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Table 1  Chromosome analysis of Chinese hamster cells (CHL/IU) continuously treated with thiophene (TP)**
without 59 mix

Concent- Timeof  No.of No. of structural aberrations No. of celis
Group  ration exposure  cells Others® _ with aberrations _ Polyploid® Trend test?
(mg/mi) (h) analysed gap ctb cie csb cse mul® total TAG (%) TA (%) (%) SA NA
Control 200 0o ¢ 0 3 1 0 ¢ 0 2(100 2 (10 013
Soivent? 0 24 200 ¢ 0 0o 0 ¢ 0 0 0 e(on o(om 0.25
TP .21 24 200 1 0 1 0 0 0 2 1 2(10) 105 0.25
TP 042 24 200 1 0 0 0 1 o0 2 0 2(10) 1008 025 NT NT
TP 0.84 24 200 01 9 0 0 o0 1 1 1(08 1(08 013
MC 0.00005 24 200 4 28 22 3 1 0 58 3 40 {20.0) 38 {19.0) 0.0
Solvent? ¢ 48 200 6 1 1 0 0 0 2 0 2 (10 2 (10 0.13
TP 021 48 200 0 ¢ 0 0 1 1¢ 11 1 2010 2(L0 013
TP 042 48 200 1 0 0 1 9 0 2 0 20100 1{05 038 NT NT
TP 0.84 48 200 O ¢ 0 0 0 0 0 0 0¢00 000 0.00
MC 0.00005 48 200 3 23 46 15 4 0 90 6 60 (30.0) 58 (20.0) 0.25

Abbreviations:gap . chromatid gap and chromosome gap, ctb:chromatid break, cte:chromatid exchange, csh:chromosome break,

cse’ chromosome exchange (dicentric and ring etc.}, mul:multiple aberrations, TAG: total no. of cells with aberrations, TA:total no. of cells
with aberrations except gap, SAstructural aberration, NA:numerical aberration, MCmitomyein C,NT not tested. 1) Dimethyl sulfoxide
was used as solvent. 2} More than ten aberrations in a celi were scored as 10, 3) Others, such as attenuation and premature chromosome
condensation, were excluded from the no. of structural aberrations. 4) Eight hundred cells were analysed in each group. 5) Cochran -
Armitage’s trend test was done at p<0.05 when the incidence of TAG and polyploid in the treatment groups was significantly different from
historical solvent control at p<{0,05 by Fisher's exact test. *¥:Purity was 98%.

Table 2 Chromosome analysis of Chinese hamster cells (CHL/IU) treated with thiophene{TP) ** with and without S3

mix
Concent- S9 Timeof No.of No. of structural aberrations No. of cells
Group  ration mix exposure cells Others® _ with sherrations Polyploid® Trend rest®
(mg/mi) (h)  analysed gap ctb cte csb cse mul® total TAG (%) TA (%) (%) SA  NA'
Control 200 1 0 0 0 0 0 1 0 10058 000 025
Solvent? 0 - 6-(18) 200 12 1 9 1 0 5 2 5{25 4{20) 0.25
TP 0.21 - 6-(18) 200 ¢c 0 0 0 0 0 0 0 0(00) 0(00) 013
TP 0.42 - 6-{18} 200 i 0 90 ¢ 0 O 1 0 1 (058 000 .13 NT NT
TP 0.84 - 6-(18} 200 O 0 0 0 0 0 0 0 c(00 0{00 0.13
CPA 0.005 - 6-{18) 200 ¢ 9 ¢ 0 0 0 G 0 0(00) 0(00 0.13
Solvent!” 0 +  6-(18} 200 0 2 4 0 0 0 6 2 4 (20 4 (20 0.26
TP 021 +  6-(18) 200 12 2 1 0 0 & Q 4 (20) 3{18 0.00
TP 042 +  6-(18) 200 ¢ 0 ¢ 0 0o 0 O 1 0(00) 0(00) 013 NT NT
TP 0.84 ) +  6-{18) 200 5 6 5 0 0 0 16 0 7035 5 (25 0.25
CkPA 0.005 +  6-{18) 200 0 10 1w 1 2 0 23 2 20 (10,00 20 (1000 0.13

