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OECDBIFItF¥MELENERBICFRDLLIELEAEO-RELT, FATULTS -V
AFRD0 AR, 4, 20%U100 mg/ke/dayZCri:CD(SDFR) IGS5 v b DM (&
120L/8) ICXEERT 14, #TRTORXEMFZEOIAM, MTIIEME, ERY
FIRUHEE3IBETRL TROKRSL, HBNINTIRERESERVEMENL N
REREORE - FEFLCRIEFTEEIODVWTIRFL, UTOKRES-.

1. REREGEN

MR E BT ORER N>, —RIREB T, 100 ng/keBf DOHE 1 FI KR UM 2 #lT
MENBD SN/, KETIE, HHEDI0 ng/ke#¥ TREMBIZE L THEMIH A S
N, AHTIEEELHED L.

BOMWFRETIE, 100 ng/ke® THROIKBZEANT b7 Uy MMED A F U8R
FRMEBBOBEMENZ O O ECHARNERLEES a2 R TSAF U BEEOE
MR 5N,

HOBBRETIE, 100 ng/kel THRMBE L UONELDEDNA SN, MiEsET
3, FPERCRME, FEERERRN NBROBON TR RS REFR, SRAERVER
PERFERDOEADRD 517z,

WO mEELFERETIE, 20 ng/kebl LOBETTINAIHET AT 75 —EDED,
100 mg/keBETTINT I, A/GH, PUZTUESA R, VIEE, BEVUINED, KRE
X, JLT7F, BRYDERUHIINTLOEMENC N —-R, 60T, GPTRU
AV LDEPRED 5NTz,

SEBEETIE, 100 ng/keBFOME THERVMBERZOHEM, K THEEEOHEN
WERY 5T,

FREABERETIX, FRICBWTI00 ng/ke# QMR T/ HhEFLEDOFMREK,
JEERNOIFEEEY B ERRERE) RUOFMROZREYE FBIFRERE) BNRD 5
NE@ED, JyN—fRANOANETT) DREBRD SN, BETIE, 100 ng/kedt
O TRMEEER CHHE TRAE LEOIFRAE NS SN, INSORMTIEY >~
NERZE EARELCHRERGIRME OILRZHD bObEBEOL 5 NZ. BTIE, 100 ng
/keB B TIRE OV 5 ARBEBENRD 5N/, METIE, 100 ng/ke¥f O Mt THS
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EMONERVFREEADANEDTY VILEOERPRBD 5N, KIREEHTIE,
100 mg/keBHE DB TEMER T HNED SNz, BIT, HOEFHEIETIE, 100 ng/kg## T, ¥
RIZBWTHMEIRER, ZEEMROEEZNES EEMEOEEROEIV Y gDz
REENBSNZER, BEEKRIBWTERANOATEMBRKE, BERCY 2/NBKRE
MRRRENZED 5N,

2. BEELEEN

BEMOAETEREICEL TIE, 100 ng/keB THBER OB RURERAH DL R,
BABRUCEREROBEONASNIED, HEHMOERRCHEROBAEMNE
HDHoNe. REE, B () RERVUTEBAEIRICERYERS OZEIIED s nah
o7z,

7z, 100 mg/keBH TR 3 BEM TERBINAASNZIER, FHERITHTIZE L
UTHERK, #ARBERUOHEROEDFEMERNED SNz, %k, HERD
FRERVCAERICHERYERSOEEIZIASNT, HEROARRBEIIBWLWTH RN
I8N DTz,

BlEDESic, REREHETIZI00 ne/kedt o lEH THEQEMINE, BEEOWD
TN PR OB R E T BB A 5 N1k, 20 ne/kebl EOBOBTT LA VT
FRT 7 I —COHSRBED SN LMD, ARBEETICBIT 5 EPERIIHTL0
ne/kg, HTA me/kelMEE N, ARMRABETIE, MO LMK HRIERS O
BEIEB 5NN, 100 1g/keBt QM TRIEFMK OB R ORBEAMOLE, &k
8T TR ORI O D N SE IR B OO JEB T UM R 5 b B2 51, 100 me/ke
BTREARCHT B RS LTHERK, Bk REE AR O M X ZED EfH R
DENETEND, FRBEAETICHY 2 EEERIE, BB L TIZETI0 ne/ke,
T 20ng/ke, EEIMIICH L TI220 me/kg s RS Nz,
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FAILTS S-PFF LRI, BMTEIBLWTHIMSAASN, HEETIRENSILS
T¥, C¥ITERVEETES, ZBICES> TEASNTVWSEENETH S, FHEBRY
HOROH|EBIZEBLDoflX, S v hT2260 mg/kg, 5w M TIT80 mg/kgTH 3
ENBEEINTVENY, REBFUEHZVIIERRESEI DOV TORERIRSZSRN,
SEH, OECDEHFLAENEREMSRIIBROHIBENREO-BELLT, FAULT
SS—PAFLROREKSGEN - £HRESUMHAHBREERL, Bt T3 RE
BEFHRUCEFERDENCKERIZORE - RECRITEZEERFILZOTHRET 5.

BB AL s B N TF

1. #BME

SUORBEENZFATLTS, S—PFFF (HEI. 7%, Lot
No. ) ERBICER L (RAER 1), A8BMEIL, KiTOITHITET5B6H
RKTHD, FRBROBESHMBRTRICLEORBEZ THMZIT >R, REHESP
RETHO I ENHERSI Nz (BAER2), BEIANVAFIAFIIEIO-Z - F
MU DL (CMC-Na, T 5107 A7 #E%, Lot No MTT4661) 0.5 W/ V%A % 8 A
L. 38, #BYERERZEOEBRYMEREENIREL, EARRIERNEEZED
REENICERTRE L Z.

2. FRABMKUEESNE

8EEDCrj : CD(SDR) IGST v P (BEF v — IV A - UN—RA &) Z M A550TE
AL, 13HMO&E L EfrT>. ZOMBEFIZI—BRREOHEEROKERNEZERT
5LEBHIT, BHESIEIIDWTEHREZTY, BEMRWILE2ERELAEOL, JEHREL
REEZRLZEYZRBATIVAR THRRBRICERA Lz, b, BEBBROKEIIRT
329. 2~ 405.8 g, MET217.6~254.9 gTH- 7. BMMITBELL L 2°C FFEEHHEHLI~2T
C), MELE10% FFAEHIS~T5%), BMBALKE (Fi7THB~FR7H) RURKE
BIS~15E/BICRELENI TV ATFACKEOFAETEE (938) T, AF U LVAAF
— V& — (W260 X H200X D380 mm) 12, HMREBIMLHIMI P IIMMERNIC 2 ~ 3L, %5 H
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PRI ERERIIC 1 U (7272 L, SRR SRS P IS ERE 4 1 UT) , AR J OX0 7 9 A o 4k BR 3K
(R4 R TL—%, BEFv—ILA - UN—HREHE) 2 ANERY H—R51 b
Ar—3 (0265 X H185 X D425 mm) 12 1 8D (RE MM T IRERZS0) WAL, MBEL
7o 3B, MEOERMEIEEC, BENC, BEOERNBIIRBE%, BRIE53%T
Bole. ABREREE MF, FUILFIEEBTLHRRSER %, SFKIREERR
FRUDLEEMUZFHFAK (92 pon % BERKEE X ERARICE D ZNENE H
KEREEE, ABRCKRICOVWTREEEABRRRIHEL Y —I2T, HKKiTD
WTIBRSE B BARF LY —CTHRL, WFNLHEREICEAL TV
TEEHBRLE., 2B, AEEHEUHBRBERSRELZbORERL, r— IR
BRUORYH—RF3A My — D@ EER4ABRIC1E, A7 L AAF— L8y —
2RI IR, RUS—RFR My — DR OHANIE L EME, 2MI3E 3 E
(7L, SEGEFEIER) SRTEEbIC, HERREHARRL, BEEERLE
Ty I TERLE,

. RBHMER, REEREORUKRVES T

REBBEERE TRICRLE,
A R B 52 1R B BgES
(mg/kg)

J 12 101~112

pagiish:ed 0
2 12 151~162
d 12 113~124

KAEH 4
2 12 163~174
J 12 125~136

PR HERH 20
£ 12 175~186
4 12 137~148

EHEH 100
2 12 187~198

BREEI, RBICERLETHRARY ORBRIVRELL. Thbb, AERME D40,
2005 TX1000 me/kez 2 BRIRERORE LR, 1000 ng/kelf TIRETHA 5N,
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200 mg/keB TIIHERD, BHEORED, #iEMKEO B G R KR OB R IO R R
BRECICHIBEZOEMN A S5 N7ZA, 40 ng/kel THHEBRMERSICLZ2HL MR
ZeiZsoniaholk. LEBR->T, FERTORSGREEIRSHMEzZEL T, 40 ng/
kg&200 mg/kgDRIOHAEDIN0 ng/kgZmkmARBREL, UTARKS THRLEZWKD 4
mg/kgZEZNENHHABRKRMEARICREL /.,

BT, BRESREAMBICEBOSELZECEBHEREERSIEICIDTY, B0
BROBMITIIHMES ZARNLEERZRO AT TEEEN L, £, &£75—2IT%
RBES, DYES, RSERUNMHNERRLAEINNVEMTIZ. 28, BROBYIZ
RN SR L.

