HERIN20 o8 Crdidik 26 BHAY BICHRIEL,
BT EE

B, 185 1~2, T~8, 14~15, 29~30, 35~36, 41~42 HIZRIE LT, HEHITRE 1~2,
7~8, 14~15 AIIUMEEE 0~1, 7~8, 14~15, 20~21 HRLNIHE 3~4 B, SO RHHE
REN2 Tl TIIIR S 29~30, 35~36, 41~42 BICHRAIE L,
@A E

BHEDEHI O DOWT, BIARTE ADLEARZBEL., BTk, BRERBLIEL T &t
EEAATERZERL, EBYORES ., FEVPERAINSECHRAMPEEUL, i #Ito
TR ER B (EEZLORBFYE»LRBFMETO BHEOFEE) 2R E UL, 22k, HAIKIZ 4
H~5 B ORI CEIGEL TOAEMILIER L HIbT LI,
®x%E

&5 16 ADH ¥ (15 BF 59 73) KV BN OMERES | xF 1 TRESE, BEI0Ed. Bt
AL, FETOMOBIFEAZERL CERUE, BNICERD A IIEIEA D IO F 05
NEBWERRRSIEIMEL. ZOHEERE 0 BLREBELTRBAMEHEL, BUNICRE Ui, B
BEBIOEROBEICLY, FERLE AL B HETO A EBLOEORMICERLI-5EH
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DEIE . RRE(GCREWE/ RELWZBED X100, %), HIRE (GRS E /2R U HE)
W0 X 100, %) 2B H L,
@FEHR - /7 8 - TR R BB DOBIER

RRIPHERSWI-261% RS HRESE Tz, HORERIZ, TR 21 BbSIHERENSETE
ABIEZITV, il 11 BEETIAENE T LIz W, O HEHE 0 B (O B) &L, &
Pk RO BB IIBETRLEDIC OV T, BEEBETERL-EPIC >V Th 5 itk
D—AREI L OEROIRENORE OF EL UM LT, SHREBITHEEREBEHSE 1~4 BOR.
BHBE L, SBU-2FOERBIFGERE 0 H2D4 A £ TO %) 2Rk KO HER
[ Y2 EEMES /SRR B %) X100, %12FHHL., WE 4 H OFIRFHCEE LA R B L OHHR
B OERE GERE/SBIRENIR) X100, $]&H B L,

QHRB L OREAL R R

BT, #5 42 BOB BRI, UM E S =P N AR T CRILBIES S THIRL, B
BB B ATREENE S L OEE BEREZ S ) OBEELAE L, BRERBIURER LK
7T UBRICEE (RBREL 0.1M U BBEE 10% A<V IR L, BISCAR, BERSLIOTLIR
i 0.IM VU BREETE 10% A <Y BIRICEE L, HMEBIUWHE ERII5TREERSIT 1000
mg/kg HERIZOWT, WHARFEOREL ER LI, o, IRRIZEFTFROLNICBRB L
UFEE EIRICOWTHRBRICEEL  REAE PAIR AL EE LT,

WHEOIL, SELHEINE 4 B2, RBLURb ok ik s 42 BOBRIC, RRERLER
SWRUIe o TR 26 BFY A2, 22~ OLE 2L R AR T TR BEX
BCHBRL, SIRERZHE U, SRRICOW T EREME T CIEREAEE, FEIC OV Tk
ERBEEC BHFRRGERE/ EREER) X100, %) 2EHUZ, RSP THoI- MBI, 10%
AL T B LA THEEREL, EROFELBRER L, £, AR, 75, BERBXOREI
0.1M VI BEREMT 10% A<D HIRICEEL . SRBRIT BRI T 1000 mg/kg #FEHEIZOUVT,
AR R ELERE L,

2y AR (F)