Abbreviations:gap:chromatid gap and chromosome gap, ctb: chromatid break, cte:chromatid exchange, csh:chromosome break,

ese chromosome exchange {(dicentric and ring etc.), mul : muitiple aberrations, TAG:total no of cells with aberrations, TAtotal no. of cells
with aberrations except gap, SAstructural aberration, NA :numerical aberration, CPA :cyclophosphamide, NT:not tested. 1) Dimethyls
sulfoxide was used as solvent. 2) More than ten aberrations in 2 cell were scored as 10, 3) Others, such as attenuation and premature
chromosome condensation, were excluded from the no. of structural aberrations. 4} Eight hundred cells were analysed in each group. 5)
Cachran - Armitage’s trend test was done at p<0.05 when the incidence of TAG and polyploid in the treatment groups was significantly
different from histerical solvent control at p<<0.05 by Fisher's exact test. **:Purity was 98%.
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Single Dose Oral Toxicity Test of Tetrahydrothiophene 1,1-dioxide in Rats

B

KB LUFERRILAEZEL OEMEIBEVI DS,
THMCERE LTE AV O RT W2 BEEERE 5
FTEFEFE 7oLV R Y FORREORY
EHHNE%, SDAICH:CD(SD)]Y v F % 1 Bl HER 5
e L, OGRER), 892, 1204, 1626, 2195, 296335 X
U'4000me/kg (016 1.35) HEB TS L. BT, &5
Bl~-6EMIcED B R, PHERE LT, BRED
OIET, &, REETE, WEt, VB, E, TRHEO
RIZEBERNFEDONL, BEHYWOE L, Wld
BULfk, WERAHIEE o TRELE. SESMOE
Wix, BEBA~2BCE@ELL. FEE, B5RH
IO B B v iR LAY, EIRAIEE L A3
FEHELZ W LEEEEED bR, #HBiosnTl,
FECEHS T, MERECREAaSHENZEOL. LDy
i (95%EMBR) 13, HET2006 (1783 ~ 2256) mg/kg,
i T 2130 (1844 ~ 2460) mg/kg T o 7=.

Tk

1. HERNE

FhIeFuF4+72r-L1-YV43Y MiE, FE
120.16, BE27.4-27.8°C, #H287TC, #ART14.53
mmHg(150C), MHE1.265(30/20°C) D EEEF O HE
T, ROFFRRIEKRZEISEGT T, HERICE, #E
B S (KR 85E 0 b @ (Lot No.0007, MiEE
05%, A#iME LTA%EE) 2 AFL, Thiis
ERCMERECHEORSHARIL L2 L) RBEIR
FREEK (e ) (iR LTIk B L L,

2. EREMILLUETRG
BARFY—NA- U@L VBEALALSDR
[Crj:CD(SD) Mgk S v | % 5 AFBIML - REAFL, 5
Sl (B 122~ 138 g, MEI07~120 g) ©, 1REMERER ST
}_’.L"Cﬁﬁlnf\_. 7 I‘ﬂi fmfg"ZZ"‘SDC ﬁ§55110%s
BAEEI0E L L /05, FREH 12RFM (6~ 1815 ) 128k
ENNHEET, &Ry —VIK2~3LF ORI
HL, BRAH (DRAETERR, FKMRALy 7]
EARGEHHBR S, 2L, BEWATHIBESS
BHHIBMEITHRIEL, KOAES A,

3. BEEBIUHERE
REHBRERELE LT, MET v 2744, 1041,

1458, 2041, 28571 X UF4000 mg/kg FIE % HEE I
LGRS, BURCGECEYH/ERBWEOE, &4
HAHT0/3, 0/3, 1/3, 1/3, 2/3B L 1°3/3, MEHT0/3,
0/3, 0/3, 1/3, 3/3BXU3/3THhHofz. #2T, FR

BoOREE, KEELDLO0, 892, 1204, 1626, 2195,

29633 L 174000 mg/kg (A 1.35) icgE L. &5 H
EE, ZEHETHElkgS Y 0mieL, 7RV
E VP EE LR TRV TR e o E
MICERREORS L, WJERECEEEL L TRV IR
POk = IS L.

4 BEEE

HERMEIBSEAEEE L, FOMII—REED
B EROMR LIRS 0IIERIIZ, F0fkiE, P72
EH1HIEAT» 7=, FEE, #5ESEx500), #
5#1, 3, 7TBIUMBE, FTAREEDICoVTIER
REbHlE L. i, BregiidRREgEeniz,
EFEBYEBSEERA TR — 7 VEBE S S TfTo
7z, LDgfElt, #S5H4HBOSBRHBRTRIIBY
HIETEr#IZ, Van der WaerdenE 2 AW TERBL
Al

s

1. %tmaguumﬁﬁmmﬂ

Fertik, MEHEE © 21950 mg/kgbl EOHEEET, &5
Bl ~6EEMIIZED b, LD E(05%EMEER) I,
HEC2006(1783 ~2256)mg/kg, MT2130(1844 ~
2460y mg/kg T o 7z.

