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Table 7

Incidence of histopathological findings in male rats after the oral administration of tetrahydrothiophene

1,1-dioxide for 28 days and a recovery period for 14 days

After administration period After recovery period

QOrgan: Finding Dose levei{mg/kg) 0 60 200 700 0 700
No. of animals 6 6 6 6 6
Lung: Arterial wall mineralization + 1 - - L - -
Ectopic ossification + 1 - - 0 - -
Kidney: Hyaline droplets in proximal tubular epithelium + 1 ¢ 5 1 1 3
++ 0 0 1 4 0 0
+++ 0 0 0 1 0 0
Eosirophilic bodies in proximal tubule + 0 0 5 4 1 0
Basophilic tubules + 2 1 2 5 4 5
Focal tubular dilatation with or without hyaline casts + 1 1 0 0 0 0
Distal tubular dilatation + 0 0 1 1 0 G
Prostate: Cellular infiltration + 1 - - 0 - -

+:Glight ; +4-:Moderate; +++:; Marked ;- : Not examined

No abnormalities detected in the heart, traches, liver, pancreas, stomach, small intestine, large intestine, spleen, urinary bladder, testis,
epididymis, seminal vesicle, pituitary, thyroid, parathyroid, adrenal, thymus, lymph node, bone marrow, brain, spinal cord, sciatic nerve and
eye ball {rom animals of control and 700 mg/kg groups kifled by design after administvation period and the bone marrow from animals of

those groups after a 14-day recovery period.

Table8 Incidence of histopathological findings in female rats after the oral administration of tetrahydrothiophene
1,1-dioxide for 28 days and a recovery period for 14 days
After administration period After recovery period
Organ:Finding Dose level (mg/kg) 0 60 200 700 0 700

No. of animals 6- 6 6 6 6 6
Liver:Microgranuloma + 1 - - 0 0 1
Pancreas: Acinar cell vacuolation + 0 - - 1 - -
Kidney:Basophilic tubules + 2 - - 1 - -
Fibrotic focus + 0 - - 1 - -
Thysus Hemorchage + 0 - - 1 1 0
Spleen: Increased extramedullary hematopoiesis + 0 - - 0 1 0

+:Slight;-:Not examined

No abnormalities detected in the heart, trachea, lung, stomach, small intestine, large intestine, urinary bladder, ovary, uterus, vagina,
pituitary, thyroid, lung, parathyroid, adrenal, lymph node, bone marrow, brain, spinal cord, sciatic nerve and eye ball from animals of control
and 700 mg/kg groups killed by design after administration period and the bone marrow from animals of those groups after a 14-day recovery

period.
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60, 20045 £ U700 mg/ke/day Al % 5 v b iZ28 0 RE
%S L TEl L 2 RERSEERBICBVCE, FE
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Preliminary Reproduction Toxicity Screening Test of
Tetrahydrothiophene-1,1-dioxide by Oral Administration in Rats

£y

FrZerFaFd 7o 1-VFF 0Ty M ER
VBRI E B A AEHEERBRZ Ty, BEREY 0L
SRR B L UREIMUIB D REE - BEIZRITTREICOW
THE Lo, #5813, 700 mg/kg e s HRE L, DA
T20038 L U°60 mg/kg & L7z, e L THAR(ESH
KIBEFEERIT.

1. RE#RSSEM
HECBWTiE, FBTHHT00 me/kgBET1/126085
Bz, —RERETH, 700 mg/kgBTHBEOEN, T
B L PBAENA LRIz FEE, 700 mg/keBECHEM
PRI SR b S, BEEN, 700 mg/kgFETREN AL
iz, Hik, BEESD L UOHEEGRERETE, &S5
N %7 | R N W s RN A

M BTk, FECHEIT700 me/kegBECTL1/12F3 %
B, —fRIREETHE, 700 mg/kgBE CHEEOH NI A
Livdz. REE, 700 mg/ kg BECAZECHT I HEANHNH) AT A
Biz-. BRI, 700 mp/keBETREMB L UWES
CIEREAA LR, BERERTIE, 700 mg/kglE il
O EROBELLH L, BB L USRS ER
HTIE, BEICLHEbEEOREI o,

