LI-9A* Y K7 5B ROFA 7 200
FYRNAEHWARUBRSIC L 2WME EM SRR

Xd
Iy

=Er
=1

BREMOKR A AN —F & 5 —
5 & B KR



El X

=]
7 PR 11
3 T 13
Ak
VBRI BT B L TFEIR ce oo 13
DAY G RIAB L UMM FEZE e v et 13
ST B LUBE R  rcrvrerrreronrssertotiososcvins 14
4R SRERS, RS HE, BN, BTRB R RS WA 15
3 I g N - 1 1 o O 16
I =y 2 - QP 19
R
I RS G EME e enetananeneeeeeeeiniaiiennennnns 20
TLHE(PYIC FIF T RHE o et iiiecaan e 20
ZOME(PME BIT T M e e it 21
ILAERETEIEFPE  cvvevermeoeonanoanesoonresunsnaraoncnonns 23
LIRB M (P)DERFEECRIETHE oo 23
2 ER(FOIZRIFTES et et 23
2~ S 25

S 26



Table

Table

Table

Table

Table

Table

Table

Table

Table

t-1
~1-2

6-1

6-2

Table, Fig. D E %

General signs of male rats (P) in preliminary reproduction
toxicity screening test of thiophene,tetrahydro-,1,1-dioxide

by oral administration  eeeeeae.n 30~31

Body weight of male rats (P} in preliminary reproduction

toxicity screening test of thiophene,tetrahydro-,1,1-dioxide

by oral administration ~ eeeenn 32
Food consumption of male rats (P) in preliminary reproduction
toxicity screening test of thiophene,tetrahydro-,1,1-dioxide

by oral administration
Necropsy finding of male rats (P) in preliminary reproduction
toxicity screening test of thiophene,tetrahydro-,1,1-dioxide
by oral administration
Organ weight of male rats (P) in preliminary reproduction
toxicity screening test of thiophene,tetrahydro-,1,1-dioxide
by oral administration
Histopathological finding of male rats (P) in preliminary
reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration ««-«-«-- 36
Histopathological finding of dead male rats (P) in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration «------» 37
General signs of female rats (P) in preliminary

reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration---«----: 38
General signs of dams (P) during pregnancy period in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration «:-«---- 39



Table

Table

Table

Table

Table

Table

Table

Table

Table

Table

Table

13

14

15

16

17

18-1

18-2

General signs of dams (P) during lactation period in

preliminary reproduction toxicity screening test of
thiophene,tetrahydro-,1,1-dioxide by orat administration -------- 40
Body weight of female rats (P) in preliminary

reproduction toxicity screening test of

thiophene, tetrahydro-,1,l-dioxide by oral administration--------- 4]
Body weight of dams (P) during pregnancy period in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration --«----- 42
Body weight of dams (P) during lactation peried in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration ««-:+.-- 43
Food consumption of female rats (P) in preliminary

reproduction toxicity screening test of thiophene,
tetrahydro-,1,1-dioxide by oral administration  =---.-.. 44
Food consumption of dams (P) during pregnancy period in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration «------- 45
Food consumption of dams (P) during lactation period in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration -------- 46
Necropsy finding of female rats (P) in preliminary

reproduction foxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration -------- 47
Organ weight of female rats (P) in preliminary

reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration <« ... 48
Histopathological finding of female rats (P) in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration «------- 49
Histopathological finding of dead female rats (P) in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration --+----- 50



Table 19
Table 20
Table 21
Table 22
Fig. 1
Fig. 2
Fig. 3
Fig. 4
Fig. 5
Fig. 6
Fig. 7

Number of estrous cases and reproductive performance of

male and female rats (P) in preliminary reproduction

toxicity screening test of thiophene,tetrahydro-,

1,}-dioxide by oral administration  seeeenen 51
Observation of pups (F1) in preliminary reproduction

toxicity screening test of thiophene, tetrahydro-,

1,1-dioxide by oral administration ~  eereseen 52
Body weight of pups (F1) on days 0 and 4 of lactation in
preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration «------- 53
Necropsy finding of pups (Fl) on day 4 of lactation in

preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1, 1-dioxide by oral administration «------- 54

Chemical structure of thiophene,tetrahydro-,1,1-dioxide +------- 55
Body weight of male rats (P) in preliminary reproduction

toxicity screening test of thiophene,tetrahydro-,

1,1-dioxide by oral administration eeeeeen 56
Food consumption of male rats (P) in preliminary

reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration -------- 57
Body weight of female rats (P) in preliminary reproduction

toxicity screening test of thiophene,tetrahydro-,

1,1-dioxide by oral administration  seeeee.n 58
Body weight of dams (P) during pregnancy and lactation

periods in preliminary reproduction toxicity screening

test of thiophene,tetrahydro-,1,1-dioxide

by oral adwinistration eeeeaaenn 59
Food consumption of female rats (P) in preliminary

reproduction toxicity screening test of

thiophene, tetrahydro-,1,l-dioxide by oral administration «-«-«-«-- 60
Food consumption of dams (P) during pregnancy and lactation

periods in preliminary reproduction toxicity screening

test of thiophene,tetrahydro-,1,1-dioxide

by oral administration

- ——— = —— s T = w - - T



Fig.

8

Body weight of pups (Fl) on days 0 and 4 of lactation in
preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1, 1-dioxide by oral administration

.........



L3 D)

LI-AFLRF I ROFA 72 00T v bEMODIEDIESICL S %M
RER & T, MEREB Y OMENREREE, SRTH, ZRB LU R YO ERITIIIC IF T
DV THG L. 56, 700 mg/kgZ @il gt U, LAF 200 B L 60 mg/kg

Uie. ABEE UTBRCER MK S8 2 &=,
. Rigxs ot

LHE(PC NI T i

—HRIRIE B X OB R SE B, T00 mg/kegBETT 1/12 WllCEEB s . —HARIRER
BTIL, 700 mg/kgf T EDBN, FTHBLETRENSAS N, &5, 700 ng/kght T
RO NLY, sMEREEIARI L.

(K : 700 mg/kglBt THREMMOMKE DA S iz,

B E 700 mg/kgBE CREN A SN =,

Sl S ICEET 2 Ebh 3 2biEA6hzho k.

HEES BSICERT2LEbh2LEhigAshiadhrolz.

WIEHMERE RS ICRET 2 EEBEbh 3 EhiEAao b o=,

2. M (P)IC BIF T B

—MRIREB X IE RN - HTMEX, 700 mg/kgliT 1/12 Ml oshi=. —IRIER
BT, 700 mg/kgBt CHEDHENDH SNz, 728, 700 mg/kgBf THRED S 65 W =18,
BUEREEARE D .

RE : 700 mg/kglf Tk, B ANICMIMBIHAS R .

{REY & : 700 mg/kglt T, REAMBLUMEHICEMBA A S Lz,

Bl R - B ER T2 EbhiEtbidAohzhro .

BWEES 700 ng/kel Tk, RDODHENEEOTEIALONE.

BREMMEZRE  BH5CEBRTZ2EEBEDbh 38 bEALhEDP 5.

[T, Ehd 98k stk

1LEBMPIYOEREFEICRIETREE
FtSME, ZEFE, ZRMEHK 700 ng/kgft T, EERBORELAS N,
Za MR, TR, 2HKE, WERE  RECERRT2LEDNELEAL IR
Moz,
Zha®  ARSBLONBREDBICEEAS WAL &,

AR, BHRRB, BRFE  ERGFHLOMNERHRLORICEZEALShRD o 2.



PR W WS R R DR EC L REB A 700 mg/kghET 4/10 i8S 5N,

2B ER(F N RIS iy

R EVEG, MR, WE 0 NOBERE, Wi, Yk 200 B KU 700 mg/
ke#f €k, WO ROMKME, WEH 0 HOFERMOEMMEm DAL W=,

SEE R, Wk 700 mg/ket Tk, HERBOEM, HERDERBELASN .

—HRREE  BERSBLEYBRGICLIBEEERETAShRIo .

WE 4 HOHEERK, £, Mt 200 mg/kglEcik, WEH 4 o HERB O &M H
FAASNE. 700 mg/kglkcik, WE 4 BOFERBBLULEGERORMEI A S N1

HERBE  HGICHELEEZMEA D> S,

(R ;200 mg/kgBETix, Wi# 0 BL 4 BICHAEHOKEDRKMEHNAS NIz, 700
mg/kgBE T, WHEH 0 BLU 4 BICHEMEMNFEY, EEIBLVESHOKEDRKEMNAS
ni.

BIRATA . BSICEBRT 2 EBbhaEbizasohizdo .

MEDXSIZ, LI-YAFXFPFF P FOFA7 200 -l BEEOMEEEIX, it
Hee & 700 mg/kgik SIC LW CHIORE, KREOKMMHBB L FEAZORKEMED S
hEZ s 200 mg/kg/dayr E2oh3. £/, CMBEBHFORBERBRIE, £
& 700 mg/kg S L TH REREBLIVZHRRICEEIRDO N A>T M5 700 ng/
kg/day, T 700 mg/kefRk G LD HERVZFIEC LM REDoN LI LD S
200 mg/kg/day, REH¥ ik 200 mg/kgR S iC L RoEHNEOEM, WHEHE 0 BB LW
4 BoHERBOX@MEE MEDoNEZ LS 60 mg/kg/dayb EX 50 3
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LI-9FF 2 FF P72 FOFA 72 UDFLMCHRE L TALEIRE W8S OHE
ADEBEHET L8, 0ECD Guideline for Testing of Chemicals for
Preliminary Reproduction Toxicity Screening TestiofE-»7T, LI-VAFRIY RF 2
FOFAZ7x> 7y IS L EH @A, 49 HEBELTHEZ v i 1 H | [, 40~48
BRZFORS LB EREMAREZT O, MEGY ORI, XETH, ZBEBPIT
SRR EDEMITEICRIETREEBIIOWTHRA L 2.