2. hEERSIUVHE

FEERE LTI, ML 1204 mg/kgl EOBE
T, ARESOE T HRSH%E15~30% #%éwk
B, 1626 mg/kgl LORERET, HEHFI0T~
REICHEKFERIIZD N, S5, ERTE, "ﬁ
BE, VE, MREAHEERES, TERORIIC LA FRM,
WIS ERENICED L. BEOEL L, EELE
L7dg, BEBASREICHET & & o T/ L. EFEY
DERIE, ®5E IR SREERIEH LN, 20
WCEEE LA, REE, E5HHQH) IR
BAINENHI AR & 89285 £ 071204 mg/kg BT AL,
1626 mg/kg L LA EBTHRSRTICH-~@A L. L
U, SEEEERENCEELD, DEERR 2B R
HhHhiz,
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Table 1  Mortality and LD values of rats treated with tetrahydrothiophene 1,1-dioxide in the single dose oral
toxicity test
Sex Dose No. of Days after adminisiration Mortality?  LDg (mg/ke)
{mg/kg) animals Day 0 1 2 3 4 5~14 [95%Confidence
© ~1 ~3 ~6hn ‘ limit]

Male 0 5 o 0 0 0 0 0 0 0 0/5
892 5 0 0 0 0 0 0 0 0 0/5
1204 5 0 0 0 0 0 0 0 0 0/5 2006
1626 5 0 0 0 o} 0 0 0 0 0/5 [1783-2256]
2195 5 0 0 4 0 0 ¢ 0 0 4/5 '
2063 5 0 0 5 o ¢ 0 0 0 5/5
4000 5 0 3 2 0 ¢] 0 0 0 5/5

Female 0 5 0 0 0 0 0 0 0 0 0/5
892 5 0 0 o] 0 0 0 0 0 0/5
1204 5 0 0 o] 0 0 0 0 0 0/5 2130
1626 5 0 0 0 0 0 0 0 0 0/5 [1844-2460]
2195 5 0 0 3 0 0 0 0 0 3/5
2963 5 0 i 4 0 0 0 0 G 5/5
4000 5 0 4 1 G 0 0 0 1 5/5

a:Number of animals died/Number of animals examined
b Number of animals died
3. H& A

FEUBMOREHELD, BEeSONESETIIHER
RIS, MECIEAEMICES SN, EESWDSEI
W, BEIEZES SN0,

e

Fh7eFOFFTar-L1-Y4 3T FoakEs
2w, Brown b ik, 7 v MBI A0 LD, EA
2100 mg/kg T, HHEERE L TEESADO LR, LT
SRS HR2ARFREA, £ 3BT TICEOL ML
HBELTWVE, FREIBVTY, LD fEidHET 2006
mg/kg, MET2130 me/ke, H#AYE PHEERIIEET,
T EREHHEEEITIIRAD R, b,
Brown b QG L EUNTLHERTH- 7. SMEhEE
We LTnERE, FHBRMEOEREEM S50t
FA72MILRRDONRTEY, ChbizdkBLE
REEALLNS,

3R

1) V, K.‘H. Brown, L. W. Ferrigan, D. E. Stevenson,
Brit. J. Industr. Med., 23, 302 (1966).

2)  W. M. Alexander, B. E. Abreu, L. C. Weaver, H. E.
Faith, J. W. Newherne, Arch. Int. Pharmacodyn.,
CXIX, No.3-4,423(1959). .

3) M. M. Smith, S. T. Reid, J. Med. Pharmaceut.
Chem., 6, 507(1959).

436

154

HBRETE | WEE

AEMELE | FRERE, HESH

B R R e R

T229-11 #MENRAEREEES3-7-11
Tel 0427-62-2775 Fax 0427-62-7979

Correspondence

Authors: Yuzury Yamamoto (Study director)
Masaya Ito, Cleo Pan

Research Institute for Animal Science in
Biochemistry and Toxicology
3-7-11 Hashimotodai, Sagamihara-shi, Kanagawa,
229-11, Japan
Tel +81-427-62-2775 Fax +81-427-62-7979