OHERDBE

HE 0 BICAFREBS IO T REA R T HARBLUARGFHOR ELBEL, o
e[ (ERBY/BFFRBEH) X100, %], ERHER] (WELRE/EKEL) X100, 2]BLOCHAER
[(HEEAEIRE/PEVEER) X100, $12H B LI, fiF 0~4 BET, B H, —BRREBELAEL. £F1
BT BRI 2 BrAERATFEL(HE 4 ROAERS/SE 0 HOARE) X100, %)%
BHUE, AFRCOVTL HE 0 BEC 4 BICEBNIOERELZREL, B EIHERERI Ok
BEREHTHEEDIZ, WHE 0 ABLT 4 RiCRiT oML (AR B/ RAERE) X100, W]1ZHEHL
7o

10
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@Fk

T RIN RGO ELBELUTHKRU, 0.1 M VUBERE 10% A< ) miRICEEL TR
fFllc, £FRIIHE 4 BIARFHOFELBEL TeRTA TR ARE FIC X0 RS
B THRL, NEHREOREOFERE2EELL,

6. T —HDIENT

MR OB LB OHEE, ZRRER, ZHRRITOVVTIE Fisher DEHERERRER 1T o7 (HEAK
#:5%),

WRYHREHORBHEBFEREFTROYL, L —F 450 LR BB RiZ. Mann-Whitney
D U REIZEY, if:%‘fﬁﬁ‘PuF@ﬁ%{EGi Fisher DEEREZED IR FEIZLY. 1000 mg/kg 15
B RBELOBOFBEERER T o7 (BEAKEE: SR, L HIZTBW T WE 4 BicBRLE
B DR BIL COBRER E LTz, |

FOMOT —21X, BIEZLIZBLNTEH DV litter ZLDFHEZ1EALL T, 569, Bartlett
DIFHEZIDVBEHEDSEO RIS OV TRIE (B EAKEE:5%) 217572, BB —HThomFAK
i3, — B ER OB (B EAYEE: 5%) 1TV, BEICHE BEHSRDONT35E1E, Dunnett I
FOBEEEIT o7 (FBAKEE: SN, —F ., WTOOBETHEDN 0 Lo BAa RIS EN—1
TIRD-TEAITIE, Kruskal-Wallis DNEALARE (B EAKYE:5%) 2170, BMICERHESED LN
A 128X, Dunnett RO EEIZ LV BB AT (B AME:5%),

AERAHE

1. HEnm
1) —f%IKAE (Table 1~ Table 4, Appendix 1~Appendix 4)

HERELH IS T BT BRI T ERBRYM 2B T—RREBOREIIALN 2T,
2){KE (Table 5~Table 8, Appendix 5~Appendix 8)

RS | RRBEIRL L TR BICIIBEEE NBS AR EHEOMICHBEIRD N2 o1,
3) ¥ AH & (Table 9~Table 12, Appendix 9~ Appendix 12)

MERELS . 2RBRHIM 2B C TR RT3 BBIES NBS £ R EHLOBICHEEIIRDON R
7o

11
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4) 5er B & (Table 13, Table 14, Appendix 13, Appendix 14)
MEREL L2, BRSO B, giso i (BERIEE) . BRGEEERE ST, IPROEEIZIL. 3

L NSB £ 5#ELOMICHE BEEITZRD LN T,
5) #I#FT R (Table 15, Table 16, Appendix 15, Appendix 16)

HETIE. > REED 161 (B1#E 5-M01007) OARARE RIS LUK R _LAKIC/E{EA, 100 mg/kg 5
FEO 16 (BpE SM02011) D MBI B AR AN FERA . 300 mg/kg B EH D26 (DHEF
M03007; 243, Bh#H&ESMO03011; A1) OB E LRRIICE AafsBaInk,

MECE, WEREYR RFET s iz ol
6) R B AR ZL(Table 17, Table 18, Appendix 17, Appendix 18)

FEECIT, STBRBECBE ORBIEOZERE 201, ATEMEORD 2320 CBEShic, 205516
EEIR B IR B VMU B D DI FI(@VEE 5MO01007) TH Y BE LR REHIE DZENE, A5l
BB L LG IR ERA LR Sz, 1000 mg/keg 58 CIIFEASEOLRREIIBESh
etz