2. ATERESY

700 mg/kg BT, SEIEEHEOBMESAS N, ZRE
B, REBETEAR, SR, HREE, S5RiRE, B
RETHE, S ICL3EbRADRED o . BRI,
FRRED L UERETHE, #5IL328bEaLRE
oo, WEMCHAERFEPTET L B8 AT700
mg/keBETAFIRES b=, 700 mg/ke BT, BoE
H=E Wi WE4HOHERE, £EFE WE0E
F T4 RN EQEM, WHOEOFHERHOE
fEfEm, FEREOBEIASNIZ. 200 mg/kg BT,
RoEHMROBME, HE0S L U4HOHEREOEE
ERAH SRz, FkRossE, —FRES L TRRT
i3, BERLATLIEA LD .

DEDLAZ, FrseFuFt7z-11-VF3Y
FOHO— RN ESEE G, MHEE S 700 me/keits
X VECHDOHER, EEOENIHE L CEHEOR
ELRDO LN L5200 me/ke/day L2 b5,
T, AMRESEFNZEFEEE, BTRT00
mg/kgBFHF L CEXRER I UEREIIEEZED S
N o7z Z &4 b 700 mg/kg/day, HETIZT700 me/kg
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5 X b R RFET L BE R s hi- o
& 95 200 meg/kg/day, J2EIHTIE200 me/ kg5 &
YiIRoEHEOERE, WEFIBLUTYHOHERKDE
EEEA D Sl Z & 560 mg/kg/day L FEZ b
5.

T

1. BEBRYES LUERKE

EBRWEOF IS FOF 4 72 v-11-UF 3V F
i, EREBWTEREFHOEATSHS [Lot No. 20802,
WiFE:97.3 %, {EARELHD, KBR]. AFHRE, HBEM
TTRELA..

BBEWEE, ERRACHRUTRR L. BBRYE
RS R, BSBREGARETRETRLE. B3,
FELTE, FMSEE  ELEETTTEHERELTY
FEEECHBEO L EAMER ISR Twioiz, B8R -
EREETCREL, FRBTAMNICERLE. £,
FEPAMH B L CHEOR S MR T BICER L SiRE
OISR ORBYERETHRE LR, BBEiR
B IR Ao 7o

2. HREYESUREESL

3BE D Sprague-Dawley RHHEZ v b
[Cri:CD(SD)IGS, (SPF)] # HEF v —I R - U=
GRS EA L, AFLAEE, sAHORESNL
LV E0HTEMOIMLER &Y, —#BRRES LU0
EREBICEREFLLAT, TUEFRBECEYFED
bR do B E ST L Baig, avda—
FERWCHELBIICH 8, sz k
DEROTHEEBLTFHATITREL S LK
SHEB ATz 1TROB L, MHEESI12ITE L
7.

ghiit, =|iR20~267C, EE40~70 %, R 128
W (BRI Rl o~ ohy), RAEB12 /B MR
EhTwAETE AT LA, BE - BMEBEFRA T
YVAES - Ve BWT1r— V%) 5L TORA
HFEL, BOUREAT Y LAESy — V% B O@Ezls
Bl BEiE, #EISHCYI -2 L-TREL
PR (7~ BEFY—NVA - UN—@) %A
NITFAFy 78y — I EL, BRTHB L
UPEE® ¥, fRHIEBAE (CRF-1, A > ¥
NEERTEM) &, frbkiERERE VTN L BHICE
B a4,
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3. BE5RE, B5HR BHERSLURESE

BOERE, BOEKSEEIRLA. 5 CEBEL T,
SRBEFEOF VTR oL 87y
AR—FFNWEHEHEHNT, BHEORS L. &S5
WEE, ETRESHEHLWEESHICRL EVHlER

OHRETHEEL L, 5ml/kg TEH L2, BTHE, TR

B LUREREPIEERSED LV EBSEE IR DL EN
WEHOHET, HEAHSIIEES, 7, 4B L0021
HOoEEL, BILEBTEIHMEOIOFEELEEL L,
SmL/kg TEM U7, EEEIZ1IB1EE L.