LI
P
B 2
b ‘
b
s 3
] 4
g
B 1
4
B 4
Y 2
i
R
s
)
S
o8
)
g
#F
P

E

i%

FEIEREFAT 2 YLD F Y FO
7 v M ER5 28 B R ORS R

Twenty-eight-day Repeat Dose Oral Toxicity Test of
Tetrahydrothiophene 1,1-dioxide in Rats

2

TEMCHEHEE L TR AW TWARTRLEDE
FhFEeFOFF 71V 52 FOABRE
BOIGENREY, SDAICH:CD(SD}]T v b &M,
D(xE2), 60, 2008 £ UF700 mg/kg/day HE DS

IOERLL. BRI L BEHEROL L L, 6BER R,

4B FRENO, 60, 2008 & U700 me/ke/day £ 125
L, HESMMETHCER L. 2BII0dR) B LY
700 mg/kg @ 14 B I EIERE L L7,

— @D B EMENME T A, 5700 me/ke BN

oS08 B, REINONG S L EEE ORI,

700 mg/kgBHEOME RO LN, RE L MiEFEHE
T, BEMENESCREETS LEZ L EMEE
BOENLd o, MEEEEFEEETIE, 700 mg/keBn
BIHELI) Y IAF I~ EBLUPREY LY Y 0lE
m, EFEORMEH, FAMIIGPToEN, Fra—2A
DA RGO B, REEMECIE, TR RA
BLECBITAHTEHEE L TR EROBENA2008 L U
700 me/kg O EICRED S5, 700 me/kg FED HE O B
M ERIGEEICHEMLA. 700 me/keg O T, iR
DM EEDEERIAHERO b, HBFNICE
RBREDON Ao AERIIBV T, BEO%E
{LHEEEREREL, 2000EfE--Fh b BEL
7.
BrogEsds, e FoFd7ar-1,1-374
FLFOTy PDBHEARERSICLY, BROK
BB L FRICHBE~OREN TR S b ik
EZEHE( R EFERb N, BEESIIHETE0
mg/kg/day, MET200 mg/ke/day & EE SR

HiE

1. EEHE
FhIeFaFF 7z LI-YF%Y V3, 9FE
120,16, #E274~278°CT, KB L FEEHERILAE
S TEHTE , KE3~0%iRME R AEAEHD
fchs., RBIZE, FErBfmglsoto {0y
FEF0007, #EQR%, ML LTHh%EED))
FAFL, SERUAC)EHTCHEREEL, FHLAL.
B5EE, REDE - ERECHEORSHEILLS
I GIEEICR AR (SR B B U CHREL,
fEHET THIFAC) ELTTHRRREL L. BBYE
OEHES L RS RhoEBWEE, EETHLILE

FEEDL L 7.

2. RS S URTRME

BEFY -2 - YNNI BEALASDR
ICri:CD(SD)1Z v b %, HEE5H, M6 E MRS - 5
fLEE L, 585 (# 146-157 g, M126-140 g) ©, 18
MEHEE6E L LTREIZR W, F9 ME, BE22+
3C, iBEE10%, HBRMEI0EL L/, B2
M(6-188%) ICREL BT ET, £ —YIZ@HI
IREL, BHSHE (BFRBETEM, SHAMRI My &)
BIUkEBHICE S ¥,

3. WEBBLURES AR

TrFZEeFOIFE 7 L1-VFRFOTy MID
BT BEEOLDfE, 2100 mg/kg £ HE" SN T
VA, RS EREREL, SBHOSDRT v b 1 I
HE&4E L, 0, 50, 100, 250, 50054 % v i3 1000
mg/kg/day A ED 4 HMEEZEIIRSICEDEBL.
PREB MO, EEROED B L URpH O _LE4Em
A%, 500 mg/kg L EDMHE IR Sz, 1000 mg/ke
T, S5 EECHEET TR THERL, HEO
IR IC LA &=564C, M~ 2 ) v FMEDK
s, EECHEGOT, GPT A, HIZEA Y
YOBMBLIUI Y T LAORBLIENRENEDO LR,
HBRBLUBEEREI VW TE, EhiEflvshado
7o, LidioT, RREBIIBITAHSER, HorLE
HREDOBEENTFEE NS 700 mg/kg/dayz B AR E
L, BUF200% L1960 me/ke/day D3 EB L U ES
ME L7 REREE, DEodBoflilz, 700 me/ke/day
BLUWBEO14RENERES T, 753, 770
VREV U TREELENEARVWT, 5% 10
LE, 28 AR/ THROES L RSES, &
EIO0 gX/-h05mie L. WEEEEIZIZEELE LTH
Wi FAEEAT RIS LA

4. BEBLCBEER
1) —RREEEREE

H5 B X UCRESERRERD, £33 X UWE, T8E
TEEL.