R BT, SREEO261 (B2 W IEmERD B W COEENIC IR B A 8BS, Z05h
BRI N IRM B E (NP BES N =51 @ E BM01007) THY , BENDIETOEER
Wb bEEIN, T, SBEBLUN1000 mg/kg BEFHDOE LFIZBWT, FHEIZV L/ EKiBH
DBOLIA, MR TIIBEIEIT b o7, FIRFICHE LRSS RBO 572300 me/kg
B SHO2HTIL. BT RFESBEINT,

FIRRIFIC, BRI EER BRI T2100 mg/kg - G-HEDHEFTid, REITHEEMERME B L UM
HIZRREDOY BRI RO LI,

BREECIE, XBHER L UN000 mg/kg B EHOLHIC, REBABRFN L REH RidB &S
7o

2. AEFHERES
1) 4 B A ¥ X OASEC A (Table 19, Table 20, Appendix 19, Appendix 20)

PEIEERIZIE, NSB e 5 DB L RE T 5B il A bhighoTe,

ZRECDFE R REEHIE PR B OSHERR SR> Te B3t FREED 1 ) (B35 F01006) . XX
IIRERE NS TRIETHT-E S 1000 mg/keg P EFEC 1 BlEMDE 5 FO4008)58D B4, KR
FRIUZIRITIENBS B 5ORBIIA DN o, o, RRETO RERBLIGEORDOZREERE
BiTh, S ER#EL NBS B SHLOMICABZITFD LN h T,

2) tHEE RIS LOUEYRII (Table 21, Appendix 21)

1000 mg/kg B 5-HED 1 FIAHELRD 7253 () | fOBMITIEIR 22~23 HIZHELX, HE

FTRLIOYERGIFICIE, HREEL NBS £ R EHLOMICEREIIRD N1,

12
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3) 4383 L UM B IR A8 (Table 21, Appendix 21)

HEZ Uh ot 1 flEERE (k) | £ DM EF| ORI IEF oL, R B IO
BESRITIT X BRBEL NBS 1’;‘2—6#&@5@@% BRI LN ol Fo, WEREBICHEF IS
nigh oz,

4) FEE . EREBLOERE (Table 21, Appendix 21)

1000 mg/kg #5-FED 1 B (Bh#FE = F04008) 1L, $E4R 25 H ETICHERNRERI NN T, IR
26 HAEY BICHRBROBR, ERBEDPERIILD o8O AT THDEHETL , 1RO AR
2 TEHEX R DIRA L, T O, B FEARBBIUARFICIL, MRS NBS Fix 5L
DORICHEBEITRO BT,

3. AR
1) &= 7E (Table 21, Table 23, Appendix 21, Appendix 23)

S, ARMESR, HAER FAREFRBIOERICIT, SRHEENBSE R EHEOMICAER
EIFBD LN 0T,
2) K E (Table 22, Appendix 22)

HEORBLVYRICBTDHARDOEEICE, MR LNBSE B EHLOMICH B EILROLNA
holz,
3) A IR BI2% (Table 23, Table 24, Appendix 23)

HE 0~4 BICRITAEFRIHAVERFITBEIN ol o, HE 4 BICHRUICFER BE
(EAN STV ghA VLY

TR, MRHES AR SRICRO LS, BB IO TR EOHMITRDH
niginotz,

FLIRICI, BEICIZREBICIVTFES A 2> To SRS D IR (RBIR) | HOVWTIER R
WHEA B CRMEICIONBE RN CEXleho T BEETe s, HIRAFIRE Th o T RIZIINER

BRI T, NSNS FIRE Thol2 B T IRIZ W T, RIBICEE I ool

BE

MERET > M OZZERAT(2 8 )3 L OSBRI e b ONC, HECIIAE IR T, 31 42 AL HET
IR EL CREES (HE 3 BET)ICNBS 2R O% 51, Sy Moxt§ AR DV
THRETLTZ,

RERMIR P | MEELH IR T IEIERO LN T, — AR EBICL REIBAShoT,

K, BEHEICH, NBS B 5IC LD LIIRD O T,

TIRREFIC, 300 mg/kg ¥ 5D 2 FI TIFER BRI TR IFENTED Hoh3 | 28ELHH FlE i IaTiR
UCIEHICIHEL, HEREK, DAEROEFE, BREFEIZBWTHLREIIh o7, EHIZ, 1000