7 ¥k

L. BERME B X HE &K

HBRPEDLI-PAFLRF RS E Fﬁﬂ"ﬂ'? x > (CAS No.126-33-0)ik, Fig.lic” ¥
LM EEHL, o F&: 120,17, @i - 8~10 °C, ¥ :285 °C, [Ld : 1.262(30 °C)
THbhH, FREBWTMOBEPHOWAERTH 2. YRS E, 1997 £ 9 F 22 HI

pofRibanze0EHOE{RE T
Lot No. ME 2973 %, EEL, THiBELTKZT %&288L). AF
Bk, KRMEZOHRVERBEZOZREHTORERIRELE. b, RSHHAT
BICYHRERTORESEZERVEBERERYER KRHAILEE., 20—
BiooWTHUEER, MR 97.3 %X Chh, SAMRBPERETCH o2 L HiER
Thix.

WkEUT, EFHKIBA, X2 RKERIKTIH, Lot No . 7TESI(AFED : 1997 F 7

H 24 O, (AR 2002 £ 5 A), ERREIEHALE.

LESREBLUBRERR

LI-PAF Y RF NI ERDF A7V @, ERETEICEFRBKTHERL THE L.
WRYEHTMERBSET L, RSBEFEKEITCERLE. NBEICIEFAKZRS L
2. %B, 10 BL 200 mg/mlo AL, PAREER - ELZHTT 7T HERFELT
HEEMHICBEEO RN EHERINTWEZS ' (Attached table 1), iz O W
AR E, | Aol L, B - BEEHTCHREL, ARE 7T HUNICEAL
. BEROBRBESREKITEEL L.

BEE5REOBLIUCHOESMARTORFEAL-SBEORSRAEATORRYERE 2
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IR NTH 270 M 75 7 BHOTHE L. ZORW, WY PTRIE & &R
? 98.8~101.9 %BTHb, diZ Ui iigEimm(RRlIEox 10 BUN)ZRL, i

AT ISR 7 A 5 7= (Attached table 2B L U 3).

S.EABMB LI URERME

1) BB LU RHK

BRI, BYEHBRICRA S h Tw %Sprague-Dawley Bl > » + [(SPF), Crj: CD
(SDYIGS] ZRIW/=, Bytik, 1998 (F 4 A 8 HICHAF v — R« UN—$AX &4 (B
HMEL Y =)o 8 B THEMS 62 IL2IMALE. AFHR | HOKERMBEIL, BEH
284~306 g, MEAS 174~200 gTH o 1=

2) BB L UHIME, BES I ER S UM [ AFRAIE

AFLEBYE, s BMOBRBUMBLUZ0® 7T OMOBME2ERTE. Z ORIz,
S HMDKREMES XCHE —BRRBOBFEE, FoICMIEILEH4EC 7 B OMER RS
WERIT>E., ~BREBLIVCHRERBICRSEVAONT, EHUEMUBRTCEELEADS
hahor-#WeEfEnsd L CHBRICAWE.

BEridid, 22— 2 2A0THKERBMICAOTEEBIC, MEAMEEIIIDEHD
FHAERBRTOHMPIZEF LI RDILSICESHERLCIT . BRTEOERRIMD
55, R HCHWESOEOIICHE 2 fleRY, MEMBELTIRRICBEDE=2 1) ¥
TREICHOE, TOMOBRRESLCEREE, REMEBIC o —F VKT THE AR
ARD & MMBEEE-BICEELDS L.

Bk, BE - BB PEAFOCHE S L IR AEBLIUVBRICLDZEEE
WY, BATBIZGRCLIREESLICESCFEEMHHLTCHANLE., 52, B
= BCAMr o Zr -V ICIERRES, AFEAD, A BL0HRE - YtBwESE
BMALEIRIVE, BHTBOZT—VIEERARES, B58, MBI UCHWES £
AL, BZTLXBAFTFLEZIARNVERD Tz,

3) MERUHBLUMEEN

Bk, B 20~26 C(ZEHRIE : 20~23 °C), BE 40~70 % (EHE : 50~67 %),
BIOE & 12 IR (DRBA @ FaT 6 Be~4 1% 6MF), MUREB 12 |/ K(Z7 4 V¥ —IT X DBk
BLUEFHER)ICHBINTVW2AES(EM 10 5F)CHEL =

Bz - SR 2T o L 2B WER S — 2 (W: 240 x D: 380 x H: 200 mm)% M W
Tl r—VY%E0) 5 RETOBMAEBELL, BAURBRERTFT YLV IRAES - D (W: 755
X D:210 x H: 170 mm)zAWTHERMBME LE. 2L, XERZXFT VYLV AW ENLT —
AT, BEE, Bk 8 ACA— b L —-TRBLUEKREBE(Y 7L —2, BR
Fr— WA - UN—(XEEI2ANEZTIRFv o8 —I(W: 310 X D:360 x H:

_14_

~ W e o e e - - W e~ - v -

e E—— TTY W Y W



(75 mu) i MBI L, BB RN ELEI YR, Y=V 02T, WwARKBEBITT S
ZF oy 28— @i LA 2 B L, ZFo v 2B My —2, 25700 AR
A7 -V BLOMME oL 2 M 1 MM EfTo~. &b, WS =0 &R
Dfei EHR)B LT 0.02 BXRUWIE A F S T LKABETDODIRD Ty 7 EIC L DL
HEllfro =, BIFWIMA FIFICERMLEEZY ) o 7 oM@l csn T, BikER
MIyrzLohBEEAShRP .

KBOMBERBLTERMEOTERIE, FELETLCHHEADLABR N L
VY —TEMUEREEHAF ¥y — I Z - JNR—RRUDPOBAFLE. ZOBE, 2
AT YRR CED - REBOEEATH - 1.

4) Bk & TR BRI

fRbE, AF®R 3 AHUAORE B (CRF-1, A1) T 7 VR LEAR S ) 2IGH

WICAN, BRICEREEL. FHLAAMO2FERE, UHEABARRIME Y
—BLUVA VS IVEBTIEHKAREPEAFLE.

R K, *ﬁk&h*ﬂ*@“fﬁmtﬁméﬂﬁ.Mmemﬁmﬁ%%ﬁ,&ﬁ
6 AHITECMIAAERRARMEREL vy —CEMLEREEZ AT L.

Pl R Mk RBESERIE, WIThSKRIEBZTCEDESLEMOBENTH - 1.

1.5 R, BS5HE, BN, REEBLUTRSHE

) BEEHBBLTES A&

LI-VAF L FF o FO0FA7c0d, #$BELTEOMICACEREIN 2 TaMED
ZiAohasahked, #5@3BELTHROKERERL ~.

BHCBRLTER, EBEEOEY vy 72ROMF 2R 708 L D R/FT 4 AR TV
EHEEREOT, MARBOKRES LA, SRR, KETEBRFHHIVWVEKRSHIIRGIE
WHEHOKERKEL L, 5 al/keTEE L. T, ZEABIREHBRELRS
AH20WERSHCGO AW EAOKRE 2, HRAMAPEER 0, 7, 14 BLWU 21 H
DRER, RLHEPIEIHE 0 HOKERLEEL L, S al/kgTCHELE. HERLANEF
Al 9 M 5 A~11 B 39 poMT, BES5EIKE 1 B 1 @&LE.

BEMEBOBMBITHMEES 10 BisTH b, KELHMEITEN 355~379 g, MM 209~
228 gTHoI-.
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2) BEHEIKE X OB i
KEREDGIL, DATFICAR UK QMRS e LT 3 Re&F L, T Mt
. L oMM, Mgt e 12 e LE.

i il B I £ 4y at () JECEH & =) RECTh i %)
FLEE RIB (VES ) 0 mg/keg 0 mg/mL) 001~012) 12(051~062

( 12( )
B2 1, 1=y AR b FE3b b 044727 60 mg/kg (12 mg/ml)  12(101~112) 12(151~162)
BIBE L 1=y 1¥YF 7RIEE0#4722 200 mg/kg (40 mg/mL)  12(201~212) 12{251~262)
( 12( )

BAlE L 1=y 439 7h5E 08472y 700 mg/kg (140 mg/mL) 301~312) 12(351~362

=

MEEAN BHEEDOCERR2UEMAFTCEBEENEZS vy bEH VDS 28 HHOREERS
BB (5 B - 0, 60, 200 BELT 700 mg/ke)io BT, 700 mg/keglt T & o
DETF, AEBLBEHEORLPEDSNE., 22T, YKok F&E, —MIKE,
KREBLCEBMHBIEZEORD NI LB TFREND 700 ng/kgmARE L, UTFTAL
FE#T 3.5 TBRU T 200 B L0 60 mg/kg& Ui, F/h, MEE LTHAEKGERAK) DA%
BRETAHARBERT .

