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1  Body weight changes of male rats dosed orally with 4, 4’ —oxybis (benzenesul fonyl
hydrazide) in the reproduction/developmental toxicity screening test
(SRO1144)

2  Food consumption of male rats dosed orally with 4, 4’ —oxybis (benzenesulfonyl
hydrazide} in the reproduction/developmental toxicity screening test
(SRO1144)

3 Body weight changes before gestation period of female rats dosed orally with
4, 4’ —oxybis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SRO1144).

4  Body weight changes during gestation period of female rats dosed orally with
4, 4’ —oxyhis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SRO1144)

5 Body weight changes during lactation period of female rats dosed orally with
4, 4’ ~oxybis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SRO1144)

6 Food consumption before gestation period of female rats dosed orally with
4, 4' —-oxybis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR01144)

7 Food consumption during gestation period of female rats dosed orally with
4, 4 -oxybis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR01144)

8 Food consumption during lactation period of female rats dosed orally with
4, 4’ -oxybis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR01144)

9 Body weight changes of pups in the reproduction/developmental toxicity
screening test of 4,4’ —oxybis(benzenesulfonyl hydrazide) in rats (SR01144)
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Experimental design for the reproduction/developmental toxicity screening
test of rats dosed orally with 4,4 —oxybis(benzenesulfonyl hydrazide)
(SRO1144)

General appearance of male rats dosed orally with 4, 4 —oxybis (benzenesulfonyl
hydrazide) in the reproduction/developmental toxicity screening test
(SR01144)

Body weight changes of male rats dosed orally with 4, 4 -oxybis (benzenesulfonyl
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(SRO1144)
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(SRO1144)

Absolute and relative organ weights of male rats dosed orally with
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Histopathological findings of male rats dosed orally with
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Body weight changes before gestation period of female rats dosed orally with
4, 4" —oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR01144)

Body weight changes during géstation perioed of female rats dosed orally with
4, 4’ -oxybis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SRO1144).

Body weight changes during lactation period of female rats dosed orally with
4, 4’ -oxybis(benzenesulfonyl hydrazide) in the repreduction/developmental
toxicity screening test (SR01144)

Food consumption before gestation period of female rats dosed orally with
4, 4’ -oxybis (benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR01144)

Food consumption during gestation period of female rats dosed orally with
4, 4’ -oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SRO1144)
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Food consumption during lactation period of female rats dosed orally with
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toxicity screening test (SR0O1144)
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Absolute and relative organ weights of female rats dosed orally with
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Histopathological findings of female rats dosed orally with
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Body weight changes of pups in the reproduction/developmental toxicity
screening test of 4,4’ —oxybis(benzenesulfonyl hydrazide) in rats (SR01144)
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C 3 Y

4,4 -AFERRUBANE=AE RFUR)O 0B, 3, 10 8L 30 mg/kg % 1
BHEREZR 10 PLD Crj:CD(SD)IGS T hT, HET » b o L CIE3CReAT. ZREHM K X Uitk
UM 46 B, M5 v MoK L TR, SR8 L CHHRMM, 2 5N 4 BT
WinNEE O 5 L, £ OZRITH. 2B L USRS OAMBREICRIE T8RS L CRHROEL-
RECRETERISVTRNL, UTORREZ/L.

1. Bnhss
—BRB. E, Bk TRETRE L UCWERREORE CHAREN L DEELSEYD
Hhigho7ed, WEHEKITHVT 10 ng/kg DHER KTF 30 ng/kg OHEHETHTIRSD 5\ i WK
DOEERMAED S,

2. BRI

(1) AMERETIE. BORAY, MEOZER, BHE, HERSLUHE 4 B ORTRICE
BRER L LEILA SRR T,

(2) BROREK, WHRER, SRR, RHERK, HEROKL, WH 0B OEFRY. W
¥4 HOAERKICHE, SBEHL LERERBEIC L3 BEIED Shth R,

@) FAERO—RE, GESLUHRFTE T, SE5HE LERHRE S X 5 BEIED
bR hole,

ko k3, B TI10 8L mg/kg BERITEBRHREBEICLIELEEZ ONDN
WH 25 VITRMOEKEMS L Sl is, EMER L URERORE - RFOVTIIERER]L
LERBREEIC L 2EMIBL LN,

LEdoT, XRBEGTICHHS 4,4 TRV EARA(RPLrANF=AE FTPF)OEAD
BB 5 BB (NOEL) 1 3 mg/kg/day. MO AMEER L PRI OBAE - BF T8
R (NOEL) 12 1 b 30 ng/ke/day &£ 2 b,
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® g

4,4 -AFIECARVEVALE=AE FFTY RO 0GHRE), 3, 10 BITR 30 mg/kg % 1
BEMEREE 10 ICD Crj:CD(SDYIGS 7 v hiz, BT v bITx U CHIzZReAl. REMIEE L U5CRdtk
EateR 46 BM, MET o MM L TIIAZRAT. ZER S CHEENM, 25 CICME 4 A To
MM D RE L, TOXRITH, 2B LUoREOEMBEICRITT 3L L UREBRORBA -
BECRITTERCOVTRHLE,

e X UHE
- 1. AWK
BERBKIT, 4,48 -FF R (RBUARVE=AE FF 3 F)[4, 4 -oxybis(benzene-

sulfonyl hydrazide) ., W& (8ll45) :0BSH,CAS No. :80-51-3, 2 v & & JWEEE 199, 3wt %,
RELHE N EELARME LT 4,4 -4 % Y ER (RUEVRANE V)
B, 4 XV R (R B ANVR=A T 2T A R 2BECEET 5] T, HFRCH NS,
43k 358. 44, M 161.5C, HE 1.525, 23R 89. 6 kcal/mol, MRIEM 1482 keal/mol @K
{ZREEE (0. 02 g/100 g, 20°C), DMSO IZBIE, 7% BE(22.0 g/100 g, 20C), T b
CEISTS (r FoBEERERLTERT ) AARBIRTH D, 4,4 X ER (R B2
NVR=AE FFUR) (BT, S TRl XHETREETH IR, £ - k76 - MR LB L
TBE. SMERE - LTRIETS (OMERE 164C) 2 &b, ENBXE2#T. BELORW
AYHFET (ENEE 2~8C) IKRE L7, MR oBReR oL Tl %,

~ P OBRREBRBHE L AV MO TR % A F L#ER L (Appendix 1-1~1-4),

2. MmN
FrERal(e y MRS V2P1660, T T A F R 7 HEXEH) £ HE (@A 19~24C)
THREFL, ARHRL L TRERSICRSROMPICER L,

3. BEAOMME & UL P
(1) BEHEROAN
BERZTLICERYN LML, LS THIRE, FTEOREL 2D L) CHRHREA
THRBL, 27— F—2AVTHRIEL, AHRORICER 7 BICTLAFREFAL,
TERE 7 ) — XU FRTT -7, REBL, MNERCHICRESEFRIC AL ER (5

_4_
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W 19~24C) CIRA L. BN 12 BUANICREICHE, BAmBRERIERNN L LT,
(2) BEHOILFEST

OBSH it 1 358X X200 me/nl MBS TH—, P OHRRF B A TEETHLZLIERE
REM->THBEATVWS, RRETIE, 1 ng/mb XY HEV-BEE (0.6 ng/ol) A+ 357
¥, 0.1 ng/ml MR COBH—MB X UFRRFTF 13 B ETOEERIZH>VTHRB LI,
(Appendix 2-1~2-4), )

BERZAVEEIMEORMIEI- OV T 0BSH OREX T LR S TRIIFEDORE D
96.0~102.9% T3H v, FHEHHH L L7 90~110%OEHNIZH 5 = L # B3P L 7= (Appendix
-1 BXWUR3-2),

) MEDIWHE

OBSH ™ 20 mg 2 ERICED | T F=FU A2 6 BIBEMZ TH 1 2EMBEFELHELIT-
te, TP RUATERIC20mL L LA, &6, ZORFEMRIC Il BRL, 7
S hUAEMATIO ol & LEFNEEREMB L (R 1 E, A 3ED,

W7 =0 hK2.67T5g LIRMT =V L2402 %k D « REAEMA T 1000 ol
ETAMATBHAZMAELE., MYNEIIRRICHRFL, 6 BRMLNICER L (IMNEZE 0
A&LTENR,