13
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mg/kg B EHIIIRBOONTNRNIE HAREBICRDONBFT A THAHZ LMD, NBS | 512455
B TIARNWE BT U7z, F72, 100 mg/kg B 5-EED 1 FlOBIE TR BIEINTZN, ZOMDENY)
IR BRI BEIN QNI END | BRFAEF R ThY NBS B EIZLLDIEMTIHRWEE X
bz,

R RBIIFER SN BRI ThoT- A 1000 mg/kg B HFHC 1 plBEINIZ, Ll ZoOMEw
OHERMITIEEICRRBICERL TRY, FRT R LOPFRORBARFREICB N THREIL
RODLIVTVRYY, Fio, ZZELHH FHEESW IO TIRET R B LU BRI LUK B _ LR DR B AR
EICEFIIRDONL TNV, NETHTBIT 1 B2 Tho7e b, BRBHRETHY,
NBS $#& 518D LTI Rn LT,

RRER, ZhHE, B, FRBIBIUERRICIL NBS B EICLAHEIIROLNR -T2, T,
S BLOWE IS, NBS &G IZLAEBII ooz, SHIZIROAEFE, REIZH NBS &£ 51212%
B ot

P ED#ERM S, ARBRSM TIZI5175 NBS OB 52— B EEH 1T 1000
mg/kg/day. AEIEREFEFLWREFEELRONCR IHRICKT 5 EEEED 1000 mg/kg/day ThH
BEEZ DI,

SEXH

1) 3F=haRUEBVAAKRCBFINULADTy EHWS 28 AEIKERORESHERR
(http://dra4.nihs.go.jp/mhlw_data/home/paper/paper127-68-4b.html)

14
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 1.General conditions of male rats

Group Number of males Davs of administration
and gencral signs i 2 3 4 5 6 7 8 9 10 11 12 13 14 3 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Pre Posl Pre Posi Pre Post Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Fost Pre Post
Dislilled water (vchicle)  Number of males 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 {3 13 13 13 13 13 (3 13 3
Generat appearance, No abnormality 13 13 13 13 13 13 13 I3 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13
NBS 100 mghe Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 I3 13
Geacral appearance, No abnonmality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 3 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
NBS 300 mgkp Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 I3 13 13 13 13
General appcarance, No abnomality 13 13 13 13 13 43 13 13 13 13 i3 13 13 13 13 43 43 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 (3 43 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 13 13
NBS 1000 mg/kg Number of malcs 1313 13 13 13 13 13 13 13 J3 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3

General appearance. No abnonmalily 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 93 33 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13

Pre: Beforc administration, Post: afler admini

19



HEAK S :R-10-004

Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 1 (continued). General conditions of male rats

Group Number of males Days of administration
and general signs 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Distilled water (vehicle) Number of males 13 13 13 13 13 13 13 13 13 i3 13 i3 13 13 13 (3 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 i3 13 i3 13 13 13 13 13 i3 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
NBS 100 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 i3 {3 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 i3 13 13 13 i3 13 13 13 13 13 i3 13 i3 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13
NBS 300 mg/kg Number of males 13 13 13 13 13 13 13 13 13 {3 (3 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 {3 13 13 13 13 3 13 13 i3 13 13 13 13 13
NBS 1000 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 I3 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 {3 13 3 13 13 13

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 2. General conditions of female rats