4. BERRE, BREFERUERSHIRH

BEREEE, OECDRBREA M PS4 THRESNTHEY, £, FRENDH L AD
REEEO—DTHERORE LU, BRUVRZROMIIDWTIIREFMI4AB AT
TORXEHRZESOISHMOEE4IAM, MITDODW T4 E, TREHAM (&
EMBR), #ERABROEEIBETO/MME, EA1H1H, BEZAVWTRELZ,
BREEFEWELS nl/kek U, 8 T ORGKEIR, BN N A AT B OASHEC i
MZOWTEHEHOKEZEIL, RERIBROMICOWTISIEIIRO HOAEZEIZEN
TNEHUZ, SREICTT0.5 W/V%BIMC-NaldiR 2 RIRiICHK G L 7z,

5. HEBYE IHEEAORSWIARE

FAULTS S-VFFLROLER MERTET) 2 OID, 0. 5%CNC-NaldiRIC

EREXIEZEBL, 0.16, 0.8KkU4 WVXOBEBRXIIBEREZALL 2. ASITEL ~
2EIOBETITY, HBREEREHETHETRENOREEICHEELT TREL .
FRBECILZEBRBOH RO EERBIIEIERMCTEEL, 0.1 WV%ER
B0 WV%BREBIKIL, BBEXTTOHRZETHD, W0 WI%BEBERIIHE—-TH3
CEEHRL (RNERS). 28, 0. WVXRZIBRTH D20, H—HERIIER
Liadhol, i, #IEICHAMLUZHEBRRICOVWTIEEMERIC TN ZITY, REE

BEOWAHE (AR : £5 %N, BREBEKR : 10X DD I EbHEBELE (BHNE
Et4) .
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B, AERURER Ik

—RREBHRIG IR ERCEEERE

MEED, 2HARRDODVWT—RIRBOBEREUVEROHRZEH, RHHROR5E
D 2Efr- 7z,

HEIZDOWTIE, #TRRSHMzEL GE2ERAIEL 2. HTIX, KEROKRS
HERORESMATIZE 2 B, ERARSPIIERO, 4, 7, 10, 14, 1TRU2IH,
HEHMFIIEEO (iRE) R4 BiIlEL 7=,

BEEICOWVWTIE, BTRXEMMZERREMEYP, B2EAEL -, BT,
REROHSHMETIZE 2 B, @wRAMPIEERL, 4, 7, 10, 14, 1TRULEH,
WEHEPIIEE D (SRR RV 4 HICAIEL .

MRFBRE

HOEETDNWT, HEHMEKRTRIC, 1SR LERIEEZDE, X MNVE
=)+ FRUDTLI ng/kezEENEE L THREL, BIER, BRRBIRER,SH
MmZEfr>%. FEL ZMmEO—BRIIEDTA-2KAL 2 (EDTA- 2K ifu #%) LYT’&IE B B & Bk
sHEEERE (Sysmex CC-780, REEAEFHASM) 2 VT, BORK EQESHRD
FR), RO EBIEBRDESR), \EJV/OECEFFIAETOEVE), A
X b7 Uy ME (BRSO A S ERE SR ROM/AMRECESENRE AR 2HRHIE
U, R, "EFOECEBRUAT I )y MEORIERR ZEITVintrobe DR
i Bk 4 %k [SE9 7R i ERZSFE MCV) , SE5R i 3R fn € 3R 8 (MCH) T OVSE3 7R o Bk ifn £ 5% 38
B MCHO ] 2B Uiz, B, mKO—EI3BHIESE L, May-Grunwald-GiemsaB s
ZRLTHLAKESMEZEHTREEHIT, Za—AFL 2T —BEREEEZHL
Db, RFHEBET CTRRAORRFEZENLE, £, 38% 7T BEFMITL
MK Z3000EE/2 TIHHAHERLABEL, foNcnEZANT, £EFLKRER
PIEZEE (Sysmex CA-5000, REEASETFHAML XD 7o o2 EVER (BE
HMHHFR), BERASS FOSRTSAF R APTT, BEAXRHEAR) RUBT 4
T = B @EARESR) 2REL .
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3 HH®E

HO2FITDONT, BRSHBKRTROIKRIFIC, ARBRELIVEHEERRLZ. &
RU7ZAHO—ERIILIEE BB M ERE BOEE (Sysmex (C-780, RHEEMEFHRA4)
kD E M ERE L, £72, BHEO—EIZBHEELS May-Grunwald-GiemsaZ
) &L, MRFREBICENWTIO ng/keBHTEMAMERA N0, WRERD
100 mg/kgBICDOWTHEEMETICHRL, MlaoEE2T> & &I, MEKk Bk
BRRMME/RFRAMABAL) 2EHLUE, TOKRE, 100 ng/keB IR H SN
H20 ng/keHE TRKARELZER L2, 4B, HBRS/ECIOWTE, FEMERC
SEESLERC TEM UM ME (10°cells/ v 1) TREL 7=,

4 MELERE

BORHITDONT, MEFHREROFRMICT &5 R L - ik % Z R TR605
WE%, 3000EE /A TIOABELSBL, BoNANEERAWTHBSHER
(7170, #RAML BXBEAER KLY, BEBE (EY Ly ME), TIVT I BU6E),
GOT (UVL — M), GPT(UVL— hi), +-GTP(L-7-Z )% I)b-3-E ROF L AF))
—4-Z OV oY REERE), TIVHUET 4 ATy —¥ AP, p-= O Tz
U EERERE), ML 250l (COD-HDAOSHE), MU Z Ut A K (GPO-HDAOSHE -
Z)EY SHER), UIEE (D) FF IS~ - DASHE), BEUNED ONFY
SEEEEALIE) . YILO— A (ANFYUFF— - -6-PIHE), REZEZE BN, YL 7 —¥
- GIDHIE), Z L7 F=> (Jaflerk), Y > (1P, PNP-X0DEE) RO KT 4 (Ca,
MXBi:) 2RI L7, %72, BREABROTIVTIUAOACREERLE, Fic, &
REDFTEE PVA-all, X2 7FUFA AN - A AYNVASY)KEDF b
UL (Na, S, HUDL K, BEE ROy O (], BREEE 2REL
7o

) H, BEEEORAERVFHEMABERE
BETRREHABMKRTROFMZITo206IZ, WTIIHE4L4E (RXEZL, 2R%ET
Bk OIFERMBIZZ S THAM LN >ZHICDWTIE, TOHE, £k, RXBOD
I DWTIE, #OHBRA) I T—FIVKEET THRIEEEIIRZ OB L THMES §,
RE L CHBERVHEBONBRNEEZToz. BT, BIZOWTRESRBRUERK
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BREEZFARD DI, BRE[ERBER/#HEE X100 2EHL . RWT, K,
DliE, W QEXZEFD), BRIR (EE/MEZEE), Mg, FFE R, BE EE,
R, MELGERUBEZHEL THREEE BHER) 288 T2 LI, HHRA
DHEZEICHELREEE HNER) 2BH L, EERIEREIMA, KEBEB
HRUOABRNREBMLZHERL THOXFEZERI <Y VBRICEELZ. 2B, 10
%HPHRERINTY BRI ZEEICEE ST, BRECHERE LEIZT 7 K ThH
BEELZ. BE®, 2FORBHEERNA, BB KXCI00 mg/keB O, O, M
(REXZa0), PR (EE/NMEZESE), KR, R B K B BE,
R LA, IMRRVREBEEH 2L, KBREBEHIZEDS) ITDNT, EHEIIR->
TNT T4 ORZERL, AYEFU 2 - IFTPU(HE)REZHL TEFEM
WHFTBIR L. £, 100 ng/keB TRV A SN KR, FFEE, MiE K &l
B, BE, BREARCKRBEBHIZOWTIZW ng/keBETCRABCHREZITO > & &
BIT, HEH, 20100 mg/kef OB X CMIEICDOWTEHRREE (X)L 1) > ERA)
ZHL T8I Lz, EiT, 100 me/keB OB DWW TIE, MH#OREMZHNTIE
B (011 red 0% fa), MAHEERA ORI RCHEEEERREA (O 2T —ILK
) BT o THE L.

A IR R A JERE 1R

MIZDOWT, BERKE &5 1 )51/, #8460 —EREICEYE % R
L, HEEREZT> 2. HASKRETE, EEEZKZzEHE T2 b, REMAD
SROFEBEHMETCOMOBZZRBTHEYM AR LL, FTHREBAMZERL .

REGKREGISHOF R 4BFENS, M (1288 131 T—REABSE55ETHT
W, RHEHEPOETXREROFEICIVZRZHERL, TOHZEKR0OBA &L L.
iz, RERBR-#ATTL, XBEHMEREE 2EMELZ, XEHFRAR TR, B
MEDHK, XEBR [(XESVE /BAEHHE) X100] R (%) B [(HIESY
B/ REEWE) X100] 2BH L,

SHREUVHEEN (HE4BET)RELVICHEERE
KEVDHERSNZMIIONWTE, 2AZBRNMSE, PHRBEZS DI HINE
WA, BERAEOHEREBZEART 2L LI, HIRHM, HER [(£
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FEME/ EIRME) X100] 28 H Lk, 28, 2HORRBIEIFaHICEEL, 12K%
BETHBRLULBEEEZERCOBLAEBO LR U, HERIZDWVTIE, 42K
HE RS, e, ERK, HEROHNEUARREZRELE. FIERITD
WTH, HEBRUVHEE4BICAEZBAEILICRIET 2L EDICHER [(HERK
/ERIRE) X100], FEER[GEEREK /HERSK X100 RUVHERD 4 BOERFR
[(HE4BOERK HAERK X100] 2BHLEZ. WE4L4HIHFLERO2H 2T
—TFUKBTT, B - @BORBHERZTo k. £, HER CEERRKUETC
RESV)VICDNWTIR, HRE-BEMATHIS / —IVICEERE L.