3) 5
B 5 W&, OECD Guideline for Testing of Chemicals for Preliminary

Reproduction Toxicity Screening TestiZf-> T, #H T XEH 14 BMl&Z2DiE 35 B
Mao&it 49 gl e L, Mok 2lia 14 8/, TENME(RE 14 B, BIRWHES
BLUNE 4 DOSMRABETCOEE 41~50 HEE L=, &b, H5FHEB 2L |
B& LU~

S ERBLUREEHE

1) H#(P)

(1) — Ak A

—RREBE T O ME, HSMBACEESN - %0 1 8 2 @M(=EL, SR
AT 1 E DB L .

FEdlid, REABEDHICHMRL, BEBIUOBREEE 77 Vil 2~3 BEREIEE®
90 %7NI—NIREL, BEBLCHMIBRE 20 $PMEHERLY Y YV ICEERE L
B.oER, BBEPBLIUEELKE, HFELEEMERSERN L, HEAMEOCRELE.
(2) {hERE

REWE, 1HABC 2 EHEELE(HES : &5 1, 4, 8, 1L, 15, 18, 22, 25, 29, 32,
36, 39, 43, 46, 49 B L UHIKEH).
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(3) el ot

[ B, ASRCDHEA G 14 FIIRB KUl TR, s LERHC 2 @ U (5 4
M kS5 3, 6, 10, 13, 31, 34, 38, 41, 45 B L v 48 ).

(4) 7l

EENE, RS OBE(BY 50 ANZ T —F IVl ~ I R INRA & B B0 &
ERICHRL, MRBIXUMR LAOTREMELE. BB, ZSBERRERKAKETIR
LTHMERS LA, MBEBIORE EKRE, 77 ks 2~3 BMEZE, 90 %7
WIA—WIZTRELE. LIRS LR HEIE, 20 @@t Lre) VICEEL, REL
.

(5) MAMMFEME

MBI URBBELERRZS TR TREDRD N | #I(No.002) DK BE & Uil LM
i, BB TNT 74 AR ERLE.
AEESIUCSHR(T00 ag/ke} OB R B L UHER LK DWW TH-EREHEMTEARZE
L, HAAMERELZERLZ. 28, R DWW TIL, PASE X UH-ED E R € B4R
ALERUED, CAEDERIODVLTRREORE 2RO R >z, MEAECLLR
Doz, Ff, ARIECBVWTHHEDRES S L 200 mg/kgBfd 1 OB L UME LK
oW THREICHEEL .

2) NECP)

(1) B REBLVHECDH M

—REIREB LT C O AME, RS BRICEEES - g 1 B 2 BE(zzL, SEH
A BT 1 BHDER L .

UpliE, RRERLPICSHRL, EREASITEHKBERX, BE, ¥5, E, B
RBIUHEEE 20 $RMEEHALTY L ICEEL, REFLE. £, R, H-EREHE
WEAZERL, FEMEMENCREL .

(2) e/ H#

YR, R5MEE» XERBEHETEBE | @BARLE. &b, EEHE ER 2
HRACbhOETHREENEZEEE | DEFdHLE.

(3) AERE

REE, ERMAGA 14 BRB L REBRPICE 1 EBIKC 2 BOHER - %5 1, 4,
8, 11, 15, 18, 22, 256 B 29 BH), ERVB PR 0, 7, 14 BLT 21 HIZ,
HEYMACEME 0 BLU 4 Bczhzh#EL -,

(4) HEEHE

BRI, ZEPAMAT 14 HEE TR | Al 2 Bz L EKE0ER &5 3, 6,
10 BLY 13 BH). £, EREBIDEAER 2, 9, 16 BE Y 21 B2, WHLARB DWW
# 4 HIZHEL .

(5) ZREA B LMD

RREARAMMME, KEAMEK TREOZ T VKRBT CIERSIRY> S HOBE € 28I
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WL, SIKOH IS LD MROIESEMBLE. SKROMEDs NV, F¢9% 2 %
KOHB o K 0 B S ¢ THERFTOHFMER . £/, T, WRoEGEMEL,
BHes, FEBLUEE 20 YrPMEHRL ) DICBEL, RELE. BB, WHES2
GEKETER LTI ERSEE L.

(6) %> Uik 18 o ] 4%

LRI ER MRS, MIREORBEOAR, DK TOMRELEIR 21 Hb 5 44
25 HOFH 10 METHBEATo A, Fl 10 KBS TLTWESRSE, ZOHEMME
0 B& L.

(7) UTHR 25 FIOFRI 10 HETIZoB L Ab > Y

NEUR 25 BIODFHT 10 EClo R Lado ik, = —F VKB FCIARIKD 5 K
MBI ELEBICHNRL, SKOAEMIZIDIEROBREEMAL =, SROBH S AL
ik, FE% 2 BKOHBWIC LI D B I Y CEKRKEOFEFREZRH . £/, TIEMIE,
ROEZEMEL, WHE, FEELUESE 20 YbhEgHERLV) D ICBEZEL, REL
.RB, WREGEZHREAKBETCRLUTHAEZS BEH L.

(8) MiAREBOBEHE L UE W

BEEis, WiEiREEME 4 O CHBEMBL, HERMSEHNECLEEH D VWEWHE
4 HioZ—F7 )BT TR, RMBIEZ € BB L, SREMS X UHIKE
ERAE. NEEEZEREL, BR, FEBLUELZ 20 X PMEEHELY VICEE
L, RELAE. &8, WREGEZEXRARECHRLTCHSESSRLE L .

(9) FMALHMER &

GRS IE, BRICHE TS 7 AR EERL .

OGRS & U E A & (700 mg/kg)BEDBI B IC D0 CH-ES @IS AR 2 (B 48 U, 15 B LA
FMAEERL .

3) Rum(P)oEMRBEICRIET Y

14 HEE S U2 E BN T | & | CHASHOE THEHBRZEL . XEHRK
14 HERE L LT, ZRE2HEZT2ECOEKABRE L LE. 2EL, ZREMTFMHEC
Lzl RE#HAaEDENTERM oL 700 mg/keff DML, ZRMER 5 BICRE—8A
DERERODH 2MLMAELETERRXZELE., XREBRAEZSHFE-ERLALCTY,
BREACHFPELEIMREEMEALAMERLERIBYME LT, TOREEEK 0 HE LTE

BUM.

4) HER(F)

(1) HEHOBRE

HERICHRMERK S, KERK, FEREBLICARREOFHZEARL L. KE
Rk, 20 %rPiEEERV ) v ICBIEL, RELE.

(2) rER DB %

FERE, ~BMREBLCRCOEELEERMIEE | BRAELE. BCRE, 8%
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% 20 % MEBE R ) s L, RELE.
(3) tkik
fREE, g 0 HUHER)BLY 4 BICHEL .
(4) KR
AR, WE 4 HOBSRE TEHIC T —F O VMEr F T RIMIRD S RS s & -k

IR RO
6.4 &t F 8 5 E

AREREZEUFIERLEKS W, HBEE LLI-YAFY FF PS8 FO0FF 7200
BRGHOMTITY, GHE 5 %R (p<0.05)2HHEE L, 5 %kui(p<0.05)& | %k
W00t HITRRALE., HEROKREEX - HOoEWELHEERERELE. BB,
FRZEMDERBED —RIKE, KEBICEBMEREHPSRILE.

(e A&

RE(REB Y, HER), BEE, BEOK, ZRMEDYL, WRAKM [(2HBE(WH 0
H)-ZRMAE] , SKRER, SHERKCHT R +EERE), It R, rERLE,
o3 e 3 E(“tﬂf‘sﬁ?&(/af/}\ﬁx?}k)x 100] , RoE® ({(ME 0 Do HERM/FIKR
B)x 1001 , #AB, HRE [(FREHEEKB) X 100] , HER [(WHE 0HD K%
R/ & RE R A ¥ 100]  WiEH 4 BHOEERE, WE 4 HOEFER [((MF 4 Bot
FERH/WME 0 HOBHERK) X 100] , AEFRBHEE [(HhERRE B/ HERH) X
100] , VEIC(ME /M), WEDOHMA EE B LM EE, FEROREI RiE, &FFTCE
Wi LR EEHH LKL, 20%, Bartletti X iC X2 EFBMOBREETTW, 5
HMOBEICIE— BB ERIIL2H98AFM 2TV, AEZSEDunnettikic L hiror. —5F,
HofeldvoniaroBER, BUEEZRA UL —BEBERKRIC L2 24 (Kruskal -
WallisoWRE) %2 TV, BEZSEMEMALZFR M L /ZDunnett O MEKEIC LD IT> 2.

ZRE [((ZREIBDHE/ BEBWE)x 1001, ZhE [(ZHEMHK/ ZER LD
B)x 100] BLOHER ((FERMHEMEE /SHEMES)x 100] &, x ' RECLDIT-
.
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I. REBSHM
LLEMICRIZTHE

1) —A%4R7E(Table 1-1 B L 1-2, Appendix 1-1~1-4)
FE-B L BT HIL, MIBEE, 60 B LT 200 ng/keliTEBD LN D 0. T00 ng/
kghETik, 485 5 B4 1 BI(No.3IAEE L. HEHITRE, SECHDET —ARIREI
WEEHSNRP 1.