TER=PIALERBARYFRNA, +RACRAELEZLOERS— b7 HRBHEE LT,
MNBIFRICHEFL, 4 BMMRCERALE,

BRHHAMBEO—ERLRRL. #RHRICTE b= YA EMAEE, ¥ 1 208TF
BB EITol, FMNEOFE LY SEHRRLE, ZOREHAREICE L T 10 S2HEX P
RHRFE L. BEO5rHE(4000 EKs/%r, 10 4yM, 4C) Lictk, HBELKPIREFELE. Kz,
BBREFOTER=FIAEE 0. 45un D7 A —Millex®LH, Millipore) THif§ L7z,
BYOLHHK 2 nl i3/ T, TOROAHEEER L, ZOAHBERBHEER L L, HPLC 23
ALZ(GEALED,

HPLC Y A7 AB L UMERGIILITOEY Ch S,

HPLC ¥ RF A
UV Detector : L-4000
Intelligent Pump : L-620{
Column Oven : 655A-52
Autosampler T AS-2000, BAE, B3 B rMERT
Degasser : ERC-3515a . HEA 2 A —7T—Ni—

Millennium® Chromatography Manager : M32SW, BZARD #—& —Xksxtt
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HE S
5 A . ZORBAX BP-ODS, 4.6 mml.D. X250 mm, ¥—=x %A = AL
b2 ki) : Intelligent Pump DATFAL TR =PI BTFA VLT /FE
= AEEEEY PL. [AFA Y :BTA=T0:30] IT&ELE,
ME¥R : 248 nm
BT LRE : 40T
ik : 0.8 mL/min
HEAR :10 L
F—bF 7 FIRE : 20T
Sy 164y

Millenniun® & 76 5 BUBRED U — 7 M L RED GREBRE R L, S3BHER
OPERELE RS, DTFORL ) WBEPORRHTRE LB Lz, X5k DO
BHERE L ) BRI, SEEBLURERERD, SERN 90~110%DBAZEHKL
L,

HRHERE (ng/nl) = IMEME (u o/nl) X AREER. 1000

BHE(%) = INEOEBRWERE /MIEOFTRE) X100

2B, 7 b= PV ARICHE ENAROFRERII(A R T v 7R - ANERTE
AWBERRE] L L, D EOMIRRE (LA RLMM BB TERLRE,

4 BB5E

(1) ABFR
 RBICH. BAFr—AR - U AR A ¥ —EBED SPF Crj:CD(SD) I6S 5
v bERAVWE, 7y MIZOROBBRTERAVLON T2 THY . YA TOEA
ERABETHD LD DRELRE L,

MERESR 46 T 2002 45 10 A 16 BT 8 AR TIHA L 7z, AR OB DR EHKIEH X, # T 266
~295 g, T 1654~187 g Th -1,
(2) B3 KUk

ZAE., e 0B OVT 14 B, —RIERESY 1 B 1 E, S6RMPICEERE
Z 3IEER L, HEZoWTIEMEMESIZ 9 AMOHBREL2 ElL -, BFD LU
Wimh, BOAEES 1 6. ERERES IFABRD LR,
(3) Bemi7

BEB L UBHEMME T, 28T, B oV THRERMIZ LR EOBD L2V E)
% MERE S ~ 40 PTREE LT, 10 AR CREBICHE L, BB X URIHEHIMR#K R 581« B)
DEEICESWOT, BCEEAMEEIC Y v EROTEBEENRY TR XS TEIT21T-

f:o BT ROBHOEERPEIL. BT 354~40% g, BT 192~236 g TH Y, EHEE HE
_ 6 -—
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380.6 g. M 215. 4 g) DF20%LUANTH -7, BELLANLBBITRAR GRA L TERREE
LU, 3, BESHhEBEIC OV TR ERMEN B I —BRBLE LUCHRBORE B2V
EERRBE L,
(1) B Xy — OBl

S, BSTRTRMIEY = bRV CERRICHIZ M, B0 ®%IIEN I SHHESEAR
L. BEEEBIETo, HERIZOWTI, BEORMIXThR, ok, BFr—Vid, B2
T RNEIHRIC BT LE T A ICHBRES B I UMHES WL L. & — P OREICER
L, Bad#is, EUBKAYTLASAARBRES, RBRELLIUHESLHARL.,
Hr—YOMEICER LT,
(5) BAE

1) FAEFRE

TR 2213C (EMEE 21~237C). WE 50L20% (RMFE 41~60%) . B=E
¥ 10~15 [E,/Fefl, A TREE (8 : 00~20 : 00) OB HFE (303 B) CHE L. B
FAEZNRERICEERBRERL, REORWI L 2ERBLE,

2) MEBHBLUHEE _

754 v FRERM MK S — 2 (2608 X 380D X 180H, mm) iZ, MR X CBI{LHAMI it
BEHERIIZ 2 VT, BESPTHIT 1 0T, REPIIMEES | T, (EIRHIPIP L 1 BE. WEIM
XL BEERELE, 2B, ZREYEEHIC OWTIER 17 B20ME 4 EZ TR
AR (ETA F7L—2, BEFY—IA X UR—BFXESH 2ERA L, ¥—UB
IURERIBHSIHRICIE, £O%IT2AKC 1EZRLE, ZILIHE 2 B2 HEE>
DHLD LW LT, BRHEKEROAKEIZE 1 BEHE L, BHFEEFERORRES LG
WRMERIL, 1 B 1 ERE L, HREECRLTH, SRRAHREES I s VRRNR
¥EZE | AMBACARRICER L.

3) st

FY AR TEEASHN, » RBRNENER CRF-1 2, @RNGHSBLHANT
BRI S,

HRRCERE L RITIBLOSLIBERORH 5V 38 EHOFEY, L2y b
(020603, 020906) DHFBHZ >N\ T, FRBHROSIIHHBEABREROF L —, F
ARRBRENL ) T2 VBB TREXSHR T TNIT o2, 2WHE L FEEIH
{LEHELIEREFTORBREFTERICEN L2, 2FOER. WTFhoBEECHHERE
PEBEZSEITBD 5N o 7= {Appendix 4-1-1~4-2-2),

4) SR
LRTAEKEZ, BBEKEREY AV CARICERIE:,
PRICEREEI RIETBNOSLFLHROEEL . 200244 10 A 24 RICREEZBBL

T, BASERKSHICE TN L, SHTHE & FEEIRLE L ST R O
_7_
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MREFEFCRR L, HFORE, WThoREBLHEELBLAHIBEHONAE
Mo ¥ (Appendix 5),

(6) BMRBEDOWMEL
BB O L EROBHEE % Table | BIRUTIZFRT,
BHE RE _ BRE@HES) 000
o8 7 23 (mg/kg) ' {mg/mL) HE .
pofichcd 0 0 10 (101~110} 10 (151~160)
R & 3 0.6 10 (201~210) 10 (251~260)
o Ik #F 10 2 10 (301~310) 10 (351~360)
[LYazh %2 30 6 10 (401~410) 10 (451~460)
BB e oL ERE L,
(7) ERBROKRS
1) BE5EROBE

1B S>EMHER 3PRDOSDFR T » F[Crj:CD(SD)IGSTIT, b V€ = & i Be#8 L 7= OBSH
7 30,100 BX X 150 mg/kg % 10 MMM S 14 AAIRKEE OB S LR, —BREcit,
100 mg/kg DM 1 $1 L 150 mg/ke OHEET TRB ITIIM - ARED - nOREABEEDTE
hEXRHLHh, £HRBOBELIZLD 100 me/ke D 1 $1L 150 mg/ke ORE3 HI, #1651
BEE L, FEHESSIOCREETIE, Bl bRCHTIIHET®HOMNS, B¥F2Hk
EEDRL B, £FHATH 100 BX TR 150 ng/kg TEABOET L GEMD H 503K
B MAHIAERD S, HRET R CHETHAZMIC R & MW OIRS, BB o H i N,
BROREAENE, EFHT 100 ng/kg DR | FITHROER, 150 ng/kg O 2 HIT
BROERLBROERENBOONT:, BEEETIZ, MEEL b ICHEEKENRZITR,
BN, BEOHEEMM, MREROCEKTHREBD Dhi, HOEBRBRE T, 100 BIT
150 mg/kg P & 150 mg/kg DAEFH 1 i REALMORBIBD Hh i,
Doz o, HlEL S 0BSH O 14 A MRS H S OREHS 100 ng/ke Bl EOARTED
Lo, ZEMEMNCKEREICLAETEOL LN 22T 30 ng/kg R HEL
L. UFIXAKH 3 CTHRLAE 108K 3 ng/kg 2PARBICEHEN - L, Blo F
vEvaMERETIHREEMI THIABERELL,