. HEEHENT

HE, BHE RFREME, SHREME, ORELCFREE KEREEER, #A
HimEE REER REFY), SEEE, MERHAM, B BSREER HEREK
FERRECHARFEIIONTIE, ERHIEEYEEZERFEEEZRD, SRR
B ERSBHETET OB OE—HEBartlettIEBEICIDBRE L 2. BVE—2HE13,
Dunnett DX ERBBRELZ AV THEBER EOLEET WV, SENE—-TRVWEER,
Stee | DZBERBREEZAVWTHEH OB EZT 2., £/, XBE, 2 ) KRE,
HERRUCHFAROELICOWTIE y *REICLD, BRR, HER, HERRTHE
WD4BDOEFERIIDWTIEAWI lcoxonDMEAFIBEICE D, WEMABAREICDNW T
Mann-WhitneyDUREIK XD BB L SR GHBHOUBET o2, WINOFELER
KEEZS K E LT, 788, FHIERBRICETOIMUMEMIIOWVWTIEI BB TUEL -,
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REHR G HE

— iR &

—RIREBEREZTable 1, 2 ROAppendix 1, 21ZxRL 7%,
HEBRTCOREL RN,

HTIE, 100 mg/keBE D 1 FITHREG 8 ~4TRIZIEHICTHENRD 5 117z,

T, 100 mg/ke# D 161 TRE8~ITHRIERO~19H, HEDOH D 1L Gk

CRH) THREU~ITHICERD 2 WIEERICHENED 5Nz,

FE
tkEHSL Z#Fig 1, 2, Table 3, 4 KEUAppendix 3, 4iZ;xL 7=,
MEHEE B, 100 mg/keBETHR G SHETHAONED SN, TDE, BN U=

HOD, HREHEZEL THEMMENZED 5N,

BEHE

BfHE*Fig 3, 4, Table 5, 6 KUfAppendix 5, 6ITRL7Z,

S D, 100 ng/keF TIHREHBZBL THEHAVRBD 5N,

ZDIEN, 4 ng/keEOMETEEG A RS HIKE AN A S NZH, —@d OB

BN TH D, 20 me/keBFICRIARIRMBERMMNIEN o7 EMS, BEBRYERE & ORENE
37 &I L7z,

MEFBRE
HOMKFENREE R ZTable 7 KW Appendix 7I1I2;xL 7=,
100 mg/kgBE CRMEMBE R IAT N7 Uy MEDORE A, MCV, MCH, MCHCR U'#BIRR

MERBEOEMNBD SN, £, @HTRIODMOECRERVCEELES b
CRTSAFUBBOERBED SN, BB, 20 ng/kgBITB W T HMCHE TMCHC
OWMMNRED SNz, TOIEH, AMEKESLICBENTS ng/ke# THEZF PR
DOEIME T IR DOEANH SN, 20 ng/kebh L OBICEKOE/ITH 5N
TWiaWI &hb, BENELEEI SN,

_10__
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5 B

HORMMRER R ZTable 8 R UAppendix 8IT;RL 7z,

100 me/kelt THBMIK DBAMH 5N, M5 ETIRIFPERRME, 1B
CU S NROBAWRIIFEES, SRERCERERFRICHONED SN, &
o, RERFMRICEELT, BRNAMROBL ORENED 52D, WELSIE
Tl

6) Mm‘EFERE
HomkEILERER R ZTable 9 K TAppendix 9ITRL 7z,
20 mg/kKeA EDBEETT N A IET AT 7 ¥ —EDEA, 100 ng/keBETT N T2
>, AGH, PUTDERSAER, UZIEHE, REVIED, RRER, JLT7F 2,
BEEY ROHIVT D LAOEM, T TIVa—Z, GO0T, GPTRUAY T LDE DN
ROLNT.

T E&

I HE D FIRFT A Table 10, 11K& CAppendix 10, 11ICR U7z,

HTIE, SBREO1FAKROI00 ng/keB D 3FITHRBEHEDOERERNASI, 100
mg/keBH D 1 HITHEBEEOMEL, MECLFITHEDODERNBDENEZ., b
DIED, MEEKXVI00 ng/keB¥ D& 1 Gl THBORREAINL =7, 100 ng/kef D 1
BITHOKBERNA S5, HEEFEO IHATHROBEAS, 100 ng/kef D 1 HITH
RORBEME, MEHEC0 ng/keB 0% 1 FITHE EADIKRBAREHITED 5N
7o

HWEH 4 HICHRLZEETIX, 100 ng/ke# D 1 HI THROZEHENED 5z,

ERFETCOEDER L2100 ng/keBE DO 1 HITIE, REMEORFRERAKUVEE
DIRBBILVED 5z,

FEIRABIZIB > THORMRERMB LA o 722D BB L 72100 mg/kek¥ DI 5 #1 T,
WITNDOFUTHRERZHSNBH - T,

BOBBRBICEHERL 72100 ng/keBDORZEDOH 1 HITIE, EERASNANo T,

_11_
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[} @ =—d

8 HEEE

M ORIEFE R ZTable 12, 13Kk CAppendix 12, 13IT/RL 7=,

BT, 20 mg/kelA OB TRIB O R UHEE EE OB IIEMER, 100
ng/keB THB O ROCHAEROHEANRD 5Nz, Fi=, 100 ng/ke# TOMR,
R, BEECHERELAOEGEREOWMA, B, M, FiE BEREUCBEEOHENE
EOEMPRD 5N,

WETIX, 100 mg/ke# T O, MBERUIMEOHEGSEROHED, W, W, K, M
BRUOBEOMESEEDOHEMMNRD 5N, ZOED, 20 mg/keB TIXLBOMEN E
BEORADNBD LN,

0) FEMBERE

HOREMRETable 144 (7L — FBHBEFRK) KO 14B (5 HEFI%) &0
Appendix 14, HEDBRERER ETable 154(F L — FBIHEFIE) K O'15B (4 BB HI%)
M iz Appendix 1512/ L 7=,

FFBATIZ, 100 me/keE O MEME S 2 4 C/NEEP.OME ORFRTIIE R, B 1 61 FFAR
DZENZENE IEIFREBatE) . B O BT CRME 6 B C IR N S MM (IR Y B
Btk Photo. 1), HEHES 2 HITH v N—RIBADAE DT S LENRD bNT-,

BT, MERREORE 1 B ON00 ng/kelt O 3 I TIRE OUS A (Photo. 2), 100
ng/ke Ol 1 4TI E O BB AR 5N,

B3, 100 ne/kelt QM 1 91 CREEORASETE Photo. 3), HIBEL 0
ne/keBt OHEE 251, 100 mg/keBt OHEHE S5 TRAE 12 O $IEHEAL (Photo. 4) 48
BEH, 0SB 100 ng/kel OB 9 FIK M S B4 ) > /SHE Tk & Ui HikE T,
M1 BIASIF IR E T e LA MBI E, ¥k, AROBES 1 ANRASORES
fEo Tz, '

TS, 100 mg/keBE R 3 HIK O O I TRESE M OTTE, 100 ng/keB O MR
S P THRIBAADNE DT Y 2L OMBASED 5Nk,

BEETIE, 100 ne/keB OB 1B TREEEROBEMET Photo. 5, 6) 2BD 5
N,

BTV, 100 me/ke®E DM 1 G O 4 BITERE MR 5Nk,

BB T3, 100 ne/kel OHE 1 HICHIE O K HE &5 0 BIEMED 5 s,

_12_
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WETIL, 100 ne/keBE O 4 I THBORMENE, E28THL MRz
ROz, 1 B0 CRRIB M 04 FEMIRE D2 M R NS B MM OO B (Photo. 7) 28385 5
Nz,

WEEARTIE, 100 ne/keB DB 2 B TRE LD Y o /NERIEMIRIRTE, #14T
WEEOBRAOEBAREERVCEESRD 5N,

BEDED, BRREOELE LT, WEEEZSUAREEL TN O RIKEE,
B D Y vk RS B R VBN IREE ~ DR E LR, BRI O, DEOOEHERE /8
$eib, HROBHMEER HERUEE LAORTAFESHE S h-,

EFEFE A BN
HRAMRER O EHERETRE
HEHBRE R O EERENRE ORAEZ Table 16X U Appendix 1612/m L7z,
HRABKRETIE, 100 ng/ke# TREEROBARUVEBEHOEENED 5Nk,
AFERENRETIE, 100 mg/keB D 1 TRENALNT, KEBNALNLZD H100
ng/keBH O 2 HINRIETH- D, REBERVE (R)BREOMBHESHEOMIC
ERFED NNz, KERFIBEHEIZBWTIE, 4 neg/kef TEMITD 5NN,
20 mg/keA EOBETIEFHOEMAIIA ST, BENLBELTH S EHBL I,

SGEERUOHER (HE4HETC)REL N ICHERRE

SR OCHERBRENM N ICH ERREOREZ Table 17Kk CAppendix 1TIZRL =,
SRR ORATIE, 100 ng/keB TIHIRHIMI O E, MK, FHHRERK, HER,
HERK, HiEREECHAEROED IIEAERARD 5N, /2, 100 ng/ke
HTE, 1BEYTHBERZOROEERVREBOARRZENA LN, HEREHNE
mu, REREOEMPARD SN, BERE, HERUVHEROKRETRIEH LR
HLOMIKERALNT, HERDARREBIBVWTIESHICREORERI M-,
723, 100 ng/keB D 3FITERBRPNNA S, ZNEDOHADEMKITD W TITIAHE
THRETZIENTERM- .

WEMOKRETIE, AERLZ100 ng/keB D 1 BHYTROBEE, RAKVIRIRRZ
EHETEHORRNALN, AHB2HIEERMEC L. FiIERO4L4HOARE
MOEEICOWTIE, FHEbERELOBICERRD N>,

_]3__
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= ==

OECDHEFIFEHELEERBIIROLIBEERAETEO-RELT, FAUL TS §—2
TFFOREHRESEN - £ARELEBNHEERZEKEL, RN HIT2RERSEE
ROEBRALNITREREORE - RECRETHEBIIOVWTRF L.

1. REREES

EBREOECORET Mo, —RRETIE, 100 meg/keB O#E 1 IR O 2 FilT
BERD 2 WITEICHENASNZD, WINHHREBRMICIIEEL TR, REITH
MRB D ANETI EIAREDLNLZILENG, BIYRHEEERDILITXIDED
ZRRENBEVWD DO EEZ 5N, £/, 100 ng/ke ¥ Tid, HHELDBEHEEOHE %
o R E QRS KT MIE 22D 57,

HOmMEFBAETIZ, 100 ng/keBHF THRMHREE VAT T U v MEDE A, MCV,
MCHE UMCHCOBEMARD 5Nz, TINS5 DT, mERORE VI E > OEINERF
BERVBBADANETDTFY DIEEBEVRRBOSNZIENS, FRMEKOBELEICERL &
HbDTHAI EEALNZ. BT, 100 meg/ke# TIIHHRE THEAMERME, U >N
BREOFRFEHRFMIEDOWAIC L D ERMBE DA R UNELOIET, HEMEBERE
TAREBEHMOEMETRALNZIENS, ERLEZMKRFERENS A—F OEENI
RIMIROWBEITEICMA, B TOENIHPEEL THWBEEI SN/, 2B, KH
M OEMmMBRBEVOEMERE S ICEEHI R, FERBROBREGHBICBWTIE, B
TOBERRMAROBANEKBMPIIRKMEINE Z EdANo7, ZDEN, FMEKED
BATHES RGO E LT, #RR MR OB I N R T O#5hE i &k 2 h
WHESMBEEOEMMERMARD S5z, 20 ng/kef i B W T HMCHE UMCHC D # i At
RNz, £, 100 mg/ke T bho > ECKRAENESHLEEZ O R TS
AFUREOERENA NN, EMLEBEERAONSOREDELIALSNT, F
HEHERIBVDOEEZ SN,