Group Number of females Days of admini:
and general conditions i 2 3 4 H [ 7 8 S i0 1 12 13 14 i5 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pr¢ Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posi Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Distilled water (vehicle) Number of females 13 13 13 13 13 13 13 13 83 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 i3 13 i3 13 13 8 8 6 4 4 4 2 2 | 1 1 1 1 i I 1 [ I
General appearance. No abnormatity 13 13 13 13 13 13 13 13 13 33 13 13 13 13 313 t3 i3 3 13 33 13 3 t3 13 3 13 43 13 i3 13 13 8 8 6 4 4 4 2 2 1 | 11 i | | i P L
NBS 100 mgkg Number of females 3013 13 13 13 13 13 13 13 13 13 13 12 13 13 I3 13 13 33 13 13 13 13 13 13 13 13 13 i3 13 13 8 8 5 3 3 3 0 O 0O OO O O 0 ¢ O o 0 o0 0
General app No sbnormality I3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 43 3 43 13 i3 13 13 i3 13 13 13 8 8 5 3 3 3 9 0 O 0 0O 0 @ 0 0 o 0 o6 o
NBS 300 mg/kg Number of females 313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 33 13 3 43 13 13 13 13 13 i3 13 13 13 10 10 8 4 4 4 | 1 1 1 ! t 0 0 0 0 0 0 O
General No abnormality 13 13 13 13 13 i3 13 13 13 13 13 13 (3 13 13 13 (3 43 13 13 3 i3 13 13 13 13 13 i3 13 13 13 10 10 8§ 4 4 4 1 1 1 1 1 1 0 0 0 0 0 0 o
NBS 1000 mg/kg Number of females 313 13 13 13 13 13 13 43 3 13 13 3 13 13 13 B3 13 13 I3 13 i3 13 13 43 I3 13 13 13 13 13 8 8 6 | | 1 6 0 6 0 0 6 0 0 ¢ 0 0 0 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 8 8 6 i i 1 0 0 ¢ 0 0 ¢ ¢ 0 0 6 0 0o o
Pre: Beforc administration, Post: after administrati .
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AERZE 5 :R-10-004
Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats
Table 2 (continued). General conditions of female rats

Group Number of femalcs Days of administration
and general signs 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Distilled water (vehicle) Number of females 1 1 1 | 1 1 1 1 1 1 1 1 1 I | 1 1 t 1 ! 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
General appearance, No abnormality 1 1 1 1 1 1 1 1 i } 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 3. General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Distilled water (vehicle) =~ Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 ]2 12 12
NBS 100 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 [3 13 13 13 13
NBS 300 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {13 13 13 13 13 13 13
NBS 1000 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 3 (continued). General conditions of dams during pregnancy

Group Number of dams ’ Days of pregnancy
and general signs 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Distilled water (vehicle) Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 s @ O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 O O .0 O O O
NBS 100 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 3 0O O O O O O
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 3 13 3 3 0 0 0 0 O O
NBS 300 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 4 4 1 0 ¢ 0 O O
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 4 4 1 0O 0 0 0 O
NBS 1000 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 O O O O O O
General appearance, No abnormality 12 12 12 .12 12 12 12 12 12 12 12 12 12 12 3 3 0 O 0 0 0 O

Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 4. General conditions of dams during lactation

Group Number of dams Days of lactation
and general conditions 0 1 2 3 4

Pre Post Pre Post Pre Post  Pre Post  Pre
Distilled water (vehicle) Number of dams 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12
NBS 100 mg/kg Number of dams 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13
NBS 300 mg/kg Number of dams 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13
NBS 1000 mg/kg Number of dams 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Reproduction/developmental foxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 5. Body weights of male rats

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg

Number of males 13 13 13 13

Days of administration
1 383.1 =+ 134 383.1 + 153 3869 + 13.1 385.1 =+ 154
7 408.0 + 174 407.9 £+ 223 4099 + 16.6 408.6 + 202
14 436.8 + 17.1 4283 £ 299 435.6 = 20.1 4346 + 23.7
21 4533 + 17.1 450.8 = 355 4574 + 209 4599 £ 256
28 4745 + 18.8 473.8 + 382 480.6 £ 25.0 4819 + 293
35 4921 + 20.6 490.3 £ 419 502.1 £ 29.0 504.1 + 33.6
42 506.6 £ 27.3 5053 £ 44.2 5217 £ 335 5243 £+ 36.6

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 6. Body weights of female rats

Group Distilled water (vehicle) NBS 100 mgrkg NBS 300 mg/kg NBS 1000 mg/kg
Number of females 13 13 i3 13
Days of administration '
1 238.7 + 7.8 238.1 £ 10.6 240.8 £ 10.6 2398 + 109
7 246.0 + 12.1 246.1 = 11.5 2478 £ 12.1 2467 £ 124
14 256.6 + 133 255.6 = 14.2 255.0 + 123 255.2 + 143
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 7. Body weights of dams during pregnancy