H5HER OB L 106G TH Y, FEH
BT HED 6 ~379 g, MEAT209~228gTH o7,

#EEIE, v 2BV 280MEEEORSEYE
FRERD (JR&-ERRE:0, 60, 2003 X UF700 mg/kg) o Bw

T, 700 mg/keHFTRHEEBOET, FEBIUTEHE

DESPED LNz, FIT, HRBORSEE, &
RE, GEBLUENECEEORO LN I LHTH
ENBT00 me/hg 2 HARE L, BTARKISTRL
T200B L U60 mg/kg & L7z, F/, WEE L THE

WERSHORGEEA-FEOREEMAK DLHE

B5 T HRET R,

HEHEE, BETEXEW4EME £0®R3IEMD
ARH9AMEE L, MTIEREMNI4EE, TRAHS (&
EURE), BEAHTBIUVHEEIRE TOEM4L~
S0EME LA 2B, BEREBmEEREIBE L
4, HEpIUREER
1) M
(1} —ReiEe .

RS L U oL, BS5W - FoIR20
BEL.

FHliE, ERBEECHICERL.

(2) HEATE

fREE, TEM2EEEL -,
(3) WEEAE

B, CHEMGEI4ES X UCRESRETE
A5 AR 2EE L.

(4) &%

£, BABREORH I —FVKEET TR
BftZr o BUMEBIE S S RICER L, Hits X B R
DEETMEL:. B, SEEEETELFETHL
THMEEERDHEB L. BEBIHEE EE, 77>
HicEE L.

(5) HRIBAEARE

WHEB X UBE LERE, BEICE-sTT 77 88
BEFRe L7,

RS & U700 me/ke B OFED L ORE Rz
WTH-EG-BAEER TR L, WENGEFERELER
L7-.

2) B

(1) —iRiRsE
—HERKEB LURCOFRE, k58 - #01H2M
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FETHIE, BRERESLPICEEL.

(2) B

YR, REFBAPOCEREZNETIAINE

Bl bB, BENSER2EMCHE> TRESA

FBAIE IR &R L7

(38) #EAE

WEIL, RERMEII4MS L UREHBTIcE1E
B2, EERBIEEICEEER), 7, 4B LU21RIZ,
EHEPICIIMEOB L PMHIZFRERINE L.
(4) EEEESEE

EERE, TEABWI4 AN T T IEMC 2@z
L7z, 7, EHESER2, 9, 168L U210,
HEHEF T4 8 il L,

(8) ZEEPHLMOIR

RN, EHRETRIC - T VKRBT T
HE A SR A & M BFE & &A= SR LA,

(6) SiEikEEDERE
ZREMIIB/RTR s €, FRRKEORTOFE, 5k
BTOWE+EE21I BP0 EREBAITII1I@T o
7o, TFETIORFIC AT LTwinBs, T0OH %2
EQORE L7-.

(7) ER25HE TICHIGE L &5 -~ A8

EIR25 A £ Clodih L b o 7o, ©—F L FREL
TCIERENRA & BULEEE & ¢ L 72,

(8) HERBOHES JUER

i, WEREsHEFI4RZCIHIREEL,
FERGEFIFETLAZHDL CEBE4R LT — 7 VER
BT CIEREIRS O MBI EELBICHKRL, SRR
BB LUHEGETHAL., WREIEETAEL, 20%
RERERL) VICAELR. b, HEEETER
HETHLTHEESLER L.

(9) FREERIRE

BEIE, WERE- TS 71 Y EEERZERL
7.

AFIERES X U°700 me/ke OB DWW T H-E4efil
BERLEREL, WEASERELERL .

3) BEEMOEERECRETTHE

14 AEBS LS M—8AT I LICE A &b
THBRKEL7. SREMEI4B4ME: LT, %2
THERT L TOEGRERRE Lz, 2750, KEH
ENRRC LR EMAAEHERTE LD -AT00
mg/kg BEDOMER, FEEBREHS HICF—HRORRBHRER
DHAELHHEGOETRELRL . TRERIIEY
I ERANCATY, BIRRICETFE R ER R
PR TRBEIESE LT, FO04ME0R & LTE
L7

4) HER

(1) HERORE

HIBERF AR B IR AR & 0, FEREIRM, FAERESLU
NEEROBEZEEZEELL.
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(2) WFEHOERES

AR, —BRREBILUBCOFELLIHIBEAE
L7,
(3 #=

HER, BRH(BERBIT4EICREL .
(4y Et& .