HomEACFRETIE, 100 ng/keBETTIVT I, AGH, FUTUETA RED
D EEOEMENIC TN aA—ADBOBRH LN, FEBRDEOHBANDEZENRE S
Nico FiT, 100 ng/keB TRERFER, VL7 F U RUEEY COBMAETITHY
TLADESNHEN, BRI EIRBMABFREL EDITEFEBRME OBREADZENR

_14_
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BENz., TDED, 20 ng/keLhLOBTT NV A VET A+ X7 75 —E DA, 100
ng/ke# TCOTR UGPTORAMNED 5Nz, £2, 100 mg/keBETHIN T T LADEMMN S
SN, MEFOANTTLO—BETINTIEHKELTWRY Z&hs, TIVT
SOOI KRB EEZ 5N,

REZRETIE, LRLAEZEORBROE/LDIEH, FETIE, 100 ng/kefF OMM# T
EEOEMAALN, MEBENINERMEOFMBROEREVEHARLAETRERES
RYEFERAAOIFEESYABEENCERD SN, £/, 100 ng/keB O 1 FITIIHF
MO EREENBD SN, BiETIE, 100 ng/keB Ol THERH & L& L TRM
BELEOIFEEAMCOREHRENBML, INS5ORMTITY 2 EkE2FHRE LR
BEROEKRMEOHEZFEDIDODRD SN, FIZ, 100 mg/keFED M 1 TR
BEEVRDONZ. BB, 20 ng/keBHOHICB W THRME LR OFERELNA S
Nz, TOREBFERVEELDNRBRBEIRAE T E0S, HERMERE EORE
BEERWHDEZZ SN, BT, 100 ng/keD i TRBE OUS A KR TEE A
5N, AERMENBHEBEICHTI2HRBEEZETL2DOEEL SNz, £z, HTIX
100 mg/ke¥F THREEEOEMNERN S SN, MEENICIIBROBHENLR, 2EE
MREOERZED FHEMBOENE, B M)MROERENE, BRELEKOEBNOLTE
MpEE, FEEO) ONREHBRENZD SN, AHEBMEOHEABENDOEE
WRBENZ, INS5OEEKIZDOVWTIE, £FMREOEMRICAT —DREE R UM
BNz, RANCEBELELEOEENEEZECLTHD, BILAh IV LEEICX
HMmFEERODBOELY ITEBML TWS Z &, B, BELKCHZENED SN
Tl ENS, BMREEZFICGERLZMRENS VW EHRINEDN, BREICEZEEZRIZT
FEBNWEATIE RN o7z, BT, 100 ng/keBE O RATCOREBY TRIBOKES
BT R SEIENRA SN, EEOHEROMOBEYITIIRRGHEBRFZHIEIILA 2o
el l, AR TROBRVBETHORARNBENTNS I ENS, HIRHDDNIT
SHBITERLZZA MLV ARERALEZDDTHDY , HBRYMWERES EOREIZVWDHDE
ZzoNkz, 2B, 20 ng/kgl LOBOETRIBEROHE M, 100 ng/keB OMHE TH
REEORALVERMNASN, WETIIHEBFHNICOERIRD N, INE DRI
ANV ABEREINZBYTREINZDBOTHD, FRBRITCBVWTHBREKIZA ML
KERLZDDEZEZ SN, INH50ED, REEETIE, 20 ng/kebh L DR OHEHE
THe, i, DIE, PRBEOEBLHVBHALSNED, BHEEOHOHAIRUHEIER
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DHOEMTHY, MET2MBENTLD BN oI END, BHFMLERITLL
bOLEZ LN,

PLEDX DT, 100 mg/keht O MR THREDBMINE, BEE QM E NI IFRER O
BBICRIZTEZENA ST, 20 ng/kgbA EOBOETTINAVET 4+ AT 75—
CORPBRD 5N ENS, FRBRESATRBIREBSERRRIETOEY
WEIIHET4 ng/ke, MET mg/kel BRI Nz,

2. KEFEAEFM

HEY OEFEHEEICEL TIE, 100 ng/keB TRIFRROBEAO K URERE O L &I
DIEBBOBLRH LN, AERYBOHMICKITTEEN IR N, BT, AH
TREFRBEROBDOALSNED, FRBICEMEIRDSNEN 2T ENG, BEK
DOWALERBRUEELEZEA Nz, KEBE, & (R)BERVCKEEARICHERYE
BE5OFEIRD 5NN,

S iEEOBRETIZ, 100 mg/keBH TREMICB W THIRMMOEE K N E R D FE D
fEm, HARIKCBWTHERK HERERUVCHEROREADIIHESERNED SNk,
HEZOBRDEMIZDWTIE, £FRBNASHISNEZECREALEDDOTHD, &
NSO TREFRROBEEDHHETH o205, HRORMICHEBRESZER S N-
HDEEBZ LN, BRABOEEICDOWTIE, EREVBLLBVWESICEERHABNE<
BB ENASNTBEYY, ARBRIIBVWTHONAEHERKOBAICERL TW5 T
BHENEX SNk, HEREEVFERKOBIICOVTIR, LBOEARDBALEN
CHAEROHDERZRBLEDDEEX 5N, ZOED, 100 ng/kelt TIIFEER
DEMBRD SN, THNIILRETCOREY 1 FI THREROROEERTRERD
RTENALN, REREPEMLAZZECERELZDDOTHY, 2BREROBETEHO
AEBZOEMOHATRASN TV ENWZ ENS, HEBRYERSGLOBEEXIZIRZVDO
EERSNE, M, FEROKERUHERONRREL KICH 48O EF RIS
TREBRMERSOEBIIRD SN T,

MEDEDIC, BOLBEBEICERYERSOREEIRB AN, 100 ng/ke
BROBTRERZOBAIEVRERMOLEE, BERKUVERERDOEAD LI IR
BOEERCHEZOBRERNS 53, 100 mg/keH TEFERIIHTIHEELT
HERSE, FEEEECHAROBD NEE ERIRO NI ENE, FlBREH
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TiehiF2EZEE13, 8o U TE# 100 ng/kg, MET20 mg/ke, REMMICH L
Ti320 mg/kgHER I N,

=Z FER

David R. Damske et al., ACUTE ORAL TOXICITY STUDY IN RATS -THIO UREA DIOXIDE-,
Litton Bionetics Inc., LBI Project No. 21048, 1979.

FAILY S, $S=TFFLFOTy McBIF L EEREGEEERR
FORERSHE - AMREBFEHEEROZDOTFHEAR ERES - 20730,
RSN F Ty —o - FHRT MY =X, 1997

BE BN, "ERDVOERKILE " HEEFLR, RE, 1981, pp. 163-164

=S BAR REEEFMEOEDLOEMET FIA-Fv b, XUX, AX-,7
VT hYA A, B, 1994, p. 66

R N, R ME “BAUREZER 170 E BFRR AT BBEEASWR
BIBRE, 6.2 - B - KIE - ARVACHESIEL ™ HE F—5S5Hk, PILESE,

R, 1991, pp. 139-154

AR BXRE "UYF-EMABEOERFR T ERLKR, KA, 1983, p 24
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Fig. 1 Mean body weight changes of male rats treated orally with Thiourea S,S-dioxide in the

combined repeat dose and reproductive/developmental toxicity screening test.
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Fig.2 Mean body weight changes of female rats treated orally with Thiourea S,S-dioxide in the combined

repeat dose and reproductive/developmental toxicity screening test.
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Food consumption(g/day/rat)
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Fig. 3 Mean food consumption of male rats treated orally with Thiourea S,S-dioxide in the combined
repeat dose and reproductive/developmental toxicity screening test.
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Fig.4 Mean food consumption of female rats trated orally with Thiourea S,S-dioxide in the combined
repeat dose and reproductive/developmental toxicity screening test.



Study No. 49720

Table 1 Clinical signs of male rats treated orally with Thiourea S, S-dioxide im the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of treatment
and Clinical sign

dose 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/ke Number of examined 12 12 12 12 12 2 12 2 12 12 ‘2 12 ‘12-12z 12 itz 12 12 1z 12 12 12
No abnormality 12 12 12 12 12 12 t2 2 12 12 2 12 12 12 12 12 12 12 (2 12 12 12
20 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1212 12 12 12
No abnormality 12 12 12 2 12 2 12 i2 12 12 iz iz 12 iz iz 1z 12 1z 12 {2 12 12
100 mg/ke Number of examined 12 12 12 12 1212 y2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 it 11 1v ittt o111 11t 1 tron

Loss of hair 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
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Study No. 49720

Table 1 - continued Clinical signs of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of treatment
and Clinical sign
dose 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37T 38 39 40 41 42 43
Control Number of examined 12 12 12 t2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12
4 mg/kg Number of examined 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12
20 mg/kg Number of examined 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 1 2 12 12 12 112 12 12 iz ‘iz 1z iz iz iz 12 iz 1?2 12 12
100 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality i1 1rorroo1rorroo1ro1ro1roo1r o111 11111
Loss of hair 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
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Table 1 - continued

Clinical signs of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicily screening test

Study No. 49720

Group Days of treatment
and Clinical sign

dose 44 45 46 47 48 49
Control Number of examined 1212 12 12 12 12
No abnormality 12 12 12 12 12 12
4 mg/kg Number of examined 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12
20 mg/kg Number of examined 12 12 12 12 12 12
No abnormality 1212 12 12 12 12
100 mg/keg Number of examined 12 12 12 12 12 12
No abnormality 1 it 1112 12
Loss of hair 1 1 1 1 0 0




Study No. 49720

Table 2 Clinical signs of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of pre-mating
and Clinical sign
dose 1 2 3 4 5 6 78 9 10 11 12 13 14 15
Control Number of examined 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
4 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12
No abnormality 2 12 12 12 12 12 2 12 12 12 12 12 12 11 12
20 mg/ksg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12
100 mg/ke Number of examined 2 12 12 12 12 12 12 12 12 12 12 12 2 12 12
No abnormality 12 12 12 12 {2 12 12 1t 1t 1t 1t 11 11111t

n Loss of hair 6o o o o0 o o0 O 1 1 1 1 1 1 1 1




Study No. 49720

Table 2 - continued Clinical signs of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of mating Days of treatment (non-copulating)
and Clinical sign
dose 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49
Control Number of examined 12 10 3
No abnormality 12 10 3