2) &5

OBSH 23t FMICERAMICRBEN S EEEEZER L. OECD HRBIEN A FF 4 v (2D 2
2T, 1B 1E, oW TR 14 BATL Y 46 A, #EIZ-20WTHIRAT 14 BB X
CHERELE TORZENM, &HICZRR ARSI UWRE 4 83 ToRM, 9:
00 225 12 : 00 DMICE Y T ERAWT 1 BIRHENICERICEO®RS L,

BEARIES nl/kg & L, AREOREERITES B IR LIEOHE R OREIESD
THHLE,
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(8) ML, WELIUREHHE
1. Wiz > T
1) —BRIBEE
2Pz oONT, BEMBPEES 1AL LTREREL, 51 A2 68546 HOFRD
HIRBET, Y OBMOERE, A TRHFICOVT1 HRIE 2 ARRLLE,
2) ENE
2HITOVT, &1, 2. 5, 7, 10, 14, TOH%Z 7 BEOFE S, BEXRTHERBLK
Hg BB FR EMER(FAL B Y TR LA4200, F b Y 7 AKRSH) 2 AVTREL.,
1 g BT CEELE,
EENMES XL CERERNRL L TOHRAIC Lo BHLE,
EEmEk= (5 46 BHFE) — (&5 1 B4H)
HERNE= (KERME S5 1 BE&ER) X100
3) |AENE
Lz oNT, ZEMMB LUHIKRE LRE, AEMNEALFACAKCERLE, 0T
AT, MY EMXFE(FA LY A LA4200, FA B Y U ZREXRSH) ZAVTE—Y0
HERLBEZRELE, SHREEBSEETHRL, SMEBM® 1 BOFSHRER
(g/day) ZMH LT,

4) Bk ,
2HicoONT, #4546 POBARHKRLE, BARZESELAE, =T LRRTT
BREESE, 2HORE - EREARMICEABLE, . LTORE - @2 10%$
R~ Y AZEE - RIEFELE, 28, BRBLUANA—¥—REIFE Y FY L ETH
B REL, MRBIUHREEI Y7 VIRCEE, 10%T# J —AICRELE,
BSCRES-/NB) . TEE, Bk, FRIB(EB/NMEE ST, £6), BB (ER). BR.
LNk, WEARIAR. 5. AN, HETERBICIRE), TW, BNk 1 iEm, Zm m
B, AR EED), BB, #IB. BB, %E, K%, BMEEXE2Sh). BWE
). BEBL, M (ER). MBLLG(ER). WSIIR, WS L OURER (£4). IBRE
T A—F—R(ER) . EMUFRIE LTEEE) . WEBIUKBRE (BHiza), ¥
B (EED) . IBRIBLY i, THY @iER) . BTRESR), ETRESR). BT
WER) ., Biem GRS . LB ().
5) FEEENE
2Hic >\ T, BRI /TR LN XM (ER-180A, ki ttr— -7 F - FA) %M
WTUTOBBIZOWTEHEERRELE, 2B, EEORTOHZBEIZOVWTR, R
P TRHE L,
B, D, i, BRGER). R, BIB(ESR). MR, BR(ER) ., HREEKER)

_9_
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B OBEORNER L BIRY B ICHE L KED S FORIC L Dy B ke Wi L
7
R E R = (M E &/ (KE) X100
6) FIREMENRE
SPORE, M EEIC OV TRAENE R L, BB LU A B OSMIC L
O LT, 7235, MROBTIERO Stage YL MR, 35 X CEREHCEROED b
iz No. 408 ORMIZET SRR E L ER L 7,

0. E8#Hic->\T
1) —BRIEEE
2HMITOVT, BEMBAIPOFIRAET, BB EFRICEREL
2) REME
BEMBALZRE 1A, XERVAZERO0OA, SRR TRAHHFOBLENL, &5
1. 2, 5. 7. 10, 14 B ERT, &0, 1, 3, 5, 7, 10, 14, 17B K20 B, WH 0,
1BLP4EOREFHRZLCIIHE 4 BORA @RB) 2, BFALDIEXP(FAL RV DR
LA4200 : ¥+ U O RS 2HVWTIHRE L
FEMMES L CEREMEL AT OREAITL Y W L1,
IEiRATIE S AERME= (5 14 BEE) — @51 B
SRR A E N I — (4EHR 20 H{FHE) — (JFEIR 0 B4EE)
A MG ERME=(WE 4 BHEH) - (FEF O BEE)
HEYME=GESME 518, EKR0 BHSVIIHF 0 BEE) X100
3) BEfAMNE
IOV T, FEMABLURRBE ¥RE, FENFER L RCAICHE L FRICERL
.

4) H
SRPIE 4+ EOBE (8% 5 B)ICHEYM L FARICHRL, UTORET  al%
10% PR RL< U VICEE - RELE. 28, BREXUONA—F—RIEFEy RV
HWCHEHE - RELE.
BOCR-/MB), TEE, Bk, FRB(EBUMER ST, £6). BB (ER). M,
DML, BECKRIR, B, A, § @IS LORE). PN, W, + 55, 28, ©
B A RSD), B, R, EB. BE. SE. MEEXLESD). WR(E
£). BBE. B (2R . FH (RS LUES ., B, RRB LG — 5 —REH).
BWOREIE LTHBED . MRS X CKRE (RHEET) . T RN . By >
o, FTHY /MR, STHRESR) . ETRES) . BETREER) . BRI G

_10_
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5). BEHE R BIUCBGEEOL bR =X (3ng/ke BEHEDOM No. 252),
5) BEERNE '
2P ONT, FIRFFIZE L RARZUTOREFTI W TEERZNEL. ARk RH
L,
B, LN, PR, WRCELR) . WM, 3% (E6), MR, IRRER)
6) WM FORE
HEOFk & FRICIINB L UHIRFICACEEORD Hiv/z No. 252 D= (AE
) ic oW TERE LT, '

0. HESHOERE L UCHERDORBEIZOWVWT
1) HRMKRE
2OV T, 5T 10 B BRI E COMH ¥ HAFREIC L SRR
BALZENL, XFERET CHANBRN (RFWY, RENMY, RENEY, BiFk
Wk L ORERILER) OBBEETV, 4 B06 6 BOMAMEZRT bOEZER LHEL, E
BFTRMAPRE HH L7, o
2) HEHEDAEREERE
BE 4 BOIFPEL, ARBEAOHEL | 0 1 (EEAESHE) T 14 BEMEMREL
LTRES R, ZROKMIZ, BAELRZM ECETLEER, 5\ IBIEA AT
BATORTFBERINEFEL L, WTRAEIBHONEAZER0 B L Lz, Hikek
MORRE. SROFELLUHRFCFERNORKEOTEEM RS LIZL-TiTo
7, R (Copulation index, %) ik (R L 7= MEMER D3/ TRIE & € /- MERER DK) X 100
BEOSZRE (Fertility index, %) X (M L7 ZRE L= MEBEsO¥) X100 &£ LT
WL,
3) Sk L UHERIBRE
RERBRHMDIIEA RIS, 2RBEY, HiR21 Ar0RR 23 HETHEA
DI Lt 3E (9:00, 13:00BXT17: 00)ME L=, 9:00 iCBSHRREEOPC
HOTHOTIBRAAATVELIOZRBTZIZ LI THBRETE2REBL, TOELM
HFORL L, WiFH O BIC, MEICAFERESIUECREEZK A, BHRE, HERD
MBI A EZRBR L, EFREBICRCREOAHZHERK: Lz, RO
i3, EMEEMBEOMOR S CHE L, FHONROBRERR L CTFENOEFE
OXEHIRKI-H 2 TiReL -,
R 2R 0 B (RRHM R) OB O (DR TR ETOBKE LTHH L,
HEER (Gestation index, %) ik (4 HEMB/ITIRMEE) X 100, e (Delivery
index, %)X (HHZE IR 8/ 35520 X 100, 5K (Inplantation index. %)k GEHINEL/