2) {REHLUHEEENE

HEE, H515 U5 VWRORSERN), SRBLY
FOHITA2E, 3HBVIF4ATE, 2HUTICEFKD
FEL, B, r—- YT BIE(ERRES,
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28 HE R ERSHiEEE

10, 17, 24 B4 X BS54 T3, 10, #idwRs52, 9,
16, 23H B X USSR TH2, 98), BRI TO24EF
B EEEFE L.

3) ER#RE

MRS 23ABLUESETEIIE, BXR5248
BWII2TEB L IRSETRIOE, v P/
—VICH3MEINAL THRRL, SB0RE, hEOH
& [BHret, —A=Je38), pH, #m, & >/37, #,
g, ¥y, vovy -4y [k e
FAAFA TR, w4 NA - ZHB] BLTFE
(URI-CEL#ETHeE, > 7V s 5 ihnraqss b
) oE LT

4) IMARFIRE

BRI OBRIUE, 58S L UCRERmAe TR
BT A BEREREIT - 7. B IIRIET H D FES
L DREL, KOATHES LA EXREIRSSIRELL
T 3FE L, £o—8FIEDTA-ZK TEEP; 1L
WL, 2HE MR HES (FEEREF®H, E
4000] 2 X b, il (ERENKEBFR), OEeH
E(F7 V) LHEgESF M) A-~EFOE ), AT b
Uy ME(IL ARIMAR), FHRLGERE, 1
RIFRMEREE, FHRLEKDOERE (ML, F7E
f£), BMEREE &AM (UL, EREERTF
) &, FBHRER T FEH L CRIRRMIRE (Brilliant
cresyl blue 1) B & "B MERE 528 (May-Glemsa #t
BleAlE Ll EHI—ME38%r oYY
LT L TMHELHS, NEEEHBREEE (7 A
iy, KC-10A) ok b, 7oror¥ -5l
(Quick —R ) 8 & FIEHELES o K752 F LI
M (x7 ¥ BRI bE) £llE L/,

5) Mgk ibsia®

HR L -mfEo—EromiEs S, sihFasn
WEE [AXREFE, JCA-VX-1000E 7 1)+ 3 49 —]
X B, #F os (Bluretik), 7TAT 1 L (BCG),
A/GI (BHEME), MfE, P54 F BoL XA
Fu—n (B, BEFEE), #£¢) VY Y (Jendrassikis),
REEF (Urease-UViE), # L7 5= (Jaffe i),
GOT, GPT, y-GTP{ELE, SSCC¥), TAHYUEKRAT
7 # —¥(GSCC#E), TV ¥ TAF 35—+ (BTC-DTNB
), AL A(OCPCE:) B LR » (B ERE) &,
ERERHTEE [REEELEN, NAKL-1] io&
B, FR)YA, AUYABLEESEIELS.

6) RIBFARE

FrEDRSHM S 2 v IdEEBMEA TR R ORI &
WCHIER L, Sie, g7, W, OBE BiR, BT
0, R, MR, BT, BB, mELA mRIzfEsL
7o MEHMSERES, RELABEL10%THY >
BRRMER L) YHCEER, WMEE S L U700 mg/ke
BECIRN, ¥EE, T&ME IR TRIR(EEMEES
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", ME(+i5iE - =% - nE), RBES - &5 -
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5. fREtnag

o FHES B WIZEEICOWT, Dunnett D%
EREBHELR o, 0L, BERC2VWTHE, th
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1. —RESLUELT

—fEREED T 2T, BEESHOKTA700
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FhIEROFF I 14-DFF TR

Body weight (g)

—L— 0 mg/kg

........ o S 60 mg/kg

-0+ 200 mg/kg

-~k 700 mgrkg

100IlllllllitllllilIlllllllllll rrrirrryrrrriinri
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03 00 (49

}———— Administration period———— |- Recovery period"'

Days of administration {Days of recovery)

Fig. 1 Body weight changes of rats treated orally with tetrahydrothiophene 1, 1-dioxide in the 28-day repeat dose
toxicity test

Significantly different from control group (*: p<0.05;**:p<0.01)
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28 HARERSEMHE

35

Food consumption(g)

*k

""O""

Omg/kg
60mg/kg
200mg/kg

700mg/kg

10 T I
i 2 3

1 T
4 4(0)

|
5(N)

|
6(2)

- Administration period— - Recovery period

Weeks of administration(Weeks of recovery)