4 mg/ke Number of examined 7 5
No abnormality 7 5

20 mg/kg Number of examined 0 9 3

No abnormality [0 9 3
100 mg/kg Number of examined M 8 5 4 2 111 11 1 111 11 11111 111 11 1 1 11 1 1 1 1 1 11
No abnormality 9 7 5 4 2 0 0 0 0 O o 0 0 0 00 0600 00 11111 1 1 1 1 1 1 1
?g Loss of hair 110 0 0 1 1t 11t ¢ 1 111111 11 1 11 0 0 O OOOCO OO OO O
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Table 2 - continued

and reproductive/developmental toxicity screening test

Clinical signs of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose

Study No. 49720

Group Days of gestation
and Clinical sign
dose 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 U4
Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4
4 mg/ks Number of examined 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2
No abnormality 12 12 12 12 12 2 12 12 (2 12 12 12 i2 12 2 iz 12 12 12 12 12 12 2
20 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 2 12 12 12 12 12 27
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 iz 12 iz 12 i2 iz iz 12 7
100 mg/kg Number of examined 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 3 3
No abnormality 8 8 8 8 8 8 8 8 8 8 8§ 8 8 8 8 8 8 8 9 9 9 3 3
Loss of hair 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0
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Study No. 49720

Table 2 - continued Clinical signs of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental {oxicity screening test

Group Days of lactation
and Clinical sien
dose 0 1 2 3 4
Control Number of examined 12 12 12 12 12
No abnormality 12 12 12 12 12
4 mg/kg Number of examined 12 12 12 12 12
No abnormality 12 12 12 12 12
20 mg/ke Number of examined 12 12 12 12 12
No abmnormality 12 12 12 12 12
100 me/keg Number of examined 6 6 5 b 5
No abnormality 6 6 5 5 5
Loss of hair 0 0 0 0 0

All newborns from one dam of 100 mg/kg group died on day 2 of lactation, and so this dam was sacrificed immediately
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Table 3

Body weights of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 49720

Group and dose Control 4 me/ke 20 mg/ke 100 mg/kg
Body weight (g)
Days of treatment
1 370. 7£17.6(12) 370. 620. 6 (12) 371 1£18.3(12) 371.8+18.7 (12)
386.1+21.3(12) 384.2+22.6(12) 384.6+19.6(12) 358. 622, T3+ (12)
8 397.6+26.7(12) 394.5+26.3(12) 394.2+£22.2(12) 323.4£32. T+ (12)
i1 409.5+30.5(12) 405. 229, 3(12) 401. 6£23. 7(12) 329. 61127 2%% (12)
15 419.7433.2(12) 416. 7+£30. 6 (12) 413. 9425, 4(12) 337.3+30. 45+ (12)
18 423.6135. 1(12) 422, 2+£27.7(12) 422. 5421 6(12) 333. 3128 25x (12)
22 435.3+£37.9(12) 433.3+30.2(12) 432. 8+28.5(12) 338. 4+30. 3% (12)
25 446.639. 9(12) 443. 5+32. 3(12) 440. 4£30. 7(12) 347. 5433, 9%+ (12)
29 457.2+41. 2(12) 454, 3+33. 7(12) 450. 4+32. 3 (12) 353. 739 0%+ (12)
32 464.7+41.8(12) 463. 8+ 35.6(12) 458. 3+34. 3(12) 359. 641, 32+ (12)
36 477. 1+43.4(12) 478.3£37. 2(12) 473. 238 7(12) 368. 3£40. 9%+ (12)
39 487. 0+44.8(12) 487.2+£37.6(12) 482. 0£40. 1(12) 378. 1241, T#x(12)
43 495, 7+47. 2 (12) 496. 5+38. 6 (12) 490. 8+41.2(12) 386. 2444 2%+ (12)
46 502.8£47.1(12) 502.6+38.2(12) 495, 9+41. 1(12) 389. 939. 8xx (12)
49 509. 7+£48. 5(12) 512.3+39.5(12) 506. 1+£42. 6(12) 394, 3+38. 2%+ (12)

%% : P<0. 01 (significantly different from control).

Values are mean £S.D. and the values in parentheses represent the number of animals.
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Study No. 49720

Table 4 Body weights of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 mg/kg 20 mg/ke 100 mg/kg

Body weight (g)
Days of pre-mating

1 231.6+£9.0 (12) 234.9+8. 7 (12) 235.8%£6.9 (12) 235.6+8.1  (12)
4. 241.4+9.9 (12) 239.5+8.5 (12) 241.5+£8.7 (12) 228. 38, 3x+ (12)
8 245.8+11.6(12) 245. 3+10. 8 (12) 247. 1£12. 2(12) 207. 313, 1% (12)
11 248.3+£15. 8(12) 253.9+12.4(12) 2561 1£11.8(12) 223. 19, T*x (12)
15 255.4+17.1(12) 259. 114, 6 (12) 258.8+12. 3(12) 224. 3+£10. 8%+ (12)
Days of gestation
0 260. 5 15. 5 (12) 260. 0+ 14, 1(12) ' 263.0+£13.9(12) 224.8+10. 5%+ (9)
4 287.2+16. 8(12) 280.4+13.2(12) 284.0+18.3(12) 232. T+ 12. 8%+ (9)
7 299. 7+£17.1(12) 294. 6 13.6(12) 296.5+21.3(12) 238.4+9. 4%% (9)
10 311 0£18. 3(12) 308.2+13.7(12) 308.2422.4(12) 246. 9+ 11. 2%+ (9)
14 C0330.3+19.6012) 326.5+13.9(12) 327.2125.6(12) 256. 24+ 13. 8#x(9)
17 361.2+£22.0(12) 359.5£15.0(12) 356.2+25.4(12) 272.8+£120. 6%+ (9)
21 409.9+24.1(12) 412. 0£16. 4(12) 408.2+32.0(12) 292. 134, 0%+ (9)
Days of lactation o
0 303. 018 9(12) 293.9+15.3(12) 298. 3+30.3(12) 238. 7£7. 9%+ (6)
4 327.8£19.4(12) 322.2+16.0(12) 324.0+£33.5(12) 254, 2+ 15. 3%+ (5)

#% : P<0. 01 (significantly different from control).

Values are mean =+S.D. and the values in parentheses represent the number of animals.

Two animals of 100 mg/ke group were non-pregnant and onme animal was non-copulating.

Three dams of 100 mg/kg group didn't deliver on day 24 of gestation, and so these dams were sacrificed immediately.
A1l newborns from one dam of 100 mg/kg group died on day 2 of lactation, and so this dam was sacrificed immediately.
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Table 5 Food consumption of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and. reproductive/developmental toxicity screening test

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/Ks

Food consumption (g/day/rat)
Days of freatment

2 26.72.5(12) 26.0x3. 1(12) 25.8+3. 1(12) 17.7£3. 5+ (12)
4 28.4+2.3(12) 26.4£2.6(12) 27.1+3.2(12) 16. 9+4. 8+ (12)
8 27.2%£3. 1(12) 25.8+2.1(12) 26.6+3. 1(12) T 17 5% (12)
i1 21.7+£3. 112 26.4£3.4(12) 27.0£3.2012) 18. T£3. 1% (12)
15 26.4x3. 1{12) 25.4x2.3(12) 25,822 1(12) 20. 14, 2% (12)
30 26.4£1.7012) 26.9+2.2(12) 26.5+2.1(12) 20. 4+4. 3%+ (12)
32 27.6+2.0(12) 26.6+2. 1(12) 26.4+1.8(12) 19. 44, 3% (12)
36 27.0£2.2(12) 27.3+£2.2(12) 27.6%2.7(12) 21 1£3. 5%+ (12)
39 27.3+£2.3(12) 27.1£2.702) 27.3+2.4(12) 2114 1%+ (12)
43 27.1+£2.5(12) 27.3£2.0(12) 27.2+2.9(12) 24.0+£8.0 (12)
46 28.9+2.7(12) 27.9+2.3(12) 27.6+2.1(12) 25. 0£8. 84+ (12)
49 28.9+2.4(12) 29.24£2.7(12) 28.0£2.9(12) 23.3£3. 6%+ (12)

#% . P<0. 01 (significantly different from control).
Values are mean =S.D. and the values in parentheses represent the number of animals.
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Table 6

Food consumption of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 49720

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/kg
Food consumption (g/day/rat)
Days of pre-mating
2 16. 1+£3.7(12) 17.3x2.7 (12) 16.9+2. 7(12) 12.3+2. 2%% (12)
4 20.7+£2.0(12) 17.7£3. 1+ (12) 20.8+2.4(12) 12. 62, 2%+ (12)
8 21.0+£2.0(12) 18. 1+2. 3% (12) 20.2+2.3(012) 7415, 0% (12)
11 18. 7+3.2(12) 20015 (12) 19.6+1.9(12) 16. 1+2. 4% (12)
15 19.6:+3. 2(12) 20.3+1.5 (12) 20.7£2.4012) 14. 2+3. 8%+ (12)
Days of gestation
1 18.1x2.1012) 16.1+2. 4 (12) 16.6+3.4(12) 10. 2£3. 5%% (9)
4 21.6+£2.4(12) 19.8+2. 1 (12) 20.9+3.5(12) 14. 243, 3%+ (9)
7 22.4£2.3(12) 22.0+£1.8 (12 21.1£3.0012) 13.6+2. 3%x (9)
10 22.5+2.6(12) 22.0+2.3 (12) 22.4+4.1(12) 14.0£2. 4%+ (9)
14 22.0+£1.7(12) 21.8+2.4 (12) 21.4+4.0012) 13. 8+ 1. 7%+ (9)
17 23.9+1.8(12) 24.0%£1.8 (12) 23.5+3.3(12) 14.7+3. 144 (9)
21 17.7+4. 4(12) 18.6+3.8 (12) 18. 7+5. 6(12) 13.1£3.0 (9)
Days of lactation
1 15.3+6. 7(12) 12.9+6.5 (12) 12.68.0(12) 13.0+9.0 (6)
40. 1+4.4(12) 37.1x£2.6 (12) 39.0£5.9(12) 25. 04 [¥x(5)

£ : P<O. 05, #*:P<0.01(significantly different from control).
Values are mean =S.D. and the values in parentheses represent the number of animals.