FE) X100, 4 (Live birth index, %)k (HHEEREA R3/ IR X100, WHF 4
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H R 3. (Nursing index. %) X (WH 4 BioWi® R 2 KoM /A R HEME) X100
X UM (Sex ratio) idMEMIEE IR M/ (HEHEE IR B+ BEHHEIRER) L L CTHI LT,
4) FEREO—BIRBRERL I REFR

28>V TC, MEOEAOME4RAETIALE, £EFBLUCRTZHEBL, —HBK
Bis L UOARICOVWTERELE,

BEEE,DHERAEER (Viability index, %)X (WH 4 B DAY HIERAR
¥)x100 & LT 1 R TERH L, P L, BEHIVEITHRA L 2o 2L RIIFE
CHEHE LR,

5) FrEROKENE

2HIZoVT, HE 0, 1 BX U4 BITETA LM X (LIBROR ED-2000M : AR B

HBERT) Z AVCRIEEIC0. 1 g ETRIE L. BEICHMENOTSEEL RO,
6) FAEROBIRK

Etﬁ“ﬂ:;ﬁﬁ.ﬁﬁ%’ﬁ%lﬁ]ﬁ-b\ whole body % 10% P EREi L <) K CEE - &
FLE. EFEACOWTIER,. WH 4 BICHEAR(QEBENZ S0 288 %. “BIERRBA
BILLVREESY, 2508F - AR ABMICEEL =, EEX1I8D oh-AkiL,
Whole body % 10%Pit@E#EH L <Y K THE - RFELE.

5. WEMEMNHE

®E, FERNEDS I oHmE, Sk SEOHRSERR L OHEANER, EERBIGHEMNE.
BN, FHEENGIUFER, HERK HEROLFEREB I URTREK, kR, HE
g, ., EREIE., WE 4 B OAFEREB I CHERAGFERORBIC DV THEDOEHAR
TUBRBRESEH L, HEEIC Bartlett DREELEZITV., SoEBE2MITLE, S080
BEE— TR BT CWIT U RS DRE 1 Kruskal-Wallis ORELE CRIF LT,
—FERIMMTORR, FRENDLNEHEH Dumett OREBEL AL THRE OB
1T o 7. Kruskal-Wallis DR OFRER, AEENRLLN-B S X Mann-Whitney @ U-RELE
BRI L OUBET o, 255, FEROMER I, FAREFES L CREIKE
W, 1 ARy E LTORLE,

REABENREDCS L 2BRU EO L — FRBOHLNEFRICS>WTIE, BEoR %
Kruskal-Wallis DREL TR L. FEEBRLLNAEAE Mann—Fhitney O U-BEEE AV
THE L OB T-T,

HERMORFOREAE, TER, THRE, HESR, WE 4 BOWMESE, 2O RCHREERY
FREDS L 1 BREO SV — FREBH HREFTRICOWTIL, FREX RERZITV., TORE
ABRERTIH ONEBSICIT 2 REXCRETHR L OB ETo2, 7L, 2 RBXRE
A EES DOEEIZH Fisher DEEREBRELE LAV,

28, HBRLEOHEBEICOVWTIIEEARIIS% L L.
—_ 12 —_
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&
1. Ny ()
(1) —iReg
OB ORME Table 2, INDIVIDUAL DATA 1-1~1-4 (TR,
FRERELREEBED O o
(2) FEHNS

HOkBRAEHE L Figure 1, Table 3, INDIVIDUAL DATA 2-1~2-4 =%,
SRERL HEENS, CESMNERS X CEERNMERIIGEELI R L CEFEZERIBD LN
Tehaie,

(3) =t &
HoMpk?% Figure 2, Table 4, INDIVIDUAL DATA 3-1~3-4 2R3,
FRERLLARHL IR THFEERAZ LN R o,
2B, 10 ng/kg REH THE 1| AICABREMABBD Lk,

(4) )18
BOWRDEME Table 5, INDIVIDUAL DATA 4-1~4-4 [Z5%T,
3BLN0 mg/kg WEMBTIIREIIBD ONLh o0, 30 ng/ke FERED 1 1 (No. 408)
DERMICEIBBD b,
28, XEBETH 1 (No. 109) THRERO/PMRBELRE B LNE,

(OF 3=9:-¥
BORE O EER X CHEMNERORME Table 6, INDIVIDUAL DATA 5-1~5-8 {251,
3 mg/kg BEBETIL, RROMSE KIS LU ERIZAEEE L B U TR AENED
biv, 10 mg/kg BEFRTH, WHOHMNARCARLRHELBD b,
30 mg/kg B HRETH . O ELD L UWMOR Bk X A ERICHELBEIERD
b,

(6) FHEHARR 2R T
HEOREERFAIRIE (036 X 1030 mg/kg B 5-8) OFMKE Table 7-1, INDIVIDUAL DATA 6-1-1
~6-2-2, MO AT — T HEOFME Table 7-2, INDIVIDUAL DATA 6-3-1~6-3-4 [Z/RT,
30 ng/ke WERD 1 P (No. 402) ICHMROBERMMTERABD b, “OREH T,

=13 -
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AF—UX N~XNViZHiT 2 MR RK L b L TAREL2EEIBD O,

B, HREBETH 1 #A(No. 109) THROPEELRNMTEERL LN, MR EEOBE
R L EE 2 EERAKRERRE LR bh,

%7n, FMERCEOBY) i No. 408 OB IE, BEiIs X UNREE 2 FR BRI (LA 3R
bhhhi,

2. Mk ()
(1) —RiRe
HO—RIRBORKE Table 8, INDIVIDUAL DATA 7-1-1~7-3-4 iZR¥,

ARG L L TRANR LR, SRS L UHEFRROWV-Thicks T L RERRE
BoLhhot,

) hEifEEB
HEDEEHEB 2 Figure 3~5, Table 9~11, INDIVIDUAL DATA 8-1-1~8-3-4 iZR7,
HREW L LA L UM, RN S L OERB OV ThICi W C L IFETEE,
REMMNR L CEERMMBI R L LR L THEZRBD bhizso ik,

(3) pE &
HEOHHEANDE A Figure 6~8. Table 12~14, INDIVIDUAL DATA 9-1-1~9-3-4 {ZR7,
HR L LB X UOXREME. EEREME L OHEFRROW-ThOBRIZ S, R
LHEBLTHEEERBD O,

(4) T
MEOW BT A Table 15, INDIVIDUAL DATA 10-1~10—4 24,
3 ng/kg BHHO | H(No. 252)IC EXHBO AAMERERICOBRRY HRLR, 10 BX
30 mg/ke HEBETIE, BEIZBDOhEI o7,

) BEER
HOBE O L S ERORME Table 16, INDIVIDUAL DATA 11-1~11-8 {253,
IR L 10mg/ke BER Tid, HBH L LB L THEELEIIRD bz o702, 30 mg/kg
BREHTH., REOEHERRL L UCHEERICIFERERASBED b,
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(6) MM FEORE
B ORBEREOREORME Table 17, INDIVIDUAL DATA 12-1-1~12-2-2 {ZRT,
30 mg/kg BERETRL. 1 ) (No. 458) DIFBLICEATERNED i,
28, I OAEEOR® LIV No. 262 DX GREREK) iciX, DEFEXRD
b,

3. SHRERE
(1) MR
AREREORM A Table 18, INDIVIDUAL DATA 13-1~14-4 {5,
ERtEARL R TOHBRE BHEMME. SBE, RHE, HEX, MEHNE LT
4 HOMEFRIZOVWTIIERGELE bRR LB L TAREERD LI,

(2)fEiR, srife. WEIRBL LU ERERFR
. HEER, ik, MERBE X OCHERAEFRORMAE Table 19, INDIVIDUAL DATA 15-1~15-4
(a7 g 8
By, FHOENK, FES, RHERNK, HEROHL, ME 0 AOEFRE, HAER, F
EREFR, MR 4 B0AEFREICIE, RSB LIBRIEE L THBRERA LN 2h -
A, B TIIIBIVN0 ne/ke BMEBICHFERBEIRBD BN,