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Number of dams 12 13 13 12
Days of pregnancy
0 268.1 £ 12.0 264.0 + 14.2 267.1 £ 13.9 2662 + 98
7 304.6 £ 10.3 300.1 £ 17.2 303.0 £ 139 3045 + 134
14 341.5 £ 13.6 3355 £ 17.8 338.8 + 17.8 342.0 £ 17.3
20 420.0 £ 12.7 411.9 + 26.2 417.8 £ 23.3 4236 £ 27.8
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats
Table 8. Body weights of dams during lactation

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Number of dams 12 13 13 12
Days of lactation
0 307.2 £ 15.3 302.0 £ 20.5 302.7 + 23.1 315.1 = 19.2
4 336.0 + 10.6 333.4 + 20.4 339.0 + 21.3 336.8 = 21.1
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).

29

AERE S R-10-004



AR5 :R-10-004

Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 9. Food consumption of male rats

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg

Number of males 13 13 13 13

Days of administration
1 294 + 28 298 + 3.5 303 £ 1.3 293 = 3.1
7 288 + 28 280 = 2.7 292 + 2.7 29.1 £+ 32
14 29.1 + 2.7 303 £ 3.1 305 = 2.7 30T £ 26
29 287 = 2.8 29.1 £ 26 295 + 34 298 = 27
35 296 *= 3.5 303 £ 3.8 304 £ 2.7 316 £ 3.0
41 287 + 3.2 294 = 3.1 312 = 3.1 313 £ 33

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 10. Food consumption of female rats

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg

Number of females 13 13 13 13

Days of administration
1 209 = 2.7 20.0 = 3.9 195 £+ 35 192 £ 32
7 189 £ 3.2 203 + 3.0 184 £+ 33 182 = 2.2
14 214 = 39 217 £+ 2.6 208 £+ 33 225 = 23

Each value shows mean (g) & S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 11. Food consumption of dams during pregnancy

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Number of dams 12 13 13 12
Days of pregnancy
0 214 £ 25 210+ 2.8 194 = 2.8 202+ 29
7 263 + 2.1 263 26 257+ 29 273+ 19
14 268 + 1.5 259+ 2.1 265+ 3.4 274 £+ 28
20 220+ 45 213+ 4.1 205 £+ 5.1 232+ 3.7

Each value shows mean + S.D. (g).
Significantly different from the controt group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats
Table 12. Food consumption of dams during lactation

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Number of dams 12 13 13 12
Days of lactation

3 438 £5.5 44.9 + 5.1 452 £ 4.8 43.0 £7.0
Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 13. Organ weights of male rats

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Number of males 13 13 13 13
Body weight ® 508.0 + 274 506.7 + 43.7 5224 =+ 32.7 5269 = 35.4
Testes (mg) 32572 + 318.8 32020 + 2589 32272 + 2124 33249 = 309.7
(mg/g) 6.415 £ 0.595 6354 = 0.650 6.207 = 0.646 6.330 = 0.644
Epididymides (mg) 1218.7 + 147.8 12195 =+ 83.9 12344 + 78.8 1276.5 + 1089
(mg/g) 2397 + 0.250 2424 £+  0.266 2372 + 0221 2429 = 0217
Prostate, ventral (mg) 6476 + 2003 6455 = 1389 6624 + 1409 6650 + 1630
(mg/g) 1.273 = 0.379 1.282 + 0291 1272 + 0274 1.266 + 0.321
Seminal vesicles (mg) 16779 + 3007 19293 = 2554 1870.6 = 2685 1921.7 + 223.1
(mg/g) 3310 £ 0.624 3816 = 0472 3598 + 0.592 3.663 + 0.484

Each value shows mean £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

34



Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 14. Organ weights of female rats

ABRE S R-10-004

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg

Number of females 12 13 13 12

Body weight () 336.0 =+ 10.6 3334 =+ 20.4 339.0 + 21.3 336.8 % 21.1

Ovaries (mg) 995 «£ 6.9 994 + 15.8 98.1 + 12.6 95.4 =+ 10.2
(mg/g) 0.296 =  0.021 0298 + 0.039 0289 + 0.026 0.285 =+ 0.04