SAFERE, BHF4R I 7 VERET TIRABRRY S
i 1S o A e - B

5. MMETEERIAE

FEMRATIL, Bartletti:(C £ 2 S0 HMEOKREEITY,
FGBOREIIR—REEERIC L 55WA T, F
B o Dunnett HEIC L Tz, —F, FoHeRED
bivedro e, ENEFAL—TEERICL S
A% (Kruskal-Wallis D 5E) 47V, FER LIDIEMN %
FIAE U7z Dunnett Bl BEEIZ X BT o 7.

RESE, SHRESLITHERL, PRECLIIT-
7.

faR

1. RIEHRSEME
1) HECRIT 8
(1) —fikae

FEC B L UHRIERIE, WIEEE, 603 L U200 me kg BE
THED LR, o/ 700 mg/kgFETHE, #5501
TFIMFET: LA, FBEBIT, FBCEiH F T—kikas i
REHALRED o,

EFHO—BERBEEREICE T, IR, 0B LU
200 mg/kgHETIHRWILOBHIZb RERELAOhad o

7o, 700 mg/keBECIE, WEOTFN, i, TWH, B®RE
RN Al
(2) fFE(Fig. 1)

60 mg/kgHETit, HBBELENTWFNOHER O
FEIZOAEETAGN o7, 200 mg/kgETlL,
WHEELERTRS4AAEEOFELREENA LI
B, FOHREERICERL, HBELOMICEEEIER

BHNGEVI EdL, BURFHRBELEHI LS Rb o,

700 mg/kg BT, WEELHTHS4—-4001CHKE
DEFREESA LN,
(3) HRE(Fg. 2)

60 mg/kg B Tix, MRS HCTHS4SHICHAE
DEELZRESH LY, HEERCERFELLE{LTR
Bhotz, 200 meg/kegBETH, HBELLESTHRS3E
SO EREERA b, FORITIBREICHE
BL, WHEELOHMICEEEFMFRO OV Ehs,
FHPMBE L AL S o7, 700 me/kegBETIE,
WEELESRTHRSIBIUAEBHEEDTE 2 {KE
DA GRS, .
(4 El&

700 mg/kgBEOETRICBWTEEFEA LR Lo
7=.

EFFICB T, AT, WAKEE, Mg
&, RESIPNTROEHEI IAAL R, 60
mg/kgBETHE, WFhoBWIZLEEEAL Do
7o, 2008 L UST00 me/ke HETH, MEBEOEHKL X
UHEHEIHE ko msrFhng1fi b il L
L, ZhsoEfbid, wihdBRENETREELLN
A

—&— 60 mg/kg
—&— 200 mg/kg
900 - —e— 700 mgrkg
450
G
£
o
g 400
-
=]
@
350
300
:]:_ - Administration period >
) 0 [} ] (| 1 1 1 1 ] i 1 i | 1 i ]
1 4 8 fi 15 18 22 25 29 32 36 39 43 48 49

Days of administration

Fig. 1 Body weight of male rats in preliminary repreduction toxicity screening test of
tetrahydrothiophene-1,1-dioxide by oral administration

Significantly different from control (*:p<<0.05, **p<<0.01)
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Days of administration

Fig.2 Food consumption of male rats in preliminary reproduction toxicity sbreening test of
tetrahydrothiophene-1,1-dioxide by oral administration

Significantly different from control (*:p<0.05, **p<0.01)

(5) |EZE(Table 1) .

6035 X UF200 me/ke BETIE, MERELL~TEHHRRO
HEICAEEEAD Lo /.

760 me/kg B TIL, PHREEE B TEERBOEREDE
BEREENA ORI :

BHEEL D, HREL LS TWEALOSEORTE
T UM ERBIC b AEEERALNE P oI,
(6) TRIEIBEFIAE (Table 2)

FERIIBWUBHEDERE L MO ES, 1§
HEEIZBWTHEFORLD, HELAREOERLE LT
EFREEENES ORI, WThb DB THEZ LD
b, BRGBLEHETSAL.