(Y FERO—BIREE
HERO—BIRBORKBEL Table 20, INDIVIDUAL DATA 16-1~16-4 127”7,
HE 0 H,S 4 HOMIZECHIHRECH 1A, 3 BL10ng/kg BREH THS | FIRA
b, 30 mg/kg BEHTRE < BDOLNLENo T,
WH 4 BOAEFAIIREREBD o,

@D FLEROEEHR
. FAEROKENS % Figure 9, Table 21, INDIVIDUAL DATA 17-1~17-4 {Z5RT,
HFREHLLICHRBLILEE L CTHERETRED ORI,
(5) Fre RoBlw .
FAEROBBROMRE Table 22, INDIVIDUAL DATA 18-1~18-2-4 iZ5Rd,
BT, BB LU nw/ke BEBWOMEES 1| I REFTRITED Shiho 288,
10 mg/kg 5RO | HITITNEE L UCELAMEEOSEABY b,
2B, ME 4 HOAEFAICRRERRIIED oihvzho Tz,
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= 2

4,4 -FFRVERREBAANE=AE FTZ VRO 0GHBR) . 3, 10 BXT 30 me/kg % 1
FEMERES 10 PLoD Crj:CD(SD)IGS 7w M, BT v Miox L CiIzeRen, LRI L U3eRd
REte# 46 A, MS o bod L CIEIZERR, REB IUCEENE. 26CCWME 4 BETO
VRO ®RE L, TOXRITH. ZHEB IULRSOEMEREICRIFTHED L UKitROREE-
RECRIETRERCOVWTERNLE,

1. S

—AREE, A, FEOKC AR SROME L LIZELIEEDOAT, FIRBTRTH, 30me/ks
BEBOE | ich b BROBER 3 ng/keg B EBHOM | HIICH O =X o 8 AME
ZVThbiBHETHY . BREBEHOLOLERIN.,

BEHEE T, 10 ng/kg B EHOBER X (R 30 ng/kg ¥ 5B OMEEE ¢ O BB & 30 mg/ke
BEROBTHMOBEMEEEMSEBO bR, ThoOE(LX, 30 H 5Vl 100 ng/kg D 28
ERMREREICBVTHALONEELVTH A L LBERORBREORBIC LIS bDLEELS
i,

B, HER EAR X UIRROREAMRERE TIX, 30 ng/kg BE5BEOM | #] (No. 402) 2
BEiMAEEENBOONN, ZORMDHOM No. 462) ITERSRERB ENT, /. EHT
FEAF—PXI~XNVIZBIT 2RI FELRREANBO L TVWEE, fioRT—VIiTkWn
THABLRELEEZLNR2WI L2 0 ERBRE G L OBEEMEILR LHMT L7, i, 30 mg/ke
BE5REOME | B (No. 458) OIFRUC ARSI D L, 1 HOAORFETHY, FIRERIC
LABREERHENRNT L v s, BRWRRS & OB R L2 ik,

2. AWMBLERHE

HRERL LICXER, BB, HERFCECRSZOL T, TLBOEAMSICHREHNE
HohBdofi, 38XV 0ng/kg BERH TCORBIIAFRLBEIALNTL, LiHL, ZOFK
{bii, ARBIZBIT 3 RBBEOHE (84, 558%) BMEWZ L BHERT—& Ty : 94. 7%, fi
F3:91.2~96. 7%) ICBETH5 L0 TH Y, HEREECRHERKCEFEEZEL AR L,
T ARBHREMT S Z L ICHEENEBIRV I L0, ERWRERSE L OO VL
tEZ bR,

g, ok, BERBRICHEREFRE, IFERO—BRE, CAASICLERSRL
HIEEERIBO oo/, 10ng/ke BEBROETH O | §10/BB L RELGRIRBEOE
Rz LR, ZTOFIZIE. REEEENRVWIE, BRABETHLALNDIETHHT LM
b, HBRBRELS L OEES TRV EBZ LML,
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PLED X5z, S8 T 10 B8 LT 30 mg/kg BERICHBRORES LB LB L0050

Wb 5 VRIRROBEERNA L O, ARRE L UKIEROREE-BEOVTHIIEREH
LLEBRBRE L ARBHBD Lo,

LT, XRREGTICBT S 0BSH BRI T 5 K (NOEL) X 3 mg/ke/day, 8

¥ DARERE X ORI AROR A - REF KT 5 EREE (NEL) i IV -1 b 30 mg/kg/day L& X
b,

e 2 BN

1) #Hk BB. 4,4 -AF VARV ELANF=AE RIZNOS5y MeBIT5 28 ARE
HENBEHESERR. HARE. EX&H AT LEERn. (2003)
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Figures
Figure 1 Body weight changes of male rats duscd orally with 4,4'-oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental toxicity screening
test (SRO1144)
Figure 2 Food consemption of male rats dosed orally with 4,4'-oxyhis(benzenesulfonyl hydrazide) in the reproduction/developmentat toxicity screening test
(SR01144)

Figure 3 Body weight changes before gestation period of female rats dosed orally with 4,4'-oxybis{benzenesulfony! hydrazide) in the
reproduction/developmental toxicity screening test (SR01144)

Figure 4 Body weight changes during gestation period of female rats dosed orally with 4,4'-oxybis(benzenesulfony] hydrazide) in the
reproduction/developmental toxicity screening test (SR01144)

Figure 5 Body weight changes during lactation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl hydrazide) in the
reproduction/developmental taxicity screening test (SR01144)

Figure 6 Food consumption before gestation period of female rats dosed vrally with 4,4'-oxybis(benzenesulfony! hydrazide) in the
repredluction/developmental toxicity screening test {SR0O1144)

Figure 7 Food consumption during gestation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl hydrazide) in the
reproduction/developmental toxicity screening test (SR01144)

Figure 8 Food consumption during lactation period of female rats dosed orally with 4,4'-oxybis{benzenesulfonyl hydrazide) in the
reproduction/developmental loxicity screening test (SR01144)

Figure 9 Body weight changes of pups in the reproduction/developmental toxicity screcning test of 4,4"—oxybis{benzenesulfonyl hydrazide) in rats (SR01144)
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Figure 1 Body weight changes of male rats dosed orally with 4,4'-oxybis(benzenesulfonyl hydrazide) in the reproﬂuction/

developmental toxicity screening test (SR81144)
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Figure 2 Food consumption of male rats dosed orally with 4,4'-0xybis(benzenesulfonyl hydrazide) in the reproduction/
developmental toxicity screening test (SR01144)
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Figure 3 Body weight changes before gestation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl
hydrazide) in the reproduction/developmental toxicity screening test (SR01144)
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Figure 4 Body weight changes during gestation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl

hydrazide) in the reproduction/developmental toxicity screening test (SR01144)
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Figure 5 Body weight changes during lactation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl

hydrazide} in the reproduction/developmental toxicity screening test (SR01144)
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Figure 6 Food consumption before gestation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl hydrazide)

in the reproduction/developmental toxicity screening test (SR01144)
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Figure 7 Food consumption during gestation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl hydrazide}
in the reproduction/developmental toxicity screening test (SR01144)
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Figure 8 Food consumption during lactation period of female rats dosed orally with 4,4'-oxybis(benzenesulfonyl hydrazide)

in the reproduction/developmental toxicity screening test (SR01144)




Body weight (g)

—
—

Female

—0O— 0 mg/kg

— ®— Img/kg
--<--10 mg/kg
—e— 30 mg/kg
0 'l A Hl 'y L 'l i '} J
0 1 4 0 1 4

Lactation day Lactation day

Figure 9 Body weight changes of pups in the reproduction/developmental toxicity screening test of 4,4"-oxybis
(benzenesulfonyl hydrazide) in rats (SR01144)




Table 1 Experimental design for the reproduction/developmental toxicity screening test of rats dosed orally
with 4,4'-vxybis(benzenesulfonyl hydrazide) (SR01144)

Concentration of

Group OBSH Volume  Number of animals {Animal No.)
mg/mL mL'kg Male Female

0 mgkg 0 5 10 (101 ~110)  10(151 ~160)

3 mg/kg 0.6 5 10 (201 ~210) 10 (251 ~-260)

10 mg/kg 2 5 10 (301 ~310) 10 (351 ~360)

30 mg/kg 6 5 10 (401 ~410) 10 (451 ~460)

Crj: CI(SD)GS rats were dosed orally for 14 days before mating and continving to day 46 of administration for males,
and 14 days before mating and continuing to day 4 of lactation for females.