Two animals of 100 mg/kg group were non-pregnant and one animal was non-copulating.

Three dams of 100 mg/ke group didn't deliver on day 24 of gestation, and so these dams were sacrificed immediately.
All newborns from one dam of 100 mg/kg group died on day 2 of lactation, and so this dam was sacrificed immediately.
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Table 7 Hematological findings of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/kg
No. of animals 12 12 12 12
Leucocyte 102/ 1) 77422 80+31 17+19 7623
Erythrocyte 10*/1) 90230 905+52 87229 806+ 59+
Hemoglobin (g/dl) 15.44£0. 5 15.5+0. 8 15.4+0. 6 15.1+0.9
Hematocrit (%) 48.5%+1.8 49.2+2.9 47.7£1.5 44. 9+ 3. 0%
Platelet 104/ 1) 93.1+14.2 91.4%£9.5 86.9+8. 7 94. 1+8. 8
MCV n 54412 55+2 55+2 56 2%
MCH {pg) [7.0+£0.4 17.1+0. 6 17.7x0. 5+ 18. 8+0. 64+
MCHC (%) 31.7x0.5 31.5+0.5 32.3£0.6 33. 6+ 0. bx
Reticulocyte (%) 33%5 332 35%4 38 5%
Prothrombin time (sec) 14.6+1.8 14.8+3.5 13.3+1. 4 12. 0 0. 5%«
APTT (sec) 26.3%+2.7 24.5+2.8 25.1+£2.5 23.3+2. ¢
Fibrinogen (mg/d1) 202. 3%17. 1 198.9£11.0 205. 015, 2 200, 6x12.2
Differential leucocyte count

Eosinophil (%) 1.3+1.9 L2+1.6 0.8+1.0 0.6+0.8
Neutro-Stab. (%) 0.0+0.0 0.0+0.0 0.0£0.0 0.0+0.0
Neutro-Seg. (%) 10. 8+6. 1 18. 84, T4+ 15.7£8.2 13.5+£4.7
Lymphocyte (%) 86.3+7.3 78. T+5. b 82.7%8. 6 84.945.7
Basophil (%) 0.0+0.0 0.0+0.0 0.0+0.0 0.0£0.0
Monocyte (%) 1.6x1.3 .3 £1.3 0.8+0.9 1.0£0.7

%0 P<0. 05, #%:P<0.01(significantly different from control).
Values are mean £S.D.
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Table 8 Myelogram of male rats treated orally with Thiourea S. S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening fest

Group and dose Control 4 mg/kg 20 mg/ke 100 mg/ks
No. of animals 12 12 12 12
Nucreated cell (10%cells/u1) 191+19 193+14 18722 1304 174+
Myeloid/Erythroid 1.09+0. 23 - LO07T£0.19 0.7710. 17+
Differential myelocyte count
Myeloblast (10%cells/ 1) 0.240.2 - 0.2+0.2 0.1£0.2
Neutr. promyelocyte (10%cells/ 1) 5217 - 4.8+1.6 3.6+ 1. 6%
Neutr. myelocyte (10%cells/p 1) 115217 - 10. 7+3. 4 5. T+ 1. 5%
Neutr. metamyelocyte (10%cells/ul) 17.9%4. 1 - 19.3%6. 1 9. 742 I«
Mature neutrophil {(10%cells/u 1) 35.0£9.5 - 35. 557 21. 8%
Eosinophil (10%cells/ul) 4.4+1.1 - 4 8+1.5 2.9+1. 6%
Basophil {10"cells/ 1) 1.0+0.7 - 0.9+0.6 0.8%0.4
Lymphocyte (10cells/ 1) 43.5+13. 7 - 36.3+6.6 25. 3£ 7. 8%
monocyte (10%cells/ 1) 0.3+0.2 - 0.3+0.4 0.1%0.2
Pro-erythroblast (10%cells/ 1) 0.1%0.2 - 0.1%0.3 0.140.2
Basophilic ervthroblast (10%cells/ 1) 2.0+0. 8 - 2.1+0.9 1L1£0. 72
Poly and Orthochrom
erythroblast (10*cells/ 1) 67. 7+£6.7 - 69. 6+10. 6 57.5+9. 2%
Megakaryocyte (10%cells/ul) 0.5+0.5 — 0.5%0.5 0.1+0.2
Plasmocyte (10%cells/ul) LO0£0.7 - 0.9+0.5 0.6+0.5
Other (10"cells/ ) 0.4+0.4 - 0.7%0.5 0.3+0.4

% : P<0. 05, #%:P0.01(significantly different from control).
Values are mean *S.D.
— 1 Not examined.
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Table 9 Biochemical findings of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/keg
No. of animals 12 12 12 12

T. protein (g/d1) 5.5+0.3 5.3+0.2 5.340. 1 5.4+0.2
Albumin (g/dl) 0 3.6+0.2 3.6+0.2 3.6+0.2 3. 8+0. 2%+
A/G ratio 1.98+0. 17 2.06+0.18 2.144+0.24 2.47£0. 28+
GOT (Ie/1) 106+ 18 103+19 93+12 80+ 25%+
GPT (1u/1 25+6 217 23+£8 17+5%

v -GTP (t/n 0.1+£0.2 0. 1%0.1 0.2+0.2 0.3+0.3
ALP (1u/1) 192128 188+49 158+ 21% 1324 20%+*
T. cholesterol (mg/dl) 49+9 479 47+ 10 59+ 15
Triglycerides (mg/dl) 3215 32+ 10 40+ 117 57+ 25%
Phospholipids (mg/dl} 89+ 13 8711 90+ 16 111 18%%
T. bilirubin (mg/d]) 0.0£0.0 0.0+0.0 0.0+0.0 0. 1£0. 0%+
Glucose (mg/d}) 105+15 15+11 103+ 14 T4+ T4+
BUN (mg/d1) 17.0£1.9 18.6+£2.3 19.5+3.3 29. 97, 444
Creatinine (mg/d1) 0.5+0. 1 0.6+0. | 0.5+0.2 0. 70, 2%+
[P (mg/dl) 6.5+0.5 6.7+0.7 7.1+0.7 7.9+0. Tx#
Ca (mg/dl) 9.6+0.4 9.7+£0.3 9.8x£0.2 10, 440, 542
Na (mEa/1) 146.7+0. 8 146. 5+1. 1 147.1+0.9 147 1+1. 2

K (mEa/1) 4,75+0. 18 4.29%0. 21 4. 16+0. 12 4.05+0.21%
Cl (mEq/1) 105. 6+ 1.6 105. 8+1. 8 106.5+1. 1 105.3+2.2

¥ 1 P<O. 05, *+ :P<0.01(significantly different from control).
Values are mean £S.D.
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Table 10 Necropsy findings of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Contro!l 4 mg/kg 20 mg/kg 100 mg/kg
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 12 12
Digestive system
Liver
Hernia, diaphragm 1 0 0 1
Stomach
Spot, black red, mucosa, glandular stomach 1 0 0 3

Respirafory system

Lung
Macule, light gray 0 0 0 1
Urinary system
Kidney
Rough surface 0 0 0 1
Genital system
Testis
Spot, white 1 0 0 0
Enlargement 0 0
Nodule, light gray 0 0 0 1
Epididymis
Nodule, light gray 1 0 1 0

No appreciable changes in all other organs and tissues.
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Table 11 Necropsy findings of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 49720

Group and dose Control 4 mg/ke 20 mg/kg
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 12
Digestive system
Stomach
Spot, black red, mucosa, glandular stomach 0 0 0
Hematopoietic system
Thymus
Atrophy 0 0 0
Urinary system
Kidney
Coloration, light gray 0 0 0

No appreciable changes in all other organs and tissues.
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Table 11 - continued Necropsy findings of female rats treated orally with Thiourea S, S-dioxide the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 49720

Group and dose 100 mg/kg
\\\\\\\\\\ Terminal sacrifice Imminent sacrifice Total
H 6 6:4)

Organs and findings Number of animals 12

Digestive system
Stomach
Spot, black red, mucosa, glandular stomach 0 1 1

Hematopoietic system

Thymus
Atrophy 1 0 1
Urinary system
Kidney
Coloration, light gray 0 1 1

No appreciable changes in all other organs and tissues.

a) One animal was imminently sacrificed due to death of all newborns. Three animals were non-delivery. Two animals were non-pregnant.
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Table 12 Absolute and relative organ weights of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose i Control 4 mg/ke 20 mg/kg 100 mg/kg
No. of animals - 12 12 12 12
Absolute organ weight
Final Body Weight (g) 478. 7+£46. 9 478.9+38. 2 474, 4+40. 9 363. 238, B«
Brain (g 2.16£0. 11 2.21%0.10 2. 15+0. 06 2.09+0. 06
Heart (g) 1. 68£0. 24 1.66£0. 18 1.53+0.17 1. 220, 14+
Lungs (g) 1.48£0.10 1.45%0. 15 1.4940. 09 1.40+0. 12
Thyroids (mg) 26.3+4.6 26.4+3.3 24.5+3.5 20. T2, Tx
Thymus (g) 0.32%0.08 0.26£0. 05 0.29+0.09 0. 1610, 03%%
Liver (g) 12. 42+ 1. 43 12.28+t1. 44 12. 14110 11.30+1. 60
Spleen (g) 0.79%0. 12 0.81+0.08 0.77£0. 10 0.78+0.19
Kidneys (g 3. 140,23 3.09+0. 33 2.98£0.22 2,500, 27+
Adrenals (mg) 59.5+8.8 58.8+7.3 67. 8£8. 1 73. 0 10. 14%
Testes (g 3.36+0. 28 3.29+0.30 3.50%0. 24 4. 17+1.00
Epididymides (g) 1.39%0. 18 1.28+0.12 1.33+0. 12 1. 16£0. 16%%