RGO —RERIEESRIC B LT, MIEEE, 60 B & T 200 ng/keB TR BRI 2B LT
WEROBYIZ 6 REEASA RS 5. 700 ng/keliTid, WEDBENHES 5~11 B
207 BT, REEMEEE 5~49 HIC 11 MIC, FRAES 47T Bho 48 Bic 1 @i, %
EAHES 43~46 BIC 1 flicAonr. 28, KK, K5EEM 6K 2~3 HAL N
b, BEOMMEE X I RRHEIERLICHL L, RSHEORWICEXZSEK 20 2
THROLENhZL B L.

2) A& (Table 2, Fig.2, Appendix 2-1~2-4)

60 mg/kgl¥Tix, MR LERRTOLWThOREBORELL L HAREZXAONRP o=,
200 mg/kgBE Tk, MBELEARTHES 4 HEKRBEOERAREHEMNAO N LD, ZORE
TS HERSB L, dMEELroMlicagRENEOORZVWI S, BHEFRE LETARSE
mholm. T00 mg/kgBE Tk, MBELLERTES 4~49 QLK EDARREEMA& 5N
.

3) {BEH & (Table 3, Fig.3, Appendix 3-1~3-4)

60 mg/kgBFE ik, MIEBHELE~NTHS 48 HICBHEODHERRSENAGNED, £S5
BIKELEEMLTIEZP o2, 200 ng/keB¥E T, HBHLLERTHES J BICBHEHED
ERLREEMIAONED, TOHRIKERCHESZ L, tBBELroBRICAREIZD SNV
s, BUHENESrAAaRI R, o8-, T00 mg/keBfTCiE, SBHELIEXTES 3

{

BLU 6 QiCiEMEEOARREELAS M.

4) ki (Table 4, Appendix 4-1~4-4)

700 mg/kgBE D EH (No 3INDNICBWTHBREIZAS N 1.

EFEFENCBO TR, SEEBETE, WAEE, WOKE LK, BEBLTMLIROEMHN
| iz o htz. 60 ng/kgBt Tk, WFNOBHIC L EHEASAE» >, 200 BL Y
700 mg/kgBE Tk, MM ROBRPL UMM RELAKDOEFHE | HllCHAL N, Ly
L, Thooffhid, WFhe@BROUFMELEI SN .
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5) ¥e @Gt (Table 5, Appendix 5-1~5-4)

60 B L 200 mg/kghF Tid, MIEMHLLLARTHRHOKRBILARAEZASNRL >,
700 mg/kght Tid, MR LILXTHBRHOKEOHFRREMMA S 1=,

ARGHEE S, MR LIEXTOThoOBRToMdB LT ARERIZOARELEEAs N

o=,

6) f5 AL A

(1) * 7 (Table 6-1, Appendix 6-1~6-3)

B M EOBMONMEEET 2 MIZ, 200 mg/kglET 1 FliZ, 700 mg/kglET 2 B
HoN, TNEDOREIEMBERE LW 700 ng/kglf CHFER L UEIE, 200 mg/kgft CH %
Thol. BMBORED ML, 200 BLY 700 ng/kgBf & | #HllcHsH, ZhoD
BT AT I CBE, 200 BXU 700 mg/kgft TRETH > 1=,

MBE LR BFOomM L P IBEE, 200 BL 700 mg/keBt, & | Hlicash, Theso
BEEVWITNESETH . HELAKBOERAHDABESL XU 700 ng/kgltc & 1
KA, TNOSDREEVWITNEBETH >~ K TPAZFMEDS 700 ng/kght T 1 #HlIZH
s5h, TOEBEEBEIRETH »7=.

2E, ChsDEGE, WIFhsLBAITHZ2 I eh e, MBHEL HTE WL,

(2) B (Table 6-2, Appendix 6-4)

FEEHI(T700 mg/kghf:No 31T i, MEBLUTHE EKICEBEEASGLRD 5/~

2. M (P RIET HE

1) —A%iL%E (Table 7~9, Appendix 7-1~7-4, 8-1~8-4 B LT 9-1~9-4)

SECB LWL, AEEE, 60 B LU 200 mg/kgBF TR N dh oz, T00 mg/
keBtcix, MiE 2 B2 1 HI(No.IS)DE T L. CEHITIE, REOMICERFRIZAS
Niah - /=,

EERMO—RRERFICBNT, SBE, 60 BL 200 mg/keBETCEBEBHMEAL T
WIhOBPICLBEEEA N o, 700 mg/kgBE ¢k, BEDHFENLIHERE 5~7 HIZ
4 iz, mEEhgs 5~28 Bic 12 #liz, & 0~21 HIZ 10 #HIiZ, MFH 0~3 HIZ 6
Bliaohi., 2, KK, B5E®RIPOHN 2 MEALONED, REDOMKLEHICH
SEREERLAICELL, B5UBOBHICEEEEREN 20 aTldoh{ko.

2) {KE(Table 10~12, Fig.4 B X 5, Appendix 10-1~10-4, 11-1~11-4, 12-1~12
-4)

REFHEATIS BN T, 60 B X 200 mg/kgBf CENBHLEXTOWTNOWED DK E
o ABEREASNRDP . 700 mg/kelf Clk, RBEELILATES 4~11 HIZHKED
HEZEEIAS M.
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ACH WA B DT, SRS S ML AT W T holllE DR & 788
ALNEho,

ME M B WT, SRRSO HEBEIEXTOThoOMEHDKEC S FRER
AHNBRM .

3) {86t (Table 13~15, Fig.6 B LW 7, Appendix 13-1~13-4, 14-1~14-4, 15-]~
15-4)

ZEPERTIC B NWT, 60 BET 200 ng/kgBEC R ML LT ThOME H O HEH
RICGARETADNRDP . T00 ng/kgBE Tk, MEEELIE~THES 3 BLY 6 HiZ
HEGOARREE AN,

HEBE MBIz B0 T, SBSREE S MMBBLILRTOThOMEE OBMEIC b K%
FHSNZMP o~

MEHEPIC BT, 60 BLU 200 ag/kgBf CEA MBH L LR THERBCERELAS
NP o, 700 mg/kghE Tk, MBHLIETHE 4 BEBHEOFRREEM A SN

=

4) #ik(Table 16, Appendix 16-1~16-4)
700 mg/kgBfDIE-H (No. 351)ic BV TR BEAS T2 T~.
EEMCBOTE, WTFThoBrsEBERBEIAEoN D o=,

5) #3E #H & (Table 17, Appensix 17-1~17-4)
60 B L 200 mg/kghE Tk, MBHLENTHURODKE, WROHEN S L UHNER
CHBEGFAOSNAD o, 700 mg/kgBETIk, NBH LR THROMUEEOARRS
EHELTEHRBDKREDEEREMEPAS N,

6) MEMMERE

(1) H#&1#(Table 18-1, Appendix 18-1 B L7* 18-2)

MEBEEE XU T00 mg/kgBE X b, WRICREIASA RIS L.

(2) BE-{5i(Table 18-2, Appendix 18-3)

SE (700 mg/kglt:No.351)Cidk, SRR HMAALNED, ZOREEXIEETH

2.
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0. £Rptal
LEBHYP)OEWMBELRIZTHE

[) JE45Mm & (Table 19, Appendix 19-1~19-4)

ZEEE T O B 5 WHEN (14 BB o S 80E, 60 B £ T8 200 mg/kght € iL o 06 8t & DI
FEEEARs N >, 700 mg/keBt i, HEAYMOILLTWAHD 4 HEHS N,
NBELHERTEERNBOFEREE AL M.

2) XRAMEDOY, REH, ZIMAS K 24 (Table 19, Appendix 19-1~19-8)
700 mg/kgBt D | ARV LB CERAMRINS. CRMEARE, &&GFL S
HNBREOMIZARERXAGNZP >, £/2, RERICH, SREHEABBEL ORI
HEREZEEAONL RS /2.
TNt E, AREEER LT 700 mg/kgfET& L H1, 200mg/kegBET 2 WAL N, HEED
SRAMERBIEL 10~12 Fled-f. UL, ZHECRERSHELIBHELOMICGEER
Aohgahos .

3) WFIRKARI B &L v MR #E(Table 20, Appendix 20-1~20-4)
IEIRMIRIE, BESHEGHBREMRTHEEEAOAR P2, SHIRECEH, O
THORE RS EASNRD o= .

4) ik, BEREH B L EKR%E(Table 20, Appendix 20-1~20-4)
SRGHLY, NBELLNTHRKY, EXRRABLUERBICAFREEIAON NS
=.

5) HERP X UM FHIKE(Table 20, Appendix 20-1~20-4)

MEEEE, 60, 200 B LU 700 ng/keBtr S HEEIL 100 B THo=. NBEBIIEHK
ERry, HEREBIELRESEA&sh R =D, 700 mg/kgB CIEL2HERMSEC LG
WhH 4 #(No.352, 357, 360 BLU 361)A6hT-.

LHER(FIHCRETEE

1) BHERESE L (Table 20, Appendix 20-1~20-4)

60 mg/kglf Tk, A LERTRBEERRBLIUMERIARETSOR R Mo,
200 mg/kglt T, NBELLERTABKOERRZEMOBA S WA, 700 ng/keft T HR
EREYPoNT, HECLBbOTEHRZVEEHEENS.