Fig. 2 Food consumption of rats treated orally with tetrahydrothiophene 1, 1-dioxide in the 28-day repeat dose

toxicity test

Significantly different from control group (**;p<0.01)

Table] Hematological examination 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 peried
Dose level (mg/kg) 0 60 200 700 0 TT00
No. of animals 6 6 6 6 6 6
Erythrocyte (10¢/mm®) 765 4 32 763 * 43 763 + 29 772 & 22 784 3 5B 800 * 49
Hemoglobin (g/dl) 156 + 04 154 4= 0.5 150 £ 04 158 £ 06 155 £ 0.7 159 = 06
Hematocrit {%) 450 + 1.8 454 £ 1.8 448 * 12 471 £ 1.5 450 £ 1.9 46.1 = 2.1
MCV (1) 59 + 3 60 £ 3 59 &+ 2 61 £ 2 8 x2 82
MCH (pg) 204 £ 0.8 202 £ L1 19.7 = 08 205 £ 0.8 19.8 = G.7 199 £ 0.9
MCHC (%) 346 + 03 338 £ 04% 335 & 0.2 33.6 £ 0.4* M3 05 345 £ 08
Reticulocyte (%) 39 + 10 B £ 11 43 + 9 28 £6 35+ 10 37 £ 11
PT (sec) 125 £ 0.3 127 £ 0.2 127 £ 0.1 128 = 0.1 126 £ 0.2 129 £ 03
APTT (sec) 172 + 1.0 7.7 £ 03 166 + 1.1 16.7 & 12 175 + 1.3 17.0 £+ 1.1
Leukocyte (107/mm?) 60 + 15 58 + 19 58 + 13 64 £ 7 76 + 19 104 + 22*
Platelet (10%/mm®) 149 + 17 148 + 8 154 & il 154 + 19 158 + 19 147 & I8

Values are expressed as Mean = 3.D.
Significantly different from control group {*:p<<0.05, **:p<0.01)
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Table2  Hematological examination 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
Dose level (mg/kg) . 0 60 200 700 0 700
No. of animals 6 6 6 6 6 6
Erythrecyte (10Ymm® 773 £ 21 778 & 32 792 + 23 T8 + 42 817 + 1§ 781 £ 21**
Hemoglobin (g/d!) 161 = 04 156 £ 05 4.8 £ 0.7 152 £ 09 b5 + 05 153 £ 05
Hematocrit (%) 439 = 1.0 446 + 1.3 430 + 15 449 + 25 44,9 + 0.9 444 = 1.2
MCV {ft) 57 + 2 ‘57 £ 2 57+ 1 58 £ 1 55 + 1 57 & 1**
MCH (pg) 185 = 0.6 200 = 0.6 19.7 + 0.8 196 £ 0.3 190 = 0.6 196 + 04
MCHC {%!} 344 £ 04 34.9 4 04 344 £ 07 339 £ 06 346 + 0.7 345 + 03
Réticulocyte (%0} ’ 33 +10 275 28+ 8 31+10 27 £ 6 26 £ 6
PT (sec) 131 £ 03 . 13.0 £ 0.1 131 £ 0.3 13.1 £ 05 129 + 0.2 12.7 £ 0.2
APTT (sec} ’ 160 + 0.6 16.0 + 11 159 + 0.2 151 £ 11 162 £ 0.8 158 + 0.2
) Leukocyte (10¢/mnd) 49 + 12 41 £+ 12 38+ 12 36 & 15 49 x 14 69 + 22 -
: Platelet {10¢/mm?) - 149 + 23 150 + 20 150 + 22 142 + 15 149 + 13 147 £ 15

Values are expressed as Mean £ S.D,
Significantly different from centrol group (**:p<0.01)

Table3  Blood chemical examination 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

Dose level {mg/kg) 0 60 200 700 0 700
No. of animals 6 6 6 6 6 6
GOT (1U/t) 62 = 5 60 £ 6 63 =7 07 .61 = 8 63 £ 11
GPT (1U/1) 285 28 £ 6 27+ 3 33+5 31£6 36 +9