9) MHCRE TR
(1) —pEiREs

TET- 3 & ONBRIEAI I, XPHEEE, 6035 X U200 mg/kgBE
TIFAD NG o, 700 mg/keBETE, BE2HW
VAT L7, BEFRTE, RESBICIZRERAL
ihdhoiz, .

HERAO—FIREREICIB VT, B, 60BLT
200 mg/kg BTV TROBHICLBEERASN Lo
7=, 700 mg/kg BT, HEOEN, REHNALNRL,
(20 = (Fig.3)

FERIEHTIC BT, 608 & UF200 me/kg BECldxt g
BLHEATWTHLOHEROEECLEEERAGRE
Aoz, T00 me/kgBETH, AMHEBEELH~NTHRE4~11
B HEDEE L EBESA L

HRAE R ICBWT, FESEE bBEREL Ty
ThOBEDORBIZDEEERAON P72,
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WEHEPICBNT, SRS EDHEEE BT
TRNOAEBOFEICDEEZRALN P57,

(3) BEHE (Fig. 4)

ZERHARICBEWT, 608 & U200 me/ke HECIEANE
BrE~TtwfholisdnBESCIEFEEETAGN
ol 700 mg/keBETi, WHEEEETHREIB
LU ICIEBEE O ERBMENA ORI,

HIREIAP BT, SRS HREL LT
ThOHEL BRI FEERALN o T,

IEFHERICE VT, 6038 X U200 mg/kgBETIRINTER
Brib~TEHEECAFEZEAOR o7, 700
mg/ kg BT, MBREIESTPEEF4ACEBHEEDORE
EEFAG .

4 &%

700 mg/kgBEOETH I BWTREBERAO Do
Al

EEFIIBA TR, WIholEl b EFRA LD
ol
(5) #HEE=(Table 3)

603 & U200 me/kg BT, HEEE ESTEHEAD
HE, FROHENB L UTRNERICEFEEEALLED
o7, 700 mg/keg BT, SPEEEE L LTI OMERE
BORELEES L PHRAOEEDFELEMEFEA S
nrz.

(6) FREMAMSERE

SRS £ 700 ma/keBEE b, BRI BERZALR

Tpdpo e,
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400 - —®— 0mghkg
—e— 60 mgikg
—&— 200 mg/kg

350 ' —s— 700 mgkg
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T -— Administration period -
O‘L L . L | [ i [} 1 i 1 - | 1 i
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Fig. 3 Body weight of female rats in preliminary reproduction toxicity screening test of
tetrahydrothiophene-1,1-dioxide by oral administration

* Significantly different from control **:p<0.01)

35  —m—  0mykg

—e— 60 mg/kg
—— 700 mgfkg
% 25 |-
Q .
=2 .
s 20l , :::::::::Efzzziﬁsgga
g _ 3
3
g 15}
j=]
Q
R=
3
o 10 r' *k
E ]
5|
- Administration period —-
ol— — 1 i 1 — 1 i A 1
3 5 10 13 2 8 16 2t 4 (Days)

Pre-mating period

Pregnancy period

Lactation period

Fig. 4 Fdod consumption of female rats in preliminary reproduction toxicity screening test of -
tetrahydrothiophene-1,1-dioxide by oral administration

Siéniﬁcantly different from control **p<0.01}

2. HmEmA-EH

1) BEOEERECRITTHE

(1) BEtEEE, XEXR$H L US4 (Table 4)
RECATIR SE1M (14 H ) R EE I, 603 L U200
mg/kg B CHIREEL OMICEERE L DR b o 7,
700 mg/kgF#E Tk, BERMAOE L TV LHIF4IFIHD
L, HEHELERTRBEHEOFELBENSE LA
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7. .

700 mg/kg D 1l % v - 2Bl CRRA MR S M.
TRERAEHHG, FRE5FHLIHMBERLOBICEEEIR
HoNlhotz, T, TWRFILD, SRS L ITEE
EOMIZHEEETI AL R0,

AhamERE, HEBER L U700 me/keHETEIH,
200 mg/kgfET2BA BN, FREZIISRSEE
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Bz EEEEER

MBRELOBIEEEIALRR P o7,
(2) HTIRERRR, oiEikeE, B4, SRZBHIUCHE
£ (Table 5)

RIARME, BHSHE AABEFLETHFEEITA
Shzdhoi. FHRREORER, wThoBcdas
hizdod.