..23_



2) WA, WorElREB L e (Table 20, Appendix 20-1~20-4)

60 mg/kght Tk, MUMIBFLILXTRHDMBEHE, Wié 0 HoWwERK, LERE, HESR
BLUOHHICHEZEA WP o>, 200 ng/kglt Tk, ABEREEIEXTRHROENEDNE
BRAEM, ARARETIERVAME 0 DOWHEREOEMMPHANAS Wiz, 700 ng/kghf
Tk, MG THERBOTRREE, DERKBIXTNOBRIEOHERLE, §
BAREDshRLs OO, WidF 0 HOFERBORMEEHPHBHS M.

3) MAERD —KE, WE 4 HOEHFERY, WH 4 HOLFEBLIUTARREROBE
(Table 20, Appendix 20-1~20-4)

60 mg/kgf¥ Tk, AERLIERTHE ¢ HOEGFRE, WH 4 HOEFEEL LU
CHEZEEARShRP o=, 200 me/kgBf Tk, HBHEIEXTEHEEZEZTERODME
4 HoERYoEMEBMA =, 700 ng/kglt Tk, HBEELILSTHE 4 HO%E
FREBLXUOEFELEOERREKREIASNE.

HERONARBETIE, HNBETIEEDY | flicashizd, SHRSHLOEFRCRE
Fashizhoi.

HWERD —RIRETIE, EHLIAREIOSN R > L.

4) s EE oK E(Table 21, Fig.8, Appendix 21-1~21-4)

60 mg/kgBEClk, MBREILL~NTHE 0 HOMFHIKEDOFR REMENAS N EH,
200 mg/kgl¥f TEWHE O HOMHENFHBILICEFYoREBECFRENSZDOONZNWI &
o, FRELCLZDOTIRARVWEHEINS.

200 mg/kgB¥ T, HBHLLERTWE 0 BBLY 4 HOBEHOKEDFRREMH
H BTz, 700 mg/kgfETIk, ABBELIEXTWEH 0 LU 4 HOMERNFE, BELHSB
LVEEHOKEOERREBELH SN,

5) £ER O I M (Table 22, Appendix 22-1~22-4)
MEHTERY | MNRER . BE)CAONEOART, SRSHLOEERICER

HoNEMol.

6) R oE B’
L, WThICLBRERZALON L.
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LI-PAXFY RF RS ROFA 720059 MEHWBEIIHESICX DM
AR E o, REME B o MEIREE e, R, ZIRBIOBRED BT RIFETE
B oW THRE LA, Fed&ik, 700 mg/kgx &t L, LUF 200 B LU 60 mg/kge L
Fro A8 L UTBERGER MK RS BER R -

HE(PYCBAL TIE, JECHIE 700 mg/kelET 1/12 BlIZEEB 6 h i, ETHITE, —i%RK
EBIUTHRAMACHLIRERABTEIADO ML o= 0D, KEHLIEASNTWS
Sl MBHEICKSCEMEREIONAZNIEDS, HRWEESICK D b O L MK
L. —MiRuEpleecix, 700 mg/kgBf CHEDIEN, THIEE L THRIENA#L N, £,
700 mg/kgfF CHRYBERICIKREVGRDOh, BRGOMKL LI HROBAKRIEE R
0D, RELCHETZLEZONA MO MBEEREIASW AR>S, BHRY
HomBMHIo LIS Lo h, GiEREEAaRI Doz, KEB X TEHEIC
BT, 700 mg/kght TEXR S MM 20 U CHRBMMNO IR, 5 )12 12 60 & oK i HS
G, UL, SIBLURTEECR, S5 CERTZERDA S LiEasn D
Sl BEBLUHREAOREMAMEMBELLBWT, RECRET 2 EEEbh 2 ELE
HoNgbhof. B, v bE2AVE 28 HRRERSSHEXR BV TSH, 700 ng
kg G5 TR CHBLUVREERZD s NWEBZVWSoD, BREHORK T, FEBITIBEED
BLDBHELNTWNS.

f(P)izBg L Tk, FETHIIE, 700 mg/kgffT 1/12 BliciZoohnl=. —RIREEHRETE,
700 mg/keBf CH EDIENMNA LN, 700 mg/keglf CHRESERIC —BHEOREMNA DS N
Eh, MEXERICHEHEEREEARI R o2 REIZBWT, 700 mg/kehf TR ZZEATIC
M sAe . BESICHBWT, 700 mg/keBt Tk, KEATE L UMW ERICKEDSA
. £72, 700 mg/kgBE TR DM BEBROHERRSMHAH 6 iz, 7K IEMHAMFRE
TikxEfhizashah o=,

LEMoT, SBREHTIEBIZ L,LI-VAF Y RF I ROFAT7 20 D—fzaitk
FHEEMEd, MiELH 200 mg/kg/dayr B2 5N 5.

BEmP)OERBBEIIN LTI, Bl LKL ICHE, BREKD X U008 R ORI H
EMBELCPBVWTESICERN T3 EEbh 2 A bEaohizholk. £, WTholfe b
XREEBLIUZhBIEEZEEITIRAD N o=

REMEB, AR, MEUREAR, HERE, BRES, 2BRREBLCWMERETIE,
BHCEERT 2 EEDbh2E{EAShEP . ULAE L, 700 mg/kgfECid, BERHAD
AhTtuwath 4 fiEDHsSHh, REMKOKENRAONE. £/, BT, HEHICH
ERBPEFIFECLEBHTD 4 HlEAHSh .

HAERFNTH LT, 200 mg/kefi CIETHAE 0 BOFERMBLTWE 4 HOHER
BoEEEmdriHshz. 700 ng/kelfcik, EERFOSHEBIUME 0 HOoOHERHK
DEBEHER, ROEME, WER, WE 4 HONERBBLTCEGFEORKEIAS M.
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F /-, 700 mg/kglbcik, WiFf 0 BLU 4 HICHMEMEE, BEMBLTERITOKRED

KD AN, B, 700 mg/keff Tl 0 LU 4 HEBO s h EEEFHOKEDIK

i, EERBBLICEYERBOM M ES> 2 E 2o s, £/, 200 mg/kglt CiX,

W& 0 BL 4 HEWEEHDKEDEXMMASHED, EERBOBLCHES BheH

Aoh3. AEBRTIE, #BRGHLORGCLIIEEEAOARP o=, —ARETIE,
o

BREHEORGCLIMBEEREAS N AP oL, HRICBLWTE, ZiEALRRDL

<> 7=.

LEnLS, LI-PAFL FF M FOFA 700 - BNFORZEREL,
X d 700 mg/kegR G L OB EHDORER, KEOMMMEE L CHEMBEORMEIEZD S
hizZkms 200 mg/kg/dayk £ 6hd. £/, EMBEGM SN REe®REE, #T
£ 700 mg/kef 5 LT L RERBLURBBLLCREIRD oG S 700 ng/
kg/day, METiE 700 mg/kgi¥ 5 KD ERM LG CLEGERMBRDOREZI LS
200 mg/kg/day, R Tk 200 mg/kgk SlcL D RoELRORKME, iEF 0 HB LY

¢ HOFERBOKEERMNEH SN EZI EH 5 60 ng/kg/day X 5N 3.

X Bk
1) FLI-VAF Y RFT RS EFOFAT 20 ORBHOREN TR
By (ARES : 09201TP) (X REHASA A VY —F 5 — HBIHFEAT)
2) rroerFOFA7z0-1L1-PFFFO5y bEMWS 28 OH
OREERSHBEERR) MEEA FEEVHZZ2MAEFR (KREFS ;0 94-056) REH®

2 =
=
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Table 1-1 General signs of male rats (P) in preliminary reproduction toxicity screening test of thiophene,tetrahydro-,!,1-dioxide
by oral administration
Group Number of males Days of administration
(mg/kg) and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 8 19 20 21 22 23 24 25 26
Control 0 | Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12
60 { Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12
thiophene, 200 | Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12
tetrahydro-, Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1,1-dioxide 700 | Number of males 12 12 12 12 12 1t 1t 11 11 11 11 1p 11t o1 1 i1t 11111 111111
Normal 12 12 12 12 7 66 2 1 8 5 8 3 56 5 6 5 3 5 5 5 6 4 5 7 6 6
Soiled fur ¢ o0 0 0 3 3 7 7 1 1 1 0 O O O O O 0 O O G O O O 0 O
Salivation 6 6 0 0 2 4 6 5 2 5 2 8 6 6 5 6 8 6 6 ©6 5 7 b6 4 5 5
Death o 6 0 0 ¢t 0 ¢ 0 0 0 0 0 O 0 0 0 O O @ ¢ 0 0 O 0 0 O
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Table 1-2 General signs of male rats (P) in preliminary reproduction toxicity screening test of thiophene,tetrahydro-,1,i-dioxide
by oral administration

Group Number of males Days of administration

{mg/ke) and general signs 27 28 29 30 3t 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50 ‘*Total

Control 0 | Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -

60 | Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -

thiophene, 200 | Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

tetrahydro-, Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -

1,1-dioxide 700 | Number of males S S S 1 T A 5 A 1 A N 1 A 5 S & A RS O I | 1 1 11 1 o o111 12
Normal 6 6 5 5 5 6 7 6 4 4 5 8 3 6 5 4 5 6 1 3 2 5 5 1 -
Soiled fur o ¢ 60 0 o0 0 0 O O O O O O O O ¢ o0 0 1Y O 0 0 0 0 7
Salivation 5 5 6 6 6 5 4 5 7 7 6 3 8 5 6 7 5 4 9 7 8 5 6 0 1t
Diarrhea 6 0 0 0 0 0 O O O 0 O 0O O O O O O O O O 1 1 0 O 1
Loose stool 6 ¢ 0o 0 06 0 00 60 0 90O0OO0OCOO0CT1T 1 1 1 0 0 0 O 1
Death o 0 0 ¢ o0 0 0 O 0 0 O O O O O O O O 0 O O 0 0 o0 1

#: Number of males showing abnormal signs at least once from days 1 to 50 of administration.