Rats in the 0 mg/kg group were dosed with cam oil.

QBSH : 4,4'-oxybis{benzencsul fonyl hydrazide); suspended in corn oil.



Table 2 General appearance of male rats dosed orally with 4, 4'-oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR01144)

Group Findings Administration days 1 - 46 Autopsy day
0 mg/kg Number of animals examined 10 10
No abnormal findings 10 10
3 mg/kg Number of animals examined 10 10
No abnormal findings 10 10
10 mg/kg Number of animals examined 10 10
No abnormal findings 10 10
30 me/kg Number of animals examined 10 10
No abnormal findings 10 10

Values are number of animals with findings.



Table 3 Body weight changes of male rats dosed orally with &4,4'-oxybis(benzenesulfony| hydrazide) in the reproduction/developmental toxicity screening test (SRO1144)

Number Body weight sain
of Body weight (g) on administration day Pay 1-46
Group animals 1 2 5 7 10 14 21 28 3% 42 &b g ¥

.9 516.5 5314 546.3 156.8  40.114
1 39.0 43.3 3.1 2046 6.402

3 ma/ks 10 Mean  390.7 3916 404.9 $13.4 425,53 43B.7 4623 4879 S11.9 5305  539.8 1431 38.156
5.0, 12.8 13.3 15.1 15.4 18.6 19.2 19.1 2.1 2.7 6.8 28.4 2.2 559

10 ma/kg 10 Mean  390.4  390.9  406.6  415.6 4284 4394 4593 485.0 509.1 9.8 H1.6 1512 38.790
5.D. 15.9 15.0 16.0 16.5 16.8 19.6 18.3 20,1 21.8 2.7 20.1 12.1 3.543

30 my/ke 10 Mean  390.5 3913 4023 409.7 4223 4M4.9 461.2 4842 508.5 530.5 539.1 148,638,007
5.0. 16.6 15.2 17.8 11.9 21.5 2.3 21.5 2.2 26.9 3.8 32.8 20,7 4.683

Body weight 9ain (%) = (Body weight gain / body weight on day 1) x 108,



Table 4 Food consumption of male rats dosed orally with &,4°-gxyhis(benzenasulfonyl hydrazide) in the reproduct ion/developmental

toxicity screening test (SROIT44)

Number
of Food consumption (g/day) on administration day
Group animals 1 2 5 7 10 14 28 35 42 T
0 ma/kg 10 Mean 21.50 23.60 3.77 23.75 23.07 22.03 21.93 21.81 21.70 21.49
5.0, 1.35 2.63 1.75 1.67 1. 1,80 1.60 1.7 1.85 1.67
3 mg/kg 10 HMean 26.40 22.70 23.40 22.80 22.60 21.58 21.71 21.80 21.35 21.19
S.D. 2.67 2.54 1.84 1,74 2.09 2.33 2.13 2.22 2.3 2.37
10 mg/kg 1 Mean 26,70 22,70 23,74 23,45 22.63 21.12 20,55 21.29 21.39 21,59
S.D. 2.26 2.87 1.33 1.40 1.50 1.54 1.53 1.07 0.95 .1
30 mg/ky 10 Mean 27.30 23.20 22.9% 22,15 22.62 21.37 22.30 22.62 22.62
5.D. 1.89 1.48 1.35 1.63 1.70 1.7 1.9 1.17 1,70 1.7%

#: Significantly different from the 0 ma/kg group at p < 0.05.




Table 5 Gross findings of male rats dosed orally with 4, 4'-oxybis(benzenesulfonyl hydrazide) in the
reproduction/eevelopmental toxicity screening test (SR01144)

Group U mg/ke 3 mgkg 10 mg/kg 30 mg/kg
Number of animals examined 10 10 10 10
No abnormal findings
Organ : Findings
Kidney : Cyst, unilateral 0 0 0 1
Testis :  Small size, bilateral 1 0 0
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Table 6 Absolute and relative organ weights of male rats dosed orally with 4,4’-oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental toxicity
screening test (SROT144)

Number Body
of veight Liver Kidney Spleen Heart Brain Thymus
Group animals q g ¥ 9 ¥ g ¥ g 4 9 % g 107%%

0 my/kg 10 Mean  549.0  18.872  3.426  3.418 0.623  0.760 013 1,470  0.268  2.167  0.396  329.9  60.422
S.D. th.b 2,468 0.192 0.199 0.020  0.087 0.017 013  0.026 0.122  0.030 6.2 12,766

3 mg/kg 10 Mean  542.6 18,194 3350  3.309 0.610  0.773 0.143 1392 0.2 2.141 0.395  408.6%  75.047#
S.D. 9.1 1.860 0.250 0.424 0.082  0.083  0.016 0.099  0.013 0.053  D.020 70.0  10.248

10 mg/ks 10 Mean  542.5  19.435 3.58  3.616 0.66m  0.770 0.141 1,383 0.255  2.192 0.405  34B.6  64.378
5.0, 19.8 0.9 0.163  9.276 0.041 0.10 0.019 0.082 0.0 0.089  0.018 B1.4 15,548

30 ma/ks 10 Mean  541.1 20,489  3.779sx  3.833ex (.719e 0.788  0.M& 1392 0,259 2,115 0.403 3542 65.287
8.D. 34 2335 0.322 0.293 0.065 0.672 0.020 6.0vé  0.019  0.057  0.029 65.9  10.642

Humber
of Adrenat Testis Epididymis
Group animals mg 107% g X g %

0 mg/kg 10 Mean 57.5 10478 3.086 B.568 1,268  0.2%
s.D. 9.7 1.546 0.495 0,113

3 ma/ke 10 Mean 62.9 11,600  3.3715 0,624 1362 0.252
5.D. 8.9 1.5%0 0.39% .07 0.089  0.018

10 mg/ks 10 Mean 6.9 1377 344 0.4832 1335 0.245
5.D. 5.9 2.73 0.347  0.063 0.097  ©€.018

30 mg/kg 10 Mean 66.7 12,355 3,409 0.5632 1,379 0.2%
5.D. 5.8 2.689  0.288 0.062 0.106  0.021

#: Significantly different from the 0 ma/ke group at p <% 0.05.
##: Significantly different from the 0 mg/kg group at » < 0.01.




Table 7-1 Histopathological findings of male rats dosed oralty with 4,4-oxybis(benzenesulfonyl hydrazide) in the reproduction/deveiopmental
toxicity screening test (SR01144)

Item 0 mg/kg 3 mg'kg 10 mg/kg 30 mg/kp
Number of animals examined 10 0 0 10
Organ: Findings Grade
Kidney: Cyst <+> - - - 1(1)
Fibrosis, focal + - - - 1(1)
Testis: Atrophy, seminiferons tubule + 0 - - 1
++ 1 - - 0
Epididymis: Decrease, sperm + 1 . ) 0
Cell debris, lumen + 1 - - 0

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

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




Table 7-7 Stages of spermatogenesis of male rats dosed orally with & 4" -oxybis(benzenesulfonyl hydrazide) in the
reproduct ion/developmental toxicity screening test (SRO1144)

Stage [-VI Stage VII-VIII
Pachytene  Round Pre Pachytene  Round
Number Sertoli Spermato- spermato- sperma- Sertoli Spermato- spermato- spermato-  sperma-
of cells gonia cytes tids cells gonia cytes cytes tids
Group animals Number®  Number  Number  Number  Number  Number  Number  Number  Number

0 mg/kg 10 Mean 19,44 15,70 48.90  122.54 18.78 2.40 38.9% 28.42  129.82
S.D. 2.03 .20 2.87 8.70 1.97 0.47 5.32 6.14 7.73

20 mg/kg 10 Mean  20.90 14.32 50.6¢  129.00 17.44 2.18  40.26 60.66 132,10
5.0 2.07 4.9 §.05 10.36 0.87 1.18 2.25 2.28 9.41

Stage IX-XI Stage XII-XIV
Leptotene Pachytene
Number sertoli Spermato- spermato- spermato-  Sertoli Spermato- Spermato- Spermato-
of cells gonia cytes cytes cells gonia cytes 1 cytes 2
Group animals Humber  Number  Number  Number  Number  Number  Number  Number

§ ma/ke 10 Mean  21.30 4.26 43,18 51T 19.58 3.76 45.12 65.82
3.0, 1.67 1.42 3.6z 5.31 1.24 0.9 4.40 .95

30 mg/ke 10 Mean  21.08 6,90 4530 6436 20.9 4.80« 48,62 &1.74
§.0. 3.05 1.73 3.66 4.00 1.91 0.% 2.9 5.65

a: Expressed in number of cells in a seminiferous tubule,
Spermatocytes 1: Ivgotene / Pachytene spermatocytes.
Spermatocytes 2: Pachytene / [riplotene spermatocytes.