FREHE S, HEEEEEEAATEAY, EREEB L
UERECHFEZEIA BN o7,

KHEREE, 60, 2003 X U700 meg/kg B L b g
100 % TH o7z, 700 mg/kglETIE, EHERSELTL
7B A F A b,

2) HERICRIZTHE
(1) SeEs & UTHESE (Table 5)

60 mg/kg BETIX, HBEEHTHRIMERY, o
8, BoERE WEOFOHERY, WERE H4
BRI UERIIEEZEAL P2, 200 me/keFE
TiE, MBEELILRCTROENROFERERE, F8L
ETREVWHFHETOIOFERBOEREEEASA LN
7= ¥7, 200 me/kgBECIE, WREE L<THEERD
HEREER/ AL, 700 me/keETEEEILID
LY, BE5ILLZ2L0OTHEEZVEHAKERS, 700
mg/kg BT, JEEL S TREREOAE L EHE,
ROBREBLFBAROFELEM, AEEEFHRLS
nEvb oo, EE0ROHERBOEEMESESSH
A
(2) FHEROEFERE LF—RIKEE (Table 5)

60 meg/kgBECIE, MR < THE4BOLETFRE
BLUEERIIFRERALRE P o7, 200 me/kgBE
Tit, HERFLU_RTAELZETR VI IFELR 0L
FRHBOBEETI A GRS, 700 mg/kefETIE, wHE
FLERTHFIEOEFRES L UTAEFEOFERE
EAA B,

FERONEFE TR, SEFTERFIIICA LN
OB TH i, .

FHEEO—FRETR, FRELBEFRLOA R
7=,

(3) HEBOKE(Table 5)

60 mg/kg BT, WBREESTHEOH CHEEED
HE LMD SR, 200 mg/keETIIHEOAD
HEHINEECETEENEO N2 WI Eh s, BT
HLOTREVERBEshS, 700 mg/kgBETiE, R
BLLATHEOBLC4A CERIEEDEEREME
RPN O I A '

4) HEROIEHK

EHEY, BElEAGN D o7,

EE

FEFSEFOFA 7V LI VEAFVEOT o ER
WARMORE I L 2R ERBERET T, AR
WOLEFEEENB L RIMURORE - BHICRIZTE
oW TEER L7,
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HECEI LTI, FECHAST00 mag/kgBETIHED 5
Fo. WEFTE, —pREs LOEmBT R R <&
BEIRD LN D000, FERSIH LN T
Zobdn, BEBHERSCESTCOOLHELA., —
BORERERE T, 700 mg/kg HTHEBOT R, THb L
V@A b, $i, 700 me/ke M TRENFTD b
o, HWEMEOREEICERS (B HiTsh, &
YaER EaA R S hdrol. REBLIUVEERIIBVT,
700 mg/kg# CIERSHH @ L CEEEIOME, %
B oI BEEOEEN AR, L L, Sk
BLUBEERETRE, BSCI3EEALREIo .
FBEB L UBE LEOREAGFHEEIIBNT, 5
At AaL N b ot BB, T FERHVS28
HERSEZOESSERBIIBWTY, 700 ma/ kg
SOREHB LUEESTO LN E VL 00, ARED
DET, FES LTEESORIFALNTVES,

MEVRI L TIE, FETHA700 meg/keBETLIRIRS LR
7. —fEREERE T, 700 me/ke ETHEOENS L
Bz, 700 mg/ke R THBENRLD Hizdt, BEEH
CEMEREZA LS o, FEIZBWT, 700
mg/ke FETIXERATICEINIPRI A L. BEERI
BT, 700 mg/kgBE TS X CIHEFI ICEED
bz, Tz, 700 me/kg B THEOIBHEROEEL
EEASH B NIz, REAGERT TREfRA GRS
ARt A

Lizdi>T, YRESETEETAF S FaFd
Tx vl 1-UF F L FO—BENENEREEE, M
& B 20 me/kg/day EEL LS.