Tabte 2

by oral administration

Body uweight of male rats (P} in preliminary reproduction toxicity screening test of thiophene,tetrahydro-,1,1-dioxide

Group Control thiophene, tetrahydro-,1, t-dioxide
(mg/kg) 0 60 200 700
Number of males 12 12 12 12
Days of admin~
istration i 387.2 % 6.7 366.6 5.8 367.1 = 6.2 366.8 % 5.5
4 382.0 * 10.5 379.7 % 7.0 372.3 % 8.9x 322.5 * 9.8xx
8 393.5 £ 11,7 391.8 £ 8.4 386.5 £ 101 322.0 = 18.46xx (11)
11 403.5 = 141 403.0 £ 13,0 399.6 £ 13,1 341.6 % 14.6xx  (11)
15 419.3 = 15.7 416.8 £ 146.4 417.5 = 141 370.5 = Y4 1xx (1)
18 428.3 = 16.9 §27.3 £ 16,4 420.5 £ 11,5 373, 2 Y4 6xx (1)
- 22 445.9 = 15.4 442, 4 % 16.1 439.0 = 12,9 399.7 = 18.2xx (11)
25 452.3 = 18.2 453.2 = 17.7 450.2 £ 13.6 411.7 £ 21.8xx  (11)
29 | 469.9 = 19.7 473.3 +  23.7 467.5 £ 13.¢4 426.8 = 20.46xx  (1t)
32 474.5 = 21.0 474.5 22,2 473.2 £ 15.1 432.9 ®  2)l.1xx  (11)
36 479.8 £ 23.3 479.0 = 20.6 479.6 *+ 15,4 436.4 £  20.4xx  (11)
39 486.4 £ 23.7 485.7 £ 24.9 485.9 = 14.3 4401 = 20.1xx  (1%)
43 493.1 % 25.4 492.2 * 26.7 494,2 £ 12.1 442.8 £ 19.7xx  (11)
46 495.9 +  24.2 494.5 + 27,1 496.7 £ 13.9 448.2 *  17.8xx (1)
. 49 500.9 + 25.4 503.3 + 25.8 501.7 £ 13.2 449.4 *  21.9xx (11)
Each value shows mean (g) * S.D.
g Figures in parentheses indicate number of males.
I Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 3

Food consumption of male rats (P)

by oral adminisiration

in preliminary

reproduction toxicity screening test of thiophene, tetrahydro-,1, 1-dfoxide

Group Control thiophene, tetrahydro-,1,1-dioxide

(ng/kg) 0 60 200 700

Number ot males 12 12 12 12

Days of admin-

istration 3 26,9 %= 1.9 27.1 %= 1.3 24.0 = 2. 3xx 13.1 = 2.8xx
6 27.6 = 1.8 28.9 1.7 26,9 % 1.4 12.4 = 4,9xx (11}
10 27.6 % 2.2 28.9 %= 2.3 28.1 % 2.0 28.1 % 2.2 (1)
13 27.7 = 1.6 28.1 = 1.4 28.0 % 2.0 27.2 *x 1.9 (1)
31 25.2 = i.6 25.7 % 1.8 2601 % 1.4 26.3 * 2.5 (1)
34 25.5 = 1.5 26.7 =+ 2.7 26.8 * 1.8 26,4 % 2.2 [GAD)
38 25.3 * 1.1 26,2 * 2.4 25.5 = 2.0 26.0 = 1.8 (1Y)
41 25.5 % 1.2 26.7 3.5 25.6 % 2.0 24,9 % 2.1 [GRD!
45 25.3 % 3.2 27.6 % 3 25.3 * 2.2 24.8 % 2.4 [GRD]
48 24.5 + 1.6 27.4 + 3.1x 23.6 2.1 24.0 3.1 (11)

Each value shows mean (g/day) = S.D.

Figures in parentheses indicate number of males.

Significantly different from control (x: P<¢0.05, xx: P<0,01).
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Table 4

Necropsy finding of male rats (P) in preliminary reproduction toxicity screening test of
thiophene, tetrahydro-,1,1-dioxide by oral administration

Group Control thiophene, tetrahydro-,1, 1-dioxide
(mg/ke) 0 60 200 700
Number of males 12 12 12 11
Normal 11 12 11 10
Testis
Atrophy 1 0 1 1
Epididymis
Atrophy 1 0 1 1
Seminal vesicle
Atrophy 1 0 0 0
Prostate
Atrophy 1 0 0 0
Number of dead males 0 0 0 1

Normal
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Table 5 Organ weight of male rats (P)

by oral administration

in preliminary reproduction toxicity screening test ot thiophene, tetrahydro-,1,)-dloxide

Group Control thiophene, tetrahydro-, 1, 1-dioxide
(mg/kg) 0 60 200 700
Number of males 12 12 12 11
Body weight (g9) 504.2 %= 26.3 505.9 = 25.7 505.8 * 14.9 454.3 x 22.2xx
Testes (g) 3.118 t 0.720Q 3.287 = 0.182 3.225 £ 0.750 2.961 = 0.808
(g%) 0.619 = Q.143 0.652 = 0.054 0.640 = 0,153 0.655 = Q.187
Epididymides (9) 1,172 = 0.2246 1.230 = 0.083 1.2117 x  0.222 1.087 = 0,234
(gZ) 0.233 * 0.048 0.243 * 0.020 0.241 £ 0.045 0.24) £ 0.052

€ach value shous mean * S.0D.
Significantly different fronm

contrel (xx: P<0,.01).



Table 6-1 Histopathological finding of male rats (P) in preliminary reprodhction toxicity screening test of thiophene,tetrahydro-,1,1-dioxide

by oral administration

_98_

Group Control thiophene, tetrahydro-,1, 1-dioxide
(mg/ke) 0 200 700
Incidence & (Grade N A s 2+ 34 + 2+ 3+ | N A ri + 2+ 3+
Findings
Testis [12] 1 [11]
Atrophy, seminiferous tubule 0 2 0 0 1 0 0 0 1 9 2 0 1 0 1
Proliferation, Leydig’ s cell 11 1 1 0 © 0 1 0 0 10 1 0 t 0 0
Epididymis [12] 1 [11]
Decrease, sperm 11 0 0 1 0 0 0 1 10 1 0 0 1
Vacuolization, duct 11 1 0 0 0 1 10 1 0 1 0 0
Spermatic granuloma 12 0 1 10 1 0 1 0 0
Grade of histopathological finding: *: slight, +: mild, 2+: moderate, 3+: marked.

N : No abnormality detected.
A : Abnormality detected.
[ ] : Examined number of males.

No remarkable changes were seen in seminal vesicle and prostate from a rat(Male No.002).
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Table 6-2 Histopathological finding of dead male rats (P) in preliminary reproduction toxicity screening test of

thiophene, tetrahydro-, 1, 1-dioxide by oral administration

Group thiophene, tetrahydro-,1,1-dioxide
(mg/kg) 700

Incidence & Grade N A + + 2+ 3+

[ 1]

Testis and epididymis 1 0

N : No abnormality detected.

A : Abnormality detected.

[ 1 : Examined number of females.
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Table 7

General signs of fewale rats (P} in preliminary reproduction toxicity screening test of thiophene,tetrahydro-,1,1-dioxide by oral administration

Group Number of females Days of administration

(me/kg) and general signs§y 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15%x 16 17 18 19 20 21 22 23 24 25 26 27 28 29 ‘ptal

Control 0 Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 6 2 O O O O O O O O O o0 O 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 6 2 ~- - =~ ~ - - ~ - - - - -

60 | Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 &6 2 @ O O O O O O O O O O 12

Normal 12 12 12 12 12 12 12 12 2 12 2 12 12 12 12 7 5 2 - - - - = - ~ - - - - -

thiophene, 200 | Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 5 4 O O O O O O O O O O O 12

tetrahydro-, Normal 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 6 5 4 - - -~ - - - - - - - - -

1,1-dioxide 700 | Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 9 7 5 4 3 3 2 2 2 2 2 2 1 1 12
Normal 12 12 12 12 7 12 8 9 1t 9 9 7 7 8 9 7 5 3 3 1 3 2 2 t 2 1 1 0 1 -
Soiled fur o 0 o 06 2 0 2 O 0 0 O O O O O O O GOC O OC OO OGO GO OC O0 0 0o
Salivation o 0 0 ¢ 3 0 4 3 { 3 3 5 5 4 3 2 2 2 1 2 0 0 0 t O t t 1 0 12

x: Commencement of pairing.

¥: Number of females showing abnormal signs at least once from days | to 29 of administration.