»: Significantly different from the 0 ma/kg group at p= 0.05.




Table 8 General appearance of female rats dosed orally with 4, 4'-oxybis(benzenesulfonyl hydrazide) in the repreduction/developmental toxicity

screening test (SR01144)
Pre-gestation days Gestation days Lactation days Autopsy
Group Findings 1i-14 15 16 17 0-21 22 23 0-4 day
0 mg/kg Number of animals examined 10 9 7 2 10 4 0 10 10
No abnormal findings 10 9 7 2 10 4 - 10 10
3mg/kg Number of animals examined 10 7 7 4 10 5 0 10 10
No abnormal findings 10 7 7 4 10 5 - 10 10
10 mg/kg Numbher of animals examined 10 7 7 2 10 5 0 10 10
No abnormal findings 0 7 7 2 10 5 - 10 10
30 mg/kg Number of animals examined 10 9 9 3 10 6 1 10 10
No abnormal findings 10 9 9 3 10 6 1 10 10

Values are number of animal with findings.

—: Blank value.



Table 9 Body weight chanaes before gestation period of female rats dosed orally with &4 -oxybisthenzenasulfonyl
hydrazide) in the reproduction/developmental toxicity screening test (SROT144}

Number Body weight gain
of Bodv weight (g) on administration day Day 1-14
Group animals 1 2 5 7 10 14 g %

0 maske 10 Mean 2106  211.3 215.1 220.5 239 23041 19.5 9.3
5.0, 141 15.5 14.1 16.1 15.4 15.5 7.7 3.9

3 mg/ke 10 Mean  216.8 2145 220.1 2.8 2263  232.0 5.2  7.008
5.0, 10.6 10.9 10.9 3.4 12.9 13.5 1.5 3.499
10 mg/kg 10 Mean 2146 2159  219.5 2245 299  233.8 9.2 9.065
S.0. 13.9 12.7 13.7 13.3 12.6 12.8 7.9 3.581
30 my/kg 10 Mean  212.2 2121 4.4 217 266 294 7.2 8.160
s.D. 12.0 11.4 13.0 13.1 13.8 13.8 9.1 4.363

Body weight gain (%) = (Body weight gain / body weight on day 1) x 100,



Table 10 Body weight changes during gestation period of female rats dosed orally with é,4'-oxybis(benzenesulfonyl hydrazide! in the

reproduct ion/developmental toxicity screening test (SRO1144)

Number _Body weight gain
of Body weight (g) on gestation day Day 0-20

Group animals 0 1 3 5 7 10 14 17 20 9 %
0 mg/kg 10 Mean 235.8 2419 256.5 262.5 272.1 287.1 306.1 331.6 349.8 1%.0  56.995
S.h. 12.0 12.9 13.2 12.6 13,2 13.2 14.5 14.0 15.7 1.6 6.145
3 m/ke 10 Mean 2401 245.9 254.2 266.8 278.3 29 .1 3151 4.2 .8 1591, 62.985
§.0. 12.0 15.2 15.2 17.0 18.4 18.4 20.3 26.5 0.8 21.6 7.314
10 ma/ks 10 Mean 240.0 243.7 257.9 265.8 273.9 91.8 2.5 341.8 I82.7 1%2.7  S0.747
13.3 13.9 12.9 1%.1 13.4 14.5 14.5 15.6 18.6 17.8 9.107
30 my/ksg 10 Mean 236.9 261.2 256.2 205.4 273.9 287.8 309.0 336.2 278.9 142.0 59,960
5.D. 15.8 17.3 17.1 18.3 17.5 19.9 2.5 30.0 19.9 7.888

17.1

Body weight g9ain (X) = (Body weight gain / body weight on day 0) x 100.




Table 11 Body weight changes during lactation period of female rats dosed oratly
vith é:4'-oxybisibenzenesulfonyl hydrazide) in the reproduction/
developmental toxicity screening test (SRO1144)

Number Body weight (g) on Body weight aain
of tactation day Day 0-4
Group animals 0 1 A 9 X

3 mg/ke 10 Mean  200.7  295.0 306.5 5.8 5.620
S.D 2.6 5.4 18.6 9.4 3.405
10 ma/kg 10 Mean  288.0  290.1 308.7 2.1 7.260
5.0, 18.1 171 20.2 127 4,376
30 my/ke 10 Mean  289.7  291.0 307.8 18.1 6.320
3.D. 21.1 18.7 20.2 1.2 2.576

------

Body weight gain (X) = {Body weight gain / body weight on day 0 x 100.



Table 12 Food consumption before gestation period of female rats dosed orally with
k14’ -oxybis(benzenesulfonyl hydrazide) in the reproduct ion/developmental
toxicity screening test (SRO1144)

Number
of Food consumotion {9/day) on administration day
Group animals 1 2 5 7 10 14

0 ma/ks 10 Mean 14,40 14,40 15,13 15,50 15,84 15,22
3 ma/ke 10 Mean 16.00 14.10 15.7 14.90 16.07 15.34
10 mg/ks 10 Mean  16.30 14.80 15.03 15.20 15.09 14.54

30 my/ke 10 Mean 15,30 13.40 14.19 15.70 14.62 14.58




Table 13 Food consumption during gestation period of female rats dosed orally with 4,4’ -oxybis(benzenesulfonyl
hydrazide) in the reproduction/developmental toxicity screening test (SROT144]

i —

Nusber
of Food consumption (g/day) on gestation day
Group animals 1 3 5 7 10 14 17 20

o o o P e e e B R AR e e Bl e e e - - e 2 o e

0 maske 10 Mean 12.20 15.00 18.70 19.95  20.78 20,70 20,51 18.66
5.0, 2.6 1.58 1.60 1.54 1.75 1.28 1.05 1.3

3 my/ks 10 Mean 1230 19.25 19,40 21,25 2.9z 2132 19.90
S.D. 2.83 2.1 2.18 2.60 2.54 2.52 2.97 1.9

10 mg/kg 10 Mean  11.40 18.40 18.60 19.25  20.70  20.70 20.58 18.81
S.D. 2.67 1.13 1.54 1.69 1.1 1.61 2.3 1.66

30 ma/kg 10 Mean  11.50 18.45 18.90 19.95  20.84 2098  20.42 19.00
5.0. 2.64 0.93 2.01 1.52 1.38 1.82 1.64 1.32




Tabla 14 Food consumption during lactation period of famale rats dosed
oralty with 4,4’ -oxybis(benzenesulfonyl hydrazide) in the
reproduct ion/developmental toxicity screening test (SR01144)

Number Food consumption (9/day)
of op Lactation day
Group animals 1 4

—— = o T e e o Y Y O A0

0 ma/ke 10 Mean 17.10 31.58
3 mg/ka 10 Mean 18.70 .40

10 ma/kg 10 Mean 16.80 3.7



Table 15 Gress findings of female rats dosed orally with 4, 4'-oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR(1144)

Group ) mg/kg 3mgkg 10 mg/kg 30 mg/kg
Number of animals examined 10 10 10 10
No abnormal findings 10 9 10 10
Organ :  Findings
Trigeminal nerve :  White mass, unilateral 0 1 0 0

Values were nurnber of animals with findings.