i ALP {IU/n) 462 + 44 500 £ 150 486 + 102 524 £ 132 320 + 82 S 370 £ 95

i y-GTP (1U/1) 0.50 = 0.52 049 £ 0.5% 0.50 = 0.31 0.26 & (.24 0.23 + 0.25 040 = 0.20
ChE {1U/t) 259 20+ 6 26 = 4 40 = [2* 51 + 22 45 i 23
T.protein (g/dl) 633 + 0.22 612 £ 0.i2 6.07 & 0.13* 6.35 = 0.13 6.29 = 0.34 6.09 = 0.4
Alburnin {g/d1} 311 = 012 294 £ 0.4 3.03 + 013 325 £ 019 304 £ 012 294 £ 014
A/G ratio 0.97 &+ 0.05 0.93 + 0.09 100 = Q.12 105 = .10 094 % 0.08 0.93 = 0.07
T.cholesterol (myg/di) 95 & 13 83 .+ 16 00 = 26 102 £ 11 98 = 15 92 £ 19
Triglyceride (mg/di} 80 + 25 71+ 13 8 = 17 110 4 32 90 & 32 63 £ 16
Glucose {mg/dt) 134 + 11 142 + 24 138 9 130 = 18 157 = 1% 143 & 8*
T.bilirubin (mg/ds) 035 = 0.05 0.35 + 0.05 040 + 0.05 045 £ 0.03** 028 & 0.02 0.30 = 0.05
Urea nitrogen (mg/di) 154 + 1.8 163 + 1.5 178 + 25 166 = 25 187 + 1.6 188 &= 25
Creatinine (mg/di} Q.51 = 0.07 047 + 006 0.50 = 0.05 049 & 0.04 0.63 = 0.03 0.57 = 0.04%
Ca {mg/dl) 102 £ 0.1 100 4 04 89 £ 0.1 102 + 0.3 100 £ 02 10.2 £ 02
1. phosphorus (mg/d?) 85+ 04 B7 £ 0.2 85 + 06 83 £ 03 7.5 & 0.5 81 + 06
Na {mEq/1) 142 = 1 142 + ] 41 + D 142 +£ 1 M2 £ 1 42 £ 1
K (mEq/1) 442 + 017 430 + 0.29 448 = 0.36 4.18 + 0.17 439 £ 0.19 462 + 0.22

| Clt {mEq/1) 14 =0 104 £ 1 104 &£ 1 102 £ 1** 103 £ 2 103 £ 1

‘ Vales are expressed as Mean + 5.D.
Significantly different from control group (*:p<0.05;**:p<0.01)
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Table4 Blood chemical examination in female rats after the oral administration of tetrahydrothiophene 1,1-dioxide

for 28 day sand a recovery period for 14 days

After administration period After recovery period
Dose level (mg/kg) 0 60 200 700 0 700
No. of animals 6 6 6 6 6 6
GOT (IU/1) 67 £ 8 B84+ 6 6l = 7 74 £ 12 65 = 6 g x7
GPT (TU/D) 24 £ 5 24+ 4 23 & 4 35 & g+ 27+ 6 29+ 6
ALP (1U/D) 00 75 268 + 55 246 + 48 306 = 80 236 + 50 204 + 38
y-GTP (IU/1) 032 + 033 0.27 = 0.28 044 £ 0.17 069 = 0.39 037 £ 0.28 0.51 &= 0.48
ChE (IU/1) 304 £ 175 206 + 106 281 + 60 294 + 41 292 += 89 263 + 47
T.protein (g/di) 626 = 036 - 649 = (.26 641 = 016 6.36 £+ 0.15 660 = 0.29 6.62 + (.12
Albumin {g/dt) 323 £ 019 347 = 0.15 331 + 0.16 335 =015 342 £ (.28 343 =+ 0.13
A/G ratio 1.07 + 0.06 1.15 + 0.06 108 £ Q.13 1.11 = Q.08 1.08 & 0.10 1.08 + (.06
T.cholesters! (mg/dt) 97 + 14 93 &+ 9 97 + 14 109 £ 35 92 =3 95 + 19
Triglyceride (mg/dl) 26 4 R+ 12 44 £ 12 2 +12 46 4 15 61 £+ 19
Glucose (mg/di) 130 & 15 117 + 13 124 &+ 10 110 % 4* 139 = 13 125 + 10
Thilirubin (mg/di) (.21 + 0.01 0.22 + 0.02 0.22 + 002 0.24 = 0.03 0.29 £ 0.05 0.28 £ 0.02 .
Urea nitrogen {mg/dl) 186 £ 26 185 &£ 16 169 = 2.8 19.0 = 3.7 212 £33 196 £ 29
Creatinine {mg/d!) 054 £ 0.05 055 £ 0.04 0.53 + 0.02 0.53 £ 0.04 0.65 £ 0.10 0.61 = 005
Ca (mg/di) 100 £ 0.2 10,2 = 0.3 10.1 £ 0.1 99 + 02 102 = 0.3 10,2 + 0.2
1, phosphorus (mg/dt) 77 £ 05 83+ 09 7.2 £ 04 8.2 £ 08 73 07 76 £ 05
Na {mEq/1) 141 £+ 1 141 £ 1 41 + 0 142 £ 1 141 =1 141 41
K {mEq/D) 426 + 021 4.29 £+ 0.23 424 + 0.17 418 = 0.19 442 % (.29 447 + 018
Cl {mEq/1} 106 £ 1 106 £ 1 106 + 2 106 =1 105 = 2 105 £1