_68_

Table 8 General signs of dams (P) during pregnancy period in preliminary reproduction toxicity screening test

of thiophene, tetrahydro-,!,1-dioxide by oral administration

Group Number of dams Days of pregnancy
(mg/kg) and general signs {0 1 2 3 4 5 6 7 8 9 10 i1 12 13 14 15 16 17 18 19 20 21 22 ‘*Total
Control 0 Number of dams T O U R 1 SN 1 A T 1 NS 1 AN O A N S 1 AN AN © (RS 5 S SN & S © A & S 1 A B A 11
Normal )G U S O S S N S & S 5 S B G D S S & A 5 S O S S A & S O S T § B § G4 -
60 | Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 2 2 12 12 12 12 12 12 12 12 1 12
Normal 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 2 12 12 12 12 1 -
thiophene, 200 | Number of dams 10 10 10 t0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 O 10
tetrahydro-, Normal 10 10 10 10 10 10 10 10 10 10 10 10 tO 10 10 10 10 10 (0 10 10 f0O - -
1,1-dioxide 700 { Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 O 10
Normal 8 7 3 7T 6 7T 7T 5 6 4 6 4 5H 8 4 3 2 5 ¢ 5 8 7T - -
Salivation 2 3 7 3 4 3 3 5 4 6 4 6 5 2 6 7T 8 5 1+ 5 2 3 - 10

#: Number of dams showing abnormal signs at least once from days 0 to 22 of pregnancy.



Table 9 General signs of dams (P} during lactation period in preliminary reproduction toxicity screening test
of thiophene, tetrahydro-,1,1-dioxide by oral administration

Group Number of dams Days of lactation
(mg/kg) and general signs | 0 1 2 3 4 *rotal
Control 0 Number of dams 11 11 1111 11 11
Normal 11 11 11 11 11 -
60 ) Number of dams 12 12 12 12 12 12
Normal 12 12 1z 12 12 -
thiophene, 200 | Number of dams 10 10 10 10 10 10
tetrahydro-, Normal 1 w0 1w 1w 10 -
1, 1-dioxide 700 | Number of dams 10 10 7 5 5 10
Normal 5 8 5 3 5 -
Salivation 5 2 1 2 0 6
Death 0 0 1 0 0 1

#: Number of dams showing abnormal signs at least once from days 0 to 4 of lactation.

_017.-
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Table 10

Body weight of female rats (P)
of thiophene,tetrahydro-,1,1-dioxide by oral administration

in prelimipary reproduction toxicity screening test

Group Control thiophene, tetrahydro-, 1, 1-dioxide
{(mg/kg) 0 60 200 700
Number of females 12 12 12 12
Days of admin-
istration 1 218.3 % 5.5 218.3 =+ 6.1 218.8 = 6.0 218.6 % 5.8
4 218.4 % 6.5 216.1 = 7.9 213.3 + 6.8 195.1 = 6. 6xx
8 224.2 % 9.0 219.8 = 7.1 217.9 %= 7.4 201.3 = 6. 8xx%
1 229.4 % 6.5 225.1 = 8.6 222.8 * 7.9 216.3 = 9. 1xx%
15 234.3 = 7.9 231,06 = 10.9 230.7 = B.7 226.7 % 11.2
18 250.0 2) 253.5 2) 243.3 % 1.7 4) 245.0 x 13.3 5
22 258.90 ( 2)
25 272.5 ¢ 2)
29 270.0_ 1)
Each vatue shows mean (g) * S.D.

Figures

Significantly different from control (xx:

in parentheses indicate number of females.
P<0.01).
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Table 11

of thiophene,tetrahydro-,1,1-dioxide by oral administration

Body weight of dams (P) during pregnancy period in preliminary reproduction toxicity screening test

Group Control thiophene, tetrahydro~,1,1-dioxide
_{(mg/k9) 0 40 200 700
Number of dams 11 12 10 10
Days of pregnancy
0 240.4 = .9 236.8 = 11,9 236.9 = 8,9 235.5 *  23.1
7 272.8 * 8.1 269.2 + 14,0 267.8 % 9.7 262.8 £ 16,0
14 305.9 = 11,46 300.3 14,1 295.0 £ 12.2 291.9 =+ 15,1
21 388.8 =+ 18.0 3g3.1 +  22.1 375.5 * 14.4 369.1 + 29.8
Each value shows mean (g) = S.0.
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Table 12

of thiophene, tetrahydro-,1,1-dioxide by oral administration

Body weight of dams (P) during lactation period in pretiminary reproduction toxicity screening test

Group Control thiophene, tetrahydro-,1,1-dioxide
(mg/kg) 0 60 200 700
Number of dams 11 12 10 10
Days of
lactation ¢} 276. £ 14,3 269.9 % 265.0 % 9.2 269.4 = 3.
4 2%2.9 =+ 17.2 290.3 284.3 * 16.5 272.2 * 12. 5)
Each value shows mean (g) * S.D.

Figures in parentheses

indicate number of dams.
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Table 13

of thiophene, tetrahydro-,1,1-dioxide by oral administration

Food consumption of female rats (P) in preliminary reproduction toxicity screening test

Group Control thiophene, tetrahydro-, 1, 1-dioxide

(mg/kg) 0 40 200 700

Number of females 12 12 12 12

Days of admin-

istration 3 16.3 % 1.7 15.0 2.0 14.7 %= 1.7 9.1 % 1, 1%x
6 18,0 % 1.4 17.5 £ 2.2 7.4 * 2.0 10.4 = 2. 4xx
10 18.8 % 1.4 18.7 % 2.2 19.0 =* 2.6 20.7 % 1.7
13 17.9 & 2.3 17.8 & 2.3 18.6 =+ 2.1 19.5 * 3.3

fFach value shows mean (g/day) = S.D.

Significantly different from control (xx: P<0.01).
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Table 14 Food consumption of dams (P) during pregnancy period in preliminary reproduction toxicity screening test

of thiophene,tetrahydro-,1,1-dioxide by oral administration
Group Control thiophene, tetrahydro-, !, 1-dioxide
(mg/kg) [4) 60 200 700
Humber of dams 1" 12 10 10
Days of pregnancy
2 21.0 % 1.7 20.9 * 3.1 21.0 %= 2.1 18.7 = 2.2
9 23.0 * 1.8 22.9 = 1.8 22.9 = 2.0 21.2 > AR
16 22.5 % 0.9 22.3 * 2.3 21.4 * 1.7 22.6 * 2.2
21 20.2 % 2.4 19.4 * 2.2 20.3 + 1.4 21.5 =+ 2.7
Each value shows mean (g/day) = S.0.
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Table 15 food consumption of dams (P) during lactation period in preliminary reproduction toxicity screening test

of thiophene,tetrahydro-,1,1-dioxide by oral administration

Group Cantrol thiophene, tetrahydro-,1, 1-dioxide

{mg/kg) 0 60 200 100
Number of dams i1 12 10 5
Days of

lactation 4 30,3 + S.1 30.2 + 4,1 29.8 4.9 18.4 + ?.8xx
Each value shouws mean (g9/day) * S.D.

Significantly different from control (xx: P<0.01).
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Table 16 Necropsy finding of female rats (P) in preliminary reproduction toxicity screening test of
thiophene, tetrahydro-,1,!-dioxide by oral administration

Group Control thiophene, tetrahydro-,1, 1-dioxide
(mg/kg) 0 60 200 700
Number of females 12 12 12 11
Normal 12 12 12 11
Number of dead females 0 0 0 1
Normal - - - {




— o~

Table 17 Organ uweight of female rats (P)

by oral administration

in preliminary

reproduction toxicity screening test of thiophene,tetrahydro-,1,l-dioxide

Group Control thiophene, tetrahydro-, 1, 1-dioxide
(ma/kg) 0 60 200 700
Number of dams 12 12 12 11
Body weight (g) 28%.0 =+ 21.3 290.3 * 19.2 284.0 % 15.0 268.3 % 14.2x
Ovaries (mg) 94,79 £ 11.71 ?5.51 = 11,57 98.39 = 10.42 108.63 * 17.99
(mg%) 32.90 # 4.36 33.04 * 4.62 34.66 * 3.33 40.45 + 5.92xx
Each value shous mean * S.0,
Significantly different from control (x: P<0,05, : P<0.04).
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Table 18-1

thiophene, tetrahydro-,1,1-dioxide by oral administration

Histopathological finding of female rats (P} in preliminary reproduction toxicity screening test of

Group Control thiophene, tetrahydro-, 1, I-dioxide
(mg/kg) 0 700
Incidence & Grade N A *r + 2+ 3+ N A + + 2+ 3+
[12] [11)
Ovary 12 0 11 0
N : No abnormality detected.
A : Abnormality detected.
[ 1 : Examined number of females.
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Table 18-2

Histopathological finding of dead female rafs (P) in preliminary reproduction toxicity screening test of

thiophene, tetrahydro-,1,1-dioxide by oral administration

Group thiophene, tetrahydro-,1, 1-dioxide
(mg/kg) 700
Incidence & Grade N + + 2+ 3+
Ovary [ 1]

Hemorrhage 0 1 0 0 0

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

N : No abnormality detected.
A : Abnormality detecied.
{ 1 : Examined number of females.
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Table 19 Number of estrous cases and reproductive performance of male and female rats (P) in preliminary reproduction toxicity screening test
of thiophene,tetrahydro-,1,1-dioxide by oral administration

Group Control thiophene, tetrahydro-, 1, 1-dioxide
(mg/kg) 0 60 200 700
Number of females 12 12 12 12
Number of estrous cases before mating (14 days)
Mean*S§.D. 3.5+ 0.5 3.3 0.5 3.2+ 0.4 2.2+ 0.9 #x
Number of males 12 12 12 11
Number of males with successful copulation 12 12 12 10
Copulation index (%) * 100.0 100.0 100.0 90.9
Number of females 12 12 12 12
Number of females with successful copulation 12 - 12 12 11
Copulation index (%) Y 100.0 100.0 100.0 g1.7
Number of conceiving days
Mean®S.D. 2.3+ 1.2 2.2+ 1.2 2.3+ 1.4 3.5+ 3.6
Conceiving days 1-5 12 12 12 g
Conceiving days =86 0 0 0 2
Number of pregnant females 11 12 10 10
Fertility index (%) © 91.7 100.0 83.3 90.9
Number of pregnant females with live pups 11 12 10 10

a): (Number of males with successful copulation / number of males) x100.

b): {Number of females with successful copulation / number of females)x100.

c): (Number of pregnant females / number of females with successful copulation)x100.
Significantly different from control (#*: P<(.01).