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 15. Macroscopic findings of male rats

Group Distilled water NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
(vehicle)

Findings Grade - p - P - P - P
Epididymis

Nodule, yellowish-white, caudal, unilateral 13 0 13 0 11 2 13 0

Small, unilateral 12 1 13 0 13 0 13 0
Kidney

Cyst, pale color ¥, unilateral 30 12 1 13 0 130
Testis

Small, unilateral 12 1 13 0 13 0 13 0

Notes) - : No abnormal changes P : Non-graded change
a) around the cyst
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 16. Macroscopic findings of female rats

HERE S R-10-004

Group Distilled water NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
(vehicle)
Findings Grade - p - P - P - P
All organs and tissues
12 13 13 12

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 17. Histopathological findings of male rats

HER%E S R-10-004

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg

Findings Grade - = + 2+ 3+ P NE - * + 2+ 3+ P NE - + + 2+ 3+ P NE - £ + 2+ 3+ P NE
Testis

Atrophy, seminiferous tubule, unilateral 11 130 0 0 0

Decrease, germ cell 11 130 0 0 0

Edema, unilateral 12 130 0 0 0
Epididymis

Cell debris, fumen, uni-/bilateral 11 2 0 0 0 O 11 130 0 0 0

Cellular infiltration, lymphocyte 12 2 0 0 0 O 11 12 1 0 0 0

interstitial

Decrease, sperm, lumen, unilateral 12 2 0 0 0 o 11 13 0 0 0 0

Granuloma, spermatic, unilateral 13 0 0 2 0 0 11 130 0 0 O
Kidney

Basophilic tubule, cortex 01 0 0 O 12

Cellular infiltration, lymphocyte, focal 01 0 0 O 12

Notes) -: No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 18. Histopathological findings of female rats

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Findings Grade -+ + 2+ 3+ P NE - + 2+ 3+ P NE -+ + 2+ 3+ P NE - & + 2+ 3+ P NE
Ovary 12 12
Notes) -: No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 19. Results of observations about estrous cycle

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg

Number of animals examined 13 13 13 13

Pre-treatment period

Number of anitnals showing the each type of regular estrous cycle

4-day cycle 10 11 12 9
4 and 5-day cycle 1 1 H 1
5-day cycle 2 1 0 3

Mean length of estrous cycle in days, Mean+S.D. 42 + 04 4.1 £ 03 4.0 + 0.1 43 + 04

Treatment period
Number of animals showing each type of cycle

4-day cycle 11 9 12 9
4 and 5-day cycle 1 3 1 3
5-day cycle 0 1 0 1
Irregular 1 0 0 0
Mean length of estrous cycle in days; MeanS.D. 42 + 04 42 + 03 4.0 + 01 42 + 03

Frequency of animals of which type of estrus cycle
was changed after the treatment 3 / 13 5 /13 2 (13 6 / 13

Mean times of vaginal estrus during mating period; Mean+S.D. 0.9 + 03 1.0 + 00 1.1 = 03 1.0 + 00

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 20. Results of observations about reproductive performance

HAERE S :R-10-004

Group

Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mgrkg
Number of mated pairs [A] 13 I3 13 13
Number of copulated pairs [B] 12 13 I3 13
Copulation index [(B/A)x100,%)] 923 100.0 100.0 160.0
Number of fertile males {C] 12 13 13 12
Fertility index [(C/B)x100,%] 100.0 100.0 100.0 923
Pairing days unti! copulation
; Mean+S.D. 23 + 1.4 22 + 1.2 2.9 + 1.7 22 + 1.1

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 21. Observation of offspring (F;)

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Number of dams 12 13 13 12
Gestation length (days)

Mean + S.D, per dam 224 % 05 222+ 04 223+ 05 23+ 05
Number of corpora lutea

Total 190 203 209 187

Mean £ S.D. per dam 158+ 13 156 + 14 161 £ 25 156+ 1.8
Number of implantation scars