Relative organ weight

Brain (s/100g B. W.) 0. 46+0. 04 0.46+0. 03 0.46%0. 04 0.58%0. 06%+
Heart (g/100g B.W.) 0.35%0.05 0.35+0. 03 0.32+0.03 0.34+0.03
Lungs (s/100g B. ¥.) 0.31+0.03 0.30x0.02 0.32+0.03 0.3940. 04xx
Thyroids (mg/100g B. W.) 5.5%0.9 5.0%0.7 5.2+0.6 5. 8211
Thymus (g/100g B.¥.) 0.07+0.02 0.050. 01 0.06+0.02 0.050. 01
Liver (g/100g B.W.) - 2.60%0. 14 2.560. 16 2.56=0. 12 3. 110, 24%x
Spleen (s/100g B.W.) 0.17£0. 02 0.17+0. 01 0.16=%0. 02 0.21+0. 04%
Kidneys (g/100g B.¥.) 0.660. 05 0.65+0. 05 0.63x0.05 0.69%0.04
Adrenals (mg/100g B.W.) 12517 12.3x1. 4 ; 14. 3+ 1. 4% 20. 1£ 1. Bxx
Testes (s/100g B.VW.) 0.71x0.09 0.69+0.04 0.74%+0.07 11540, 30+
Epididymides (/1008 B.¥.) 0.29%0.03 0.27+0.03 0.28+0.03 0.32+0.03

%1 P<0. 05, %+ :P<0.01(significantly different from control).
Values are mean %S.D.
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Table 13 Absolute and relative organ weights of female rats treated orally with Thiourea S, S~dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

orp

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/kg
No. of animals 12 12 12 5
Absolute organ weight
Final Body Weight (g) 327.8+£19.4 322.24+16. 0 324.0%£33. 9 254. 215, 3¢
Brain (® 2.07+0.08 2.11+£0.09 2.06+0.09 2.02£0. 07
Heart {g) 1. 10+0. 10 1.04+0. 11 1. 00+0. 08% 0. 90£0. 06%+
Lungs {g) 1. 13+0. 08 1. 16+0. 07 1. 13£0. 06 1. 15+0. 08
Thyroids (mg) 16.6+2. 4 16.8+4. 1 14.3+2.2 15.7£3.9
Thymus {g) 0. 19+0. 05 0.19+0. 07 0. 19+0. 07 0. 104 0. 04+
Liver {g) 13. 58+ 1. 40 14.05£0. 92 13. 90+ 1. 50 11.97+ 1. 60
Spleen (g 0. 64+0.09 0.67+0. 09 0.69+0. 10 0.62+0.11
Kidneys (g) 1.94+0. 12 2.05%0.19 1.90+0. 16 1. 76+0. 21
Adrenals (mg) 73.5+8.9 68. 2£13.5 72.1+7.4 65. 7+6. 1
Ovaries (mg) 95.9+13.0 95. 0+12. 2 95.2410.3 73. 8+ 14, 1%+
Relative organ weight
Brain (g/100g B. W.) 0.63%0. 04 0.66%0.03 0. 640,07 0. 80£0. 05%x
Heart (g/100g B.¥.) 0.33£0.03 0.32+0. 03 0.31%0.02 0.36+0.02
Lungs (g/100g B.W.) 0.35%0.03 0.360.03 0.35%0.03 0.45+0. 034+
Thyroids (mg/100g B.W.) 5.1£0.8 5 2+1.2 4,4%0.7 6.3£1.9
Thymus (g/100g B.¥.) 0.06=%0.01 0.060.02 0.06%0. 02 0.04£0.02
Liver (g/100g B.W.) 4.140. 29 4.37+0. 40 4.300. 27 4.70£0. 36+
Spleen {g/100g B.W.) 0.19+0.03 0.21+0.02 0.21£0.02 0 24:£0. 03%+
Kidneys (g/100g B.¥.) 0.5940.04 0. 64+0. 06 0.39%0. 06 69+0. 06
Adrenals {mg/100g B.W.) 22.5£2.9 21.2+4.0 22.5+3. 1 5 8+ 1.5
Ovaries (mg/100g B. W.) 29.3£4. 2 29. 6+4. 6 29.5%+2.5 28.9+4.7

% : P<0. 05, %% :P<0.01{(significantly different from control).

Values are mean *35.D.
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Table 14A Histopathological findings of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Controt 4 mg/kg 20 wg/kg 100 mg/ks
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 i2 12
-4 b +OH -+ HH -~ H b
Digestive system
Liver (12) (0 (12) {12)
Hypertrophy, hepatocyte, centrilobular 12 0 0 0 12 0 0 0 10 2 0 0
Necrosis, hepatocyte, focal i1 0 0 12 0 0 0 12 0 0 0
Basophilic material, bile duct 12 0 ¢ 0 12 0 0 ¢ 3 9 0 Oxx
Deposit, hemosiderin, kupffer cell i2 0 0 0 12 0 0 0 0 2 0 0
Stomach {1 (0 (0 (3
Erosion, glandular stomach 0 1 0 0 0 3 0 ¢
Respiratory system
Lung {12) (0 ( 0) (12
Accumulation, foam cell 5 7 0 0 4 8 0 0
Mineralization, artery 12 0 0 ¢ I 1 0 0
Hematopoietic system
Thymus (12) (0 (12) {12)
Atrophy 12 0 0 0 2 0 0 0 i1 0 0
Hemorrhage 2 0 0 12 0 0 0 12 0 0 0O
Spleen (12) (0 (12) {12)
Hematopoiesis, extramedullary 12 0 0 0 12 0 0 0 9 3 0 0
Deposit, hemosiderin, red pulp 0 12 0 0 0 12 0 0 0 4 8 0%x
Bone marrow (femur)
Hematopoiesis, decreased (12) (0 (12) (12
12 0 ¢ 0 12 0 06 0 I 11 0 0%%
Circulatory system
Heart (12) (0 (0 {12)
Myocardial degeneration/fibrosis 9 3 0 0 9 3 0 0

: K. 01(51gn1flcantly dlfferent from control).
++, moderate; +++, marked.
thyroxd and parathyroid in control and 100 mg/kg groups.

Grade sign: -, none;

There are no remarkable changes in the brain,
Figures in parentheses are number of animals with tissues examined histopathologically.



14

s
(]

Study No. 49720

Table 14A - continued Histopathological findings of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 mg/ke 20 mg/kg 100 mg/ke
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 12 12
SR RS -4 4 -+ 4 - 4 44
Urinary systiem
Kidney (12) ( 0) {12) {12)
Basophilic tubule 0 2 0 0 0 2 0 0 0 4 8 0%
Dilatation, tubule 12 0 0 0 12 0 0 0 I 1 0 0
Cellular infiltration, lymphocyte 12 0 0 0 12 0 0 0 3 9 0 Oxx
Genital system
Testis {12) (0 (12) (12)
Dilatation, seminiferous tubule 12 0 0 0 12 0 0 0 &8 4 0 0+
Degeneration, germ cell 12 6 06 0 12 0 0 0 111 0 0
Giant cell, multinucleated 12 0 0 0 12 0 0 ¢ It 1 0 0
Vacuolization, sertoli cell 12 0 0 0 12 0 0 ¢ 0 2 0 0
Atrophy, seminiferous tubule im0 1 0 12 0 0 0 Ir 1 0 0
Granuloma, spermatic i1t 0 0 12 0 0 0 I 1 0 0
Epididymis {(12) {2 (12) (12)
Debris., germ cell, lumen 120 0 0 2 0 0 O 12 0 0 0 it 10 0
Edema 2 0 0 0 2 0 0 0 12 0 0 0 11 1 0 0
Cellular infiltration, lymphocyte 12 0 0 0 2 0 0 0 12 06 0 0 I 2 0 0
Granuloma, Spermatic 1m 1 0 0 2 0 0 0 1t 1 0 ¢ 12 0 0 0
Endocrine system
Adrenal (12) (0 (12 (12)
Necrosis, cortex 12 0 0 O 12 0 0 0 12 0 0 0

£ :PC0. 05, % : P<0.01(significantly different from control)

Grade sign: -, none; +, mild; ++, moderate; +++, marked. o

There are no remarkable changes in the brain, thyroid and parathyroid in control and 100 mg/ke groups.
Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 14B Histopathological findings of male rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 4 mg/kg 20 mg/kg 100 me/ke
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 12 12
Digestive system
Liver (12) (0 (12 (12}
Hypertrophy, hepatocyte, centrilobular 0 0 2
Necrosis, hepatocyte, focal 1 0 0
Basophilic material, bile duct 0 0 Q%%
Deposit, hemosiderin, kupffer cell 0 0 2
Stomach (1 (0 {0 )
Erosion, glandular stemach 1 3
Respiratory system
Lung (12 (0 (0 (12)
Accumulation, foam cell 7 8
Mineralization, artery 0 1
Hematopoietic system
Thymus (12) (0 {12) (12)
Atrophy 0 0 1
Hemorrhasge 2 0 0
Spleen (12) (0 (12) (12}
Hematopoiesis, extramedullary 0 0 3
Deposit, hemosiderin, red pulp 12 12 12%%
Bone marrow (femur) (12) (0 (12) (12
Hematopoiesis, decreased 0 0 [1x
Circulatory system
Heart (12) (0 (0 12)
Myocardial degeneration/{ibrosis 3 3

¥% 1 P<0. 01 (significantly different from control)
There are no remarkable changes in the brain. thyroid and parathyroid in control and 100 mg/kg groups.
Figures in parentheses are number of animals with tissues examined histopathologically
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Table 14B - continued Histopathological findings of male rats treated orally with Thiourea S S-dioxide in the combined repeat dose
and reproductive/developmental toxiciiy screening test

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/ke
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 12 12
Urinary system
Kidney (12) (0 (12) 12
Basophilic tubule 2 2 124
Dilatation, tubule 0 0 i
Cellular infiltration, lymphocyte 0 0 9%+

Genital system

Testis (12) (0 (12) (12)
Dilatation, seminiferous tubule 0 0 4%
Degeneration, germ cell 0 0 1
Giant cell, multinucleated 0 0 i
Vacuolization, sertoli cell 0 0 2
Atrophy, seminiferous tubule i 0 I
Granuloma, spermatic i 0 |

Epididymis (12) (2) {12 12)
Debris, germ cell, lumen 0 ] 0 1
Edema 0 0 ] 1
Cellular infiltration, [ymphocyte 0 0 0 2
Granuloma, Spermatic { 0 1 0

Endocrine system

Adrenal (12) (0 (12) (12)

Necrosis, cortex 0 0 0

£ :P<0. 05, #* : P<0.01(significantly different from-control). o
There are no remarkable changes in the brain, thyroid and parathyroid in control and 100 mg/keg groups.
Figures in parentheses are number of animals with tissues examined histopathologically.
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Study No. 49720