_Zg_

Table 20
by oral administration

Observation of pups (F1) in preliminary reproduction toxicity screening test of thiophene,tetrahydro-,1,1-dioxide

Group Control thiophene, tetrahydro-, 1, 1-dioxide
(mg/kg) 0 60 200 700
Number of dams 11 12 10 10
Length of gestation (days) 22.18 + 0.40 22.08 £ 0.29 22.00 £ 0.00 22.00 + 0.00
Pregnancy days < 21 0 0 0 0
Pregnancy days = 22 9 11 10 10
Pregnancy days = 23 2 1 0 0
Corpora lutea 16.4 + 1.3 16.8 + 1.4 17.7 + 2.2 17.0 = 3.3
Implantation scars 15.5 £ 1.2 15.7 £ 1.9 15.6 + 1.8 15.8 + 3.2
Implantation index (%) a) 94.5 + 4.1 93.4 £ 7.1 88.4 + 4.7 92.8 £6.3
Gestation index (%) ¥ 100.0 100.0 100.0 100.0
Live pups born 14.9 + 1.9 15.0 = 1.9 4.1 = 1.6 11.3 = 4.7
Sex ratio at birth ¢ 0.98 * 0.67 1.12 = 0.55 1.73 £ 1.09 0.78 £ 0.33
Sex ratio on day 4 of lactation © 0.98 X 0.66 1.12 + 0.55 1.73 £ 1.1 0.92 = 0.64 (5)
Birth index (%) ¢ 96.3 + 6.5 95.8 + 4.8 90.5 £ 5.1 * 71.6 * 26.2 *=
Dead pups on day 0 of lactation 0.3 + 0.5 0.2 0.4 0.2 +0.4 3.6 4.4 *x
Pups born 15.2 + 1.7 15.2 = 1.7 14.3 = 1.8 14.9 + 3.4
Delivery index (%) © 98.1 £ 4.5 96.9 + 4.0 91.8 £4.1 * 94.0 + 6.7
Live birth index (%) 98.1 * 3.3 98.8 + 2.8 98.7 + 2.8 75.9 + 26.2 %+
Live pups on day 4 of lactation 14.8 + 1.8 15.0 £ 1.9 13.7 £ 1.3 4,0 = 5.6 *x (9)
Viability index (%) © 99.5 + 1.8 100.0 £ 0.0 97.3 £ 3.5 29.2 + 40.4 *x (9)
External anomalies (%) ™ 0.7 + 2.4 0.0 £0.0 0.0 £0.0 0.0 + 0.0
Anury (%) 0.7 +2.4 0.0 £0.0 0.0 £0.0 0.0 £ 0.0

Each value shows mean + S.D. per dam.
Figures in parentheses indicate number of dams.

Significantly different from control (*: P<0.05, #x: P<0.01).
a): (Number of implantation scars / number of corpora lutea)x100.

c): Number of male pups / number of female pups.

e}: (Number of pups born / number of implantation scars)x100.

g): (Number of live pups on day 4 / number of live pups born)x100.

b): (Number of dams with live pups / number of pregnant dams})x100.

d): (Number of live pups born / number of implantation scars)x100.

£): (Number of live pups born / number of pups born)x100.

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

’



_Sg_

Tahle 21

screening test of thiophene,tetrahydro-,!,1-dioxide by oral administration

Body weight of pups (Fi) on days 0 and 4 of lactation in preliminary reproduction toxicity

Group Control thiophene, tetrahydro-, 1, 1-dioxide
(mg/kg) 0 60 200 700
Number of dams 11 12 10 10
Male weight
Days of lactation
0 6.64 =+ 0.31 6.15 £ 0.42 % 6.22 £ 0.38 5.44 = 0.52 %=
4 9.92 + 0.75 9.63 + 1.16 9.57 + 1.03 6.63 = 1.41 xx (4)
Female weight
Days of lactalion
0 6.20 = 0.30 5.88 £+ 0.33 5.80 & 0.44 4.93 £ (.46 #=
4 9.25 + (.84 9.19 = 0.9 9.18 + 1.3l 5.68 &+ 1.37 ** (5)
Mean pups weight
Days of lactation
0 6.41 = 0.33 6.03 £ 0.35 6.06 = 0.3 5.16 = 0.51 #=
9.57 + 0.81 9.41 + 0.99 9.43 + .13 96 + 1.52 #x (5)
Litter weight
Days of lactation
0 95.27 + 11.58 89.83 + 7.64 85.11 x 5.60 59.22 + 27.00 *=*
4 141.07 = 16.51 139.77 = 10.53 128.00 + B.19+# 48.94 + 46.11 #x (5)

Each value shows mean (g) * S.D. per dam.
Figures in parentheses indicate number of dams.

Significantly different from control (x: P<0.05, *%: P<Q.01).
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Table 22

Necropsy finding of pups (F1) on day 4 of lactation in preliminary reproduction toxicity screening test of
thiophene, tetrahydro-,1,1-dioxide by cral administration

Group Control thiophene, tetrahydro-,1,1-dioxide
(mg/kg) 0 60 200 700
Number of males 74 91 79 17
Normal 73 91 79 17
Tail

Anury 1 0 0 0
Number of females 89 89 58 19
Normal 39 89 58 19
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Fig. 2 Body weight of male rats (P) in preliminary reproduction toxicity screening test

of thiophene,tetrahydro-,1,1-dioxide by oral administration
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FOOD CONSUMPTION

————¢ C(CONTROL

@————@ THIBPHENE, TETRAHYORO-,1,1-DIOXIDE 60 MG/KG
4————a THIOPHENE, TETRARHYDRO-,1,1-DIBXIDE 200 MG/KG
F———X THIOPHENE, TETRAHYDRO-,1,1-DIGXIDE 700 MG/KG
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Fig. 3 Food consumption of male rats (P) in preliminary reproduction toxicity screening test

of thiophene,tetrahydro-,1,1-dioxide by oral administration
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B THIBPHENE, TETRRHYDORD-,1,1-DIBXIDE B0 MG/KG
A———A THIQPHENE, TETRAHYDRG-,1,1-DIGXIBE 200 MG/KG
¥F————X THIOPHENE, TETRAHYDRG-,1,1-0DIBXIDE 700 MG/KG

240

220

200

180}
- 4— ADMINISTRATIBN PERIOGD >
OL ! 1 )| |
15

l
1 4 8 11
DRYS OF RDMINISTRATION

Body weight of female rats (P) in preliminary reproduction toxicity screening test
of thiophene,tetrahydro-,1,1-dioxide by oral administration
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Fig. 5

————¢& CONTRAOL

O——— @ THIGPHENE, TETRAHYDRG-,1,1-DIOXIDE 60 MG/KG
A——————a THIOPHENE, TETRAHYDRG-,1,1-DIOXIDE 200 MG/KG
E—————X THIOPHENE, TETRAHYDRB-,1,1-BI0OXIDE 700 MG/KG
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Body weight of dams (P) during pregnancy and lactation periods in preliminary reproduction toxicity screening test
of thiophene,tetrahydro-,1,1-dioxide by oral administration
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Fig. 6
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G———m THIOPHENE, TETRAHYDRO-,1,1-DIOXIDE 60 MG/KG
A—————a THIBPHENE, TETRAHYDRO-,1,1~DIGXIDE 200 MG/KG

F——= THIOPHENE, TETRAHTDRO-,1,1-DIOXIDE 700 MG/KG
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Food consumption of female rats (P) in preliminary reproduction toxicity screening test
of thiophene, tetrahydro-,1,1-dioxide by oral administration
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O—— @ THIOPHENE, TETRAHYORG-,1,1-0IGXI0DE 680 MG/KG
4&———————a THIOPHENE, TETRAHYDRO-,1,1-DIGXIDE 200 MG/KG
&2— = THIOPHENE, TETRAHYDRO-,1,1-DIBXIDE 700 MG/KG
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Fig. 7 Food consumption of dams (P) during pregnancy and lactation periods in preliminary reproduction toxicity screening test
of thiophene, tetrahydro-,1,1-dioxide by oral administration
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Fig. 8

——¢ LONTRAL
———8 THIBPHENE, TETRAHYORO-,1,1-0I0XIBE 60 MG/KG

a————— THIBPHENE, TETRAHYDRO-, 1, 1-DIOXIDE 200 MG/KG
EF———% THIOPHENE, TETRRHYDRO-,1,1-DI1BXIDE 700 MG/KG
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Body weight of pups (F1) on days O and 4 of lactation in preliminary reproduction toxicity screening test
of thiophene,tetrahydro-,1,1-dioxide by oral administration
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