HEOERBE I LT, FBELZL I ICHHE,
RBELEB L UMENHRBRESREREIIBWTREICE
AT 5 Bbhasfbidibhbhdoi i, wih
ORLLZEEPLIUTHREBECEEIREO LGS -
7z,

LREPrERH, SR, SR, ®2E%, FRE
B, SEHIRED L UWEIRE T, f5ICL BRI
St os. UL, 700 meg/kgBECid, BERH
BTV ENED o i, REMBOBREIH LI,
T/, BECE, WEHCHAERSERIET L ZEY
PRI Y=Y (A

Frdicat LCid, 200 me/kefETIHROERFEOE
i, WHEOSB L U4 A OEREOREERA ALz,
700 mg/ke BT, HRERBOSES IUWE0T O
£ REOEEED, VOB, HAERE, WELIHON
ERBEBIFEEEORBEFALNA. T/, 700
mg/kg BT, HEFOL & 04 A CHHERNEEORED
Abhiz, HREETE, FRSHIIBRSCLIES
abNdh oz, —RIRETIE, SRSFLLEREC
LBBEEREA LN, o7, HRIIBWTY, &L
EENY (B3 o AR

BEnIHiz, sroefFust 7z 11-V4% ¥
Fo—iEmit e E R, ik b 700 mg/keit5
XD EEFIORE, REOEINEE L UCEBEEOR
EHED LN L9 5200 mg/kg/day L E X bt b,
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Ti, EWMBEABEEOHLEPERE, ETET700
mg/kgit 5 L TAXREEBR L USHBECEERZDS
NhdrofzZ &P 700 meg/kg/day, HETIE700 mg/kg
#HEIC K D IAEEFEfFC L /-BERD b hiZ
& 35 200 mg/kg/day, WCEMPTIZ200 mg/kefr 5 1C X
DIRDENEORE, MEOBLFLIHoREREDEK
FEEAFED LN 660 mg/ke/day L EZ SN
5,

SRR

D EAELAEHERCHBEECERENRERS,
AR R, Vol. 4, (LM R NEdE
RS, HR, 1996, p. 437.
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Tablel  Organ weight of male rats in preliminary reproduction toxicity screening test of tetrahydrothiophene-
1,1-dioxide by oral adminiistration

Dose (mg/kg) 0 60 200 700

Number of males 12 12 12 11

Body weight () 504.2 £ 26.3 505.9 £ 25.7 505.8 + i4.9 454.3 £ 22.2%*

Testes {e) 31183 +£0.720 3.287 £ 0.182 3.225 40,750 2.96]1 £ 0.808
{g%) 0.619 £0.143 0.652 4 0.054 0,640 = 0.153 0.655 = 0.187

Epididymides (@ 1172 £0.226 1.230 £ 0,083 1.211 £0.222 1.087 = 0.236
(%) 0.233 = 0.048 (0,243 £ 0.020 0.241 £ 0.045 0.241 0,052

Each value shows meant3.D.

Significantly different from control (**:p<0.01).

Table2  Histopathological examination of male rats in preliminary reproduction toxiéity screening test of
tetrahydrothiophene-1,1-dioxide by oral administration

Dose (mg/kg) 0 200 700

Incidence & grade N Al zx + 2+ 3| N Al + 2+ 3H| N + o+ 2+ 3+

Testis [12] [ [l
Atrophy, seminiferous tubule 10 2|0 1 0 0 110 0 0 9 1 0 1
Proliferation, Leydig’s cell 11 1 0 0 0 0 1 0 I ] 0 10 1 0 0

Epididymis [12] (1 [i1]
Decrease, sperm 11 1 1] ] 0 1 0 1 0 0 ] 1 10 0 0 0 1
Vacuolization, duct 11 1] 0 1 0 0 1 0 10 0 1 0 0
Spermatic granuloma 12 1 0 10 0o 1 0 0

Grade of histopathological finding; +:slight, +:mild, 2+:moderate, 3+ marked.

N:No abnormality detected.
A Abnormality detected.
[ ]:Number of males examined.