Vales are expressed as Mean & 5.D.
Significantly different from control group (*:p<0.05;**:p<0.01)
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Table 5  Absolute and relative organ weights 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 Adter recovery period
Dose level (mg/kg} G 60 200 700 0 700
No. of animals 6 6 6 6 6 &
Body weight (g) 323 24 318 £ 14 314 £ 8 287 + 18%* 404 + 37 370 £ 19
Abhsolute weight
Brain {g) 1.99 + 0.10 2.03 = 0.07 200 = 0.08 1.95 4+ 0.04 208 + 0.09 200 = Q.06
Liver (g} 9.77 £ 0.72 970 = (.88 9.76 + 037 8.23 & 0.65 11.98 + 1.62 10.56 & 049
Kidneys {(g) 247 + (.22 253 4+ 0.14 248 £+ 0.11 2,70 £ 030 2.69 + 0.21 260 = 0.27
Spleen (g) 0.68 + 0.05 0.62 + 0.07 062 + 0.02 0.58 = 0.10 0.77 + 0.15 0.68 = 0.09
Heart (g) 110 + 0.11 111 £ 013 1.09 + 0.05 110 £ 0.09 1.28 + (.12 125 = 011
Thymus (g) 059 + 0.2 054 + 0.08 057 + 0.10 055 = 014 0.62 + 0.08 060 = 0.10
Adrenals (mg) 594 + 10.7 56.8 + 152 550 + 6,5 5Ll & 5.6 633 + 16.8 596 = 59
Testes {g) 324 + 022 306 £ 027 3.07 £ 0.02 3.14 4 022 326 £+ 0.24 325 £ 023
Epididymides (g) 0.85 = 0.04 0.85 £+ Q.11 0.87 £ 0.07 0.78 + 0.07 1.20 =+ 0.10 1.12 + 0.09
Relative weight
Brain (g%) 0.62 + 0.03 0.64 + 0.03 064 + 003 0.6% + 0.05* 0.52 + 0.04 054 £ 0,04
Liver (g%} 3 + 22 3.05 = Q.15 3.1 + Q.10 322 £ 0.15 2.96 + .23 286 * 0.11
Kidneys (g%) 0.77 £ 0.4 0.80 + 0.05 0.79 = 0.05 0.94 + 0.06** 067 = 0.05 0.71 + 0.08
Spleen (g%) 0.21 £ 0,02 0,20 £ 0.02 0.20 £ 0.01 0.20 + 0.03 0.19 £+ 0.03 0.18 £ 0.02
Heart (g%) 0.34 = 0.03 0.35 + 0.03 0.35 £+ 0.01 0.39 + 0.03* 0.32 + 0.02 034 + 0.03
Thymus {g%) 0.18 = 0.04 0.17 £ 0.02 018 = 0.03 0.19 + 0.04 0.16 = 0.02 0,17 £ 0.02
Adrenals {mg%) 1848 + 3.52 17.76 £ 4.02 17.56 £+ 2.20 17.81 + 176 15.51 £ 2,93 16.16 & 1.69
Testes (g%) 1.01 & Q.11 0.97 + 0.09 0.98 + 0.08 1.10 &+ 0.10 082 + 005 0.88 + 0.09
Epididymides (g%) 0.27 = 0,02 0.27 + 0.03 0.28 + 0.03 0.27 & 0.02 030 + 002 030 + 0.02

Values are expressed as Mean = S.D.
Significantly different from control group (*:p<0.05; **:p<0.01)

Table6  Absolute and relative organ weights 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

Dose level (mg/kg) 0 60 200 700 : 0 700

No. of animals 6 6 6 6 6 6

Body weight (g) 168 + 7 196 £ 10 196 £ 15 187 4= 8 219 + 29 224 + 18

Absolute weight
Brain (g) 1.82 £ 0.05 1.87 £ 0.4 