Total 186 196 201 184

Mean + S.D. per dam 155+ 1.2 151 £ 1.9 155 £ 23 153 % 2.1
Implantation index (%)™ 980 + 3.8 9.5+ 1.5 964 + 5.1 982 + 3.4
Gestation index (%) b) 100.0 100.0 100.0 100.0

Number of offspring at birth

Total 169 183 187 174
Mean £ S.D. per dam 141 £ 23 141+ 21 144 + 1.6 145+ 23
Number of live offspring at birth

Mate 78 80 95 91
Female 88 102 88 82
Total 166 182 183 173
Mean =+ S.D. per dam 138+ 23 140+ 20 141+ 16 144 + 24
Sex ratio ©

Mean = S.D. per dam 0.48 £ 0.12 0.44 £ 0.15 052 +0.13 0.53 = 0.13
Number of stillbirths

Total 3 I 4 1
Mean % 8.D. per dam 03« 06 0.1+ 03 03+ 06 01+ 03
Delivery index ¥

Mean% £ S.D. per dam 90.5 £ 12.7 932 £ 6.4 937 74 943 £ 6.4
Birth index

Mean% + S.D. per dam 889 12,6 927+ 61 917+ 77 93.7 £ 6.8
Live birth index”

Mean% + S.D. per dam 983 £ 42 995+ 1.6 980 = 43 994+ 20

Number of offspring on day 4

Male 77 80 94 87
Female 85 101 86 81
Sex ratio ¥
Mean + 5.D. per dam 048 4 0.12 045 + 0.14 0.52 + 0.13 0.53 = 0.13
Viability index ®
Mean% + S.D. per dam 976 + 4.9 995+ 1.9 985 39 973 78
Number of external abnormalities 0 0 0 (]
Mean% = S.D. per dam 00+ 0.0 0.0+ 00 00+ 0.0 0.0+ 00

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)=100.

b): (Number of dams with live offspring/mumber of pregnant dams)=100.

¢): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)*100.

€): (Number of live offspring at birth/number of implantation scars)x100.

): (Number of live offspring at birth/number of offspring at birth)*100.

g): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
h): Number of external abnormalities in live offspring at birth.
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 22, Body weights of offspring (F;)

HEBE S R-10-004

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Number of dams 12 13 13 12
Male
Days after birth
0 69 = 0.6 6.8 £ 05 68 + 04 6.8 £ 0.7
4 115 £ 1.1 11.2 £ 0.9 109 * 0.7 106 £ 19
Number of dams 12 13 13 12
Female
Days after birth
0 64 £ 0.6 64 + 04 62 £ 03 64 = 0.7
4 10.7 £ 1.0 106 + 1.0 10.1 £ 0.7 10.1 = 1.6

Each value shows mean = S.D. per dam. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 23. General conditions in offspring (F)

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
Distilled water (vehicle) Number of offspring 166 166 163 162 162

General appearance, No abnormality 166 163 162 162 162
General appearance, Death 3 1

NBS 100 mg/kg Number of offspring 182 182 181 181 181
General appearance, No abnormality 182 181 181 181 181
General appearance, Death 1

NBS 300 mg/kg Number of offspring 183 183 180 180 180
General appearance, No abnormality 183 180 180 180 180
General appearance, Death 3

NBS 1000 mg/kg Number of offspring 173 173 171 168 168
General appearance, No abnormality 173 171 168 168 168
General appearance, Death 2 3
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Reproduction/developmental toxicity screening test of sodium 3-nitrobenzenesulphonate by oral administration in rats

Table 24. Morphological findings of offspring (F,)

Group Distilled water (vehicle) NBS 100 mg/kg NBS 300 mg/kg NBS 1000 mg/kg
Dead pups
Number of dead pups ¥ 7 2 7 6
Number of missing pups 3 1 3 4
Number of dead pups examined 4 1 4 2
Number of dead pups with external changes 0 0 0 0
Number of dead pups with visceral changes 0 0 0 0
Live pups
Number of live pups examined (postnatal day 0) 166 182 183 173
Number of live pups with external changes 0 0 0 0
Number of live pups examined (postnatal day 4) 162 181 180 168
Number of live pups with external changes 0 0 0 0
Number of live pups with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).
a): including missing pups.
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