Table 15A Histopathological findings of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 4 mg/kg 20 mg/kg 100 mg/kg
Terminal sacrifice Terminal sacrifice Termipal sacrifice Terminal sacrifice Imminent sacrifice Total
Organs and findings Number of animals 12 12 12 6 6 12
-+t -+ H M -+ -~ F o+ - -+ H HH
Digestive system
Liver (12) {0 (12) (6 (6 (12)
Hypertrophy, hepatocyte, centrilobular 12 0 0 0 12 0 0 0 4 2 0 0 6 0 0 0 10 2 0 0
Degeneration, vacuolar, hepatocyte 12 0 0 0 12 0 0 0 6 0 0 0 5 1 0 ¢ it 0 0
Basophilic material.. bile duct 12 0 0 0 2 0 0 0 1 5 0 0 5 1 0 0 6 6 0 Oxx
Deposit, hemosiderin, kupfier cell 12 0 0 0 12 0 0 0 5 1 0 0 5 1 0 0 02 0 0
Stomach { 0) ] (0 i) (D {1
Ulcer, glandular stomach 6 1 0 0 0 1 0 0
Respiratory system
Lung (12} (0 (0 {6 { 6) (12)
Hemorrhage 2 0 0 0 5 1 0 0 6 0 0 ¢ 1T 1 0 0
Accumulation, foam cell 8 4 0 O 3 3 0 0 4 2 0 0 7 5 0 0
Mineralization, artery 12 0 0 0 5 1 0 O 6 0 0 0 1M 1t 0 0
Hematopoiefic sysiem
Thymus (12) (0 (12) (6 ( 6 {12)
Atrophy 12 0 0 0 12 0 0 0 3 2 0 1 5 0 1 0 8 2 1 I+
Spleen (12) (0 (12) ( 6) ( 6) (12}
Hematopoiesis, extramedullary 0 0 3 8 1 ¢ 0 3 3 0 3 2 0 1 3 5 1
Deposit, hemosiderin, red pulp 0 12 0 0 0 12 0 0 0 5 1 0 0 § 5 0 0 6 0%

% :P<0. 05, % P<0.01(significantly different from control)
Grade sign: -~ none; + mild; ++, moderate; +++, marked.

There are no remarkable changes in the brain, thyroid, parathyroid and ovary in control and 100 mg/keg sroups.

Figures in parentheses are number of animals with tissues examined histopathologically.



Table 15A - continued

Histopathological findings of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 49720

Group and dose Control 4 mg/ke 20 mg/ke 100 me/ke
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice Imminent sacrifice Total
Organs and findings Number of animals 12 12 12 6 6 12
- 4t b - b bt -t ~ o+ 4 -+
Circulatory system
Heart (12) (0 (0 (6) ( 6) (12}
Mvocardial degeneration/fibrosis I 1 0 0 6 0 0 0 5 1 0 0 1r 1 ¢ 0
Urinary system
Kidney (12) (o (12) ( 6 (6 (12)
Necrosis, tubule 12 0 0 0 12 0 0 0 6 0 0 0 5 0 1 0 1m0 1 0
Basophilic tubule 12 0 0 0 1 60 0 0 0 6 0 0 0 5 1 0 0 11 1 0%+
Dilatation, tubule 12 0 0 ¢ 12 0 0 ¢ 6 0 0 0 5 1 0 0 It 0 0
Cellular infiltration, lymphocyte 12 0 0 0 12 0 0 0 3 3 0 0 1 5 0 0 4 8 0 0%+
Cellular infiltration, neutrophil 12 0 0 0 12 0 0 0 6 0 0 0 5 1 0 0 11 0 0
é; Endocrine system
Adrenal (12) {0 {12) { 6) ( 6) (12)
Necrosis, cortex 12 0 0 0 12 0 0 0 6 0 0 0 5 0 0 1 0 0 i
%% : P{0. 01 (significanily differeni from control}.
Grade sign: -, none: +, mild; ++ moderate; +++ marked.

There are no remarkable changes in the brain, thyroid, parathyroid and ovary in control and 100 mg/ke groups.
Figures in parentheses are number of animals with tissues examined histopathologically



Table 15B Histopathological findings of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 48720

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/kg
\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice Imminent sacrifice Total
Organs and findings Number of animals 12 12 12 6 6 12
Digestive sysiem
Liver 12) {0 (12) {6 (6 (12)
Hypertrophy, hepatocyte, centrilobular 0 0 2 0 2
Degeneration, vacuolar, hepatocyte 0 0 0 1
Basophilic material, bile duct 0 0 5 i 644
Deposit, hemosiderin, kupffer cell 0 0 1 1
Stomach ()] {0 {0 {0 (n (D
Ulcer, glandular stomach 1 1
Respiratory system
f: Lung (12) (0 (0 (6) (6 (12)
Hemorrhage 0 | 0 1
Accumulation, foam cell 4 3 2 5
Mineralization, artery 0 [ ] l
Hematopoietic sysfem
Thymus (12} (0 (12) (& { 6 (12)
Atrophy 0 0 3 4%
Spleen (12) (0 (12) ( 6) (6) (12)
Hematopoiesis, extramedullary 8 9 6 3 9
Deposit, hemosiderin, red pulp 12 12 6 6 12%%

¥ 1 P<0. 05, %% : P<0. 01 (significantly different from control).
There are no remarkable changes in the brain, thyroid, parathvroid and ovary in control and 100 mg/kg groups.
Figures in parentheses are number of animals with fissues examined histopathologically.



Study No. 49720

Table [5B - continued Histopathological findings of female rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 4 mg/kg 20 mg/ke 100 mg/ke
\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice Imminent sacrifice Total
Organs and findings Number of animals 12 12 12 6 6 12
Circulatory system
Heart (12) {0 (0 ( 6) (6 (12)
Myocardial degeneration/fibrosis l 0 1 1
Urinaty system
Kidney (12) (0 (12) (6) (6 (12)
Necrosis, tubule 0 0 0 1 |
Basophilic tubule 0 ] 6 6 124%
Dilatation, tubule 0 0 0 i 1
Cellular infiltration, lymphocyte 0 0 3 5 BET
Cellular infiltration, neutrophil 0 0 0 1 1
a  Endocrine system
o) Adrenal {12) (0 (12) ( 6) { 6) (12)
Necrosis, cortex 0 0 0 1 {

%% 1 P<0. 0 (significantly different from control)
There are no remarkable changes in the brain, thyroid, parathyroid and ovary in control and 100 mg/kg groups.

Figures in parentheses are number of animals with tissues examined histopathologically



Study No. 49720

Table 16 Reproductive performance of rats treated orally with Thiourea S, S-dioxide in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 mg/kg 20 mg/ke 100 mg/kg

No. of females examined 12 12 12 12

Count of estrus® 4, 00+0. 00 3.67+0.49 3. 67+0. 65 3. 25+0. 62%%

Estrous cvcle® 4. 00=0. 00 3.9740.10 4.11+0. 26 4, 81 0. TT#%

No. of mated

Male 12 12 12 12

Female 12 12 12 12

No. of copulated®’

Male 12 (100) 12 (100) 12 (100) 11(91. 67)

Female 12 (100) 12 (100) 12 (100) 11(91. 67)

No. of impregnated” 12 (100) 12 (100} 12 (100) 9(81. 82)
a No. of pregnant® 12 (100) 12 (100) 12 (100) 9(81.82)
© Duration of mating® 3. 08+0.67 2. 00+0. 95¢% 2.83+1.03 3. 18+1.66

#P<0. 05, *#P<0.0] (significantly different from control).

a) Values are mean +S.D.

b) Values are mean +S.D. (day).

¢) Values in parentheses represent percentages to the number of mated.

d) Values in parentheses represent percentages to the number of copulated.



Table 17 Findings of delivery of Fo dams treated orally with Thiourea S, S-dioxide and observations on their offspring

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

Study No. 49720

Group and dose Control 4 mg/kg 20 mg/ke 100 meg/kg
No. of dams 12 12 12 9
Gestational days® 22.3340. 49 22.17£0. 39 22.58%10. 51 23.00%0. 00"

No. of corpora lutea®™
No. of implantations®
Implant index®’
No. of litter®
Gestation index"
No. of stillborns®’
Male
Female
Total
No. of live newborns”
Birth index”
Sex ratio of live newborns®
Body weight of live newborns (g) "
Male On dav 0
4
Female On day 0
4
Viability index"
No. of external anomalies

185 (15. 42+2. 23)
182 {15. 1712 33)
98. 38
164 (13. 67£3. 08)

100

164 (13. 67+3. 08)
90. 11
1. 13 (87/77)

= e T |
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—_ D DO e

[a—y
W =3 O W =

=]
> @
5]

189 (15. 75+ 1. 76)
184 (15. 33+ 1. 92)
97. 35
173 (14. 42+1. 83)

100

1
0
1(0. 58)
172 (14. 33+ 1. 83)
93. 48
0. 74(73/99)

w o O R
i B S B = R~y |
-3

oS HH KK
- S —
Oy O -

189 (15. 75+ 1. 91)
185 (15. 42+2. 07)
97. 88
172 (14. 33+ 2. 46)

100

1

0

1(0. 58)

171 (14. 25+ 2. 34)
92.43

0. 99 (85/86)

o > o &
[ 2 BN - o B - 2]
S HHFH+H
—_— = 2
[0 B T =~ B |

S oo
oo
5]

72(12.00£2.00) 7' **
97.(10. 78+ 2. 11 ™*
94. 44"
59 (6. 56£5.57) "*
66. 67

6
3
10 (16. 95 '~
49 (5. 44%5.20) "~
50. 52
1. 04 (25/24)

6.0+0.9

9.7x2.6

560 8

9.0+2.4
93. 88
0

Values are mean +S.D. (day).

Values are mean *S.D

Pt e I G —h D L O TR ki
Il

Included 1 cannibalized

Values in parentheses represent mean £S.D

Values in parentheses represent percentages to the number of corpora lutea.

Gestation index= (Number of females with live newborns/Number of pregnant females) X100
Values in parentheses represent percentages to the number of litters.

Birth index= (Number of live newborns/Number of implantations) X100

Values in parentheses represent the number of male/female live newboras.

- P<0. 05, *%P<0. Ol {significantly different from control).

Viability index= (Number of live newborns on day 4 after birth/Number of live newborns) X 100.
Three dams were excluded from data because number of corpora lutea was not examined.
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