Table 16 Absolute and relative organ weights of female rats dosed orally with &4’ -oxybis(benzenesulfony! hydrazide) in the reproduction/developmental
toxicity screening test (SRO1144)

Number Body
of veight Liver Kidney Spleen Heart Brain Thynus
Group animals 9 g X ] b1 ] X g X g ¥ ny 10°3%

0 mg/ke 10 Mean  307.5 14.383  4.660 1.925 0.627  0.598 0.195 0.949  0.309 1.953  0.638  250.1  80.743
5.0. 20.0 1,751 0.396 0.118 0.033 ¢.103  0.031 0,061 0.013 6.087 0.040 80.5  23.400

3 mg/kg 10 Mean 3149 14277 4530 2.020 0.642  0.591 0.187  0.%42  0.298 1.960  0.628 2266  T71.559
5.0, 21.4 1.701 0.411 0.23% 0.0s8  0.113 0.0 0,068 0,021 0.085 0.042 68.9 20.142

10 mg/kg 10 Mean  313.0  14.991 4786 2.057 0.659  .614 0.196 0.9%  0.29%9 1.992 0.638 2206 70,856
3.0. 21.2 1.949 0.479 0.152 0.032  0.08%  0.0ZF 0.060 0.02¢ 0,069 0.049 49.5  16.807

30 mg/kg 10 Mean  313.0  15.780 5033 2.127+  0.681w+ 0,639 0.20% 0.929  0.297 1.971 0.6 2205 70,315
S.D. 20.3 2,006 0.470 6.113 0.02¢  0.125 0.035 0.065  0.013  0.041 0.043 85.4  26.424

Number
of Adrenat Ovary
Group animals mg 1073 mg 107%%
o ma/kg 10 Hean 48.3 2.0 111.3 36333
5.0 4.8 1,956 8.8 3,500

3 me/kg 10 Mean 13.
10 ma/kg 10 Mean 9.2 2146 107.5  34.483

#: Sianificantly different from the 0 my/kg group at p = 0.05.
w#: Significantly different from the 0 mg/ks group at p <5 0.01.




Table 17 Histopathological findings of female rats dosed orally with 4,4-oxybis(benzenesultfonyl hydrazide) in the reproduction/developmental
toxicity screening test (SR01144)

Item ¢ mg/kg 3 mg/kg 10 mg/kg 30 mg/kg
Numboer of animals examined 10 1 0 10
Organ: Findings Grade

Ovary: Cyst, corpus luteum <+> 0 - - 1
Cranial base: Hemangioma <> - 1 - -

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

{irade; <+>: presence in "presence or not" basis.




Table 18 Reproduction performance in parental rats dosed orally with 4,4'-oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental toxicity

screening tesl (SR01144)

Estrous cycle Copulation index Fertility Gestation Nursing
Normality Male Female index index Gestation index

Incidence Length Incidence Incidence Incidence Incidence length Incidence

Group (%) (days) (%) (%) (%} (%) (days) (%)

0 mg/kg 10/10 4.20 1010 10/10 10/10 10/10 224 10/10
(100) 0.42 (100} (100} {100 (100) 0.5 (100)
3 mg/kg 10/10 4,00 10:10 10/10 10/10 10/10 225 16/10
(100) 0.00 (100} (100) (1003 (100) 0.5 (100)
10 mg/kg 10/10 4.30 1610 10/10 16/10 10/10 225 10/10
(100) 0.48 (100) (100) (1007 {100) 0.5 (100)
30 mgkg 10/10 4.17 1010 10/10 10/10 10/10 227 10/10
(100) 0.37 {100} (100) (100} {100) 0.7 (100)

Normal estrous cycle = {Number of female with normal estrous eycle / number of females examined) x 100,

Copulation index = {(Number of animals with successful copulation / number of animals mated) x 100.

Fertility index = (Number of pregnant females / number of females with successful copulation) x 100.

Gestation index = (Number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery)} x 100.
Values are means and 5.D.



( (

Table 19 Pregnancy and litter data of rats dosed orally with 4,4-oxybis(benzenesulfonyl hydrazide) in the reproduction/developmental toxicity screening test (SR01144)

Number of Number of Number of Number of Lactation day 0 Lactation day 4
Pregnant corpora implantation lmplantation Delivery pups Number of Live birth  Number of Viability
Group animals lutea sites index (%0)  index (%) delivered Sexratio live pups index (%) live pups  index (%)
Pups data

O mg/kg 10 MEAN 17.1 14.6 86.327 84.558 12.3 0.439 12.2 99.167 122 100.000
S.D. 22 1.4 11.013 11.251 1.8 0.162 1.9 2634 1.9 0.000
3 mg'kg 10 MEAN 15.9 14.5 91.465 07.9g4** 14.2 0.489 142 100.000 14.1 99.333
S.D. 2.1 1.9 7.989 3.237 1.9 0.131 1.9 0.000 1.9 2.109
10 mg'kg 10 MEAN 16.8 14.5 87.473 91,786* 13.3 0.363 13.2 98.889 13.2  100.000
S.D. 2.1 2.1 15.508 9.809 24 0.165 2.6 3.513 2.6 0.000
30 mg/kg 10 MEAN 15.8 13.9 84.992 50.117 12.7 0.491 12.7  100.000 127 100.000
S.D. 4.0 48 15.839 11.167 4.3 0.143 43 0.000 43 0.000

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.

Delivery index = {Number of pups born / number of implantation sites) x 100.

Sex ratio = Number of male pups born / number of pups born.

Live birth index = (Number of live pups on lactation day 0 / number of pups born) x 100.

Viability index on lactation day 4 = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.

* : Significantly different from the 0 mg/kg group at p £ 0.05.
** : Significantly different from the 0 mg/kg group at p <0.01.



Table 20 General appearance of pups in the reproduction/developmental toxicity screening test of 4,4'-oxyhis(benzenesulfonyl hydrazide) in rats (SR01144)

Male Fernale
Item Group Omg/kg 3mgkg 10mgkg 30mgkg Omgkg 3mgkg 10 mgkg 30 mgke
Number of pups cxamined 55 70 74 63 68 72 59 64
Number of pups found dead during lactation days 0 - 4 0 1 1 0 1 0 0 0
Death - 1 1 - 1 - - -
Micrognathia - 0 1 - 0 - - -
Syndactyly, four limbs - 0 1 - 0 - - -
Findings of surviving pups
Number of pups alive through lactation days 0 - 4 55 69 73 63 67 72 59 64
No abnormal findings 55 69 73 63 67 72 59 4

Values are number of pups with findings.
~ : Blank value.



Table 21 Body weight changes of pups in the reproduct ion/developmental toxicity screening test of 4-4'-oxybis
{benzenesulfonyl hydrazide) in rats (SRO1144)

Number Male Female
aof Body weight (g9) on Lactation day Body weight f4] on lactalion day
Group Litters 0 1 A 0 1 4
9 mg/ke 10 Mean 6.87 7.5 11.2¢ .45 7.4 10.67
5.0 0.8 0.80 1,49 0.62 1,26
I ma/kg 10 Mean 6.88 7.5 10.70 6.55 7.15 10,32
5.0 0.64 0.74 1.01 0.59 1.01
10 mg/kg 10 Mean 6.95 7.67 11.00 .55 1.22 10,28
§5.D 0.67 0.9 1.68 0.65 (.87 1.51




Table 22 Gross findings of pups in the reproduction/developmental toxicity screening test of 4,4'-oxybis(benzenesulfonyl hydrazide) in rats (SR01144)

Male Female
Group Omgkg 3 mg/kg 10 mg/kg 30 mg/kg 0 mgkg 3 mg/lkg 10 mg/kg 30 mg/kg
Total number of pups examined 55 70 74 63 68 72 59 64
Findings of dead pups during day 0-4 of lactation
Nummber of pups examined 0 1 1 0 1 0 0 0
No abnormal findings - 1 0 - 1 - - -
Organ: Findings
External : Micrognathia - 0 1 - 0 - - -
Syndactyly, four limbs - 0 1 - 0 - - -
Findings of pups killed on day 4 of lactation
Number of pups examined 55 69 73 63 67 72 59 64
No abnormal findings 55 69 73 63 67 72 59 64

Values are number of pups with findings.
- : Blank valuve.
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