Table3  Organ weight of female rats in preliminary repreduction toxicity screening test of tetrahydrothiophene-
1,1-dioxide by oral administration
Dose (mg/kg) 0 60 200 700
Number of dams 12 12 12 il
Body weight (&) 2800 +21.3 2903192 2840+ 15.0 2683+ 142*
Ovaries {mg) 9479+ 11.71 9551 £ 1167 08.39 £ 10.42 108.63 £ 17.99
(mg%) 32.90 £ 4.35 33.04 £ 462 3466 +3.33 40.45 + 5.92%*
Each value shows mean=+S.D.
Significantly different from cofitrol (*:p<0.05, **;p<0.01).
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Table4  Number of estrous cases and reproductive performance of male and female rats in preliminary reproduction
toxicity screening test of tetrahydrothiophene-1,1-dioxide by oral administration
Dose (ing/kg) 0 60 200 700
Number of females 12 12 12 12
Number of estrous cases before mating (14 days)
Mean£5.D, 33£05 33+05 32+04 22 £0.9%
Number of males 12 12 12 11
Number of males with successful copulation 12 12 12 10
Copulation index (%)? 1000 100.0 100.0 90.9
Number of females 12 12 12 12
Number of females with successful copulation 12 ) 12 12 11
Gopulation index (%) 1000 100.0 100.0 917
Number of conceiving days (Mean = 5.D.} 23+12 22+1.2 2314 35136
Number of pregnant females 11 12 10 10
Fertility index (%)* 91.7 100.0 833 80.9
Number of pregnant females with live pups 11 12 10 10

a) ; {Number of males with suceessful copulation/number of males) X 100.
b) : {Number of females with successful copulational/number of ferales)X 100.
¢) : (Number of pregnant females/number of females with successful copulation) X 100.

Significantly different from control (**:p<0.01).

Table5  Observation of pups () in preliminary reproduction toxicity screening test of tetrahydrothiophene-
1,1-dioxide by oral administration
Dose{mg/kg) 0 60 200 700
Number of dams 1 12 10 10
Length of gestation {days) 22,18+ 040 22.08 £0.29 22.00 40,00 22.00 £ 0,00
Corpora lutea 164+ 13 168+ 14 1774122 170+33
Implantation scars 155+ 12 1H7+1.9 156138 15.8+3.2
Tmplantation index(%)* 94.5+4.1 934471 88447 928+63
Gestation index (%)% 100.0 100.0 100.0 100.0
Pups born . 132+ 1.7 152+ 17 143+18 149434
Delivery index{%)® 08.1+45 96.9 4.0 9183+ 41* 94.0L6.7
Live pups born 146+19 15.0:+£19 14116 11.3+47
Sex ratio at birth?® 0.98 = 0.67 112055 1.73£1.0% (.73 £ 033
Birth index (%)® 96365 95.8+=4.8 905+5.1* 71.6 + 26.2%*
Dead pups on day 0 of lactation 0305 02+04 0204 3.6:h44*F
Live birth index (%)° 98.1+3.3 988128 98.7+£238 75.9 £ 26.2%*
Live pups on day 4 of lactation 148+18 150+1.9 13.7+13 4.0+ 56" (9)
Viability index (%) ? : 995+18 100,000 97.3L£35 20.2 = 40.4*{9)
External anomalies (%)" 0.7:24 0.0+ 0.0 0.0+0.0 0.0 0.0
Anury (%) 0724 0.0400 0.0+00 0.0+£00
Body weight of pups (g)
Male Day i 1] 664 £0.31 6.15 = 042* 6.22 =038 5.44 +0.52%F
P4 992075 963116 957103 6.63 = 1.41** (4}
Female Day 0 6.20 +0.30 5.88 £ 033 5.85+0.44 4,93 £046%
4 625 10.84 9.19%0.96 9184131 5.68 + 1.37**(5)

Each value shows meant5.D. per dam,
Figures in parentheses indicate number of dams.
Significantly different from control (*; p<0.05, **:p<0.01).

a) : {(Number of implantation scars/number of corpora lutea) X 100,
c) : (Mumber of pups born/number of implantation scars) X 100,

&) | (Number of live pups born/number of implantation scars) > 100.
g} : (Number of live pups on day 4/number of live pups born) X 100.

b} : (Number of dams with live pups/number of pregnant dams)X 100.

d) :Number of male pups/number of female pups.
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born)x 100.

1) (Number of live pups born/number of pups born) X 100.
h) : (Number of pups with external anomalies/number of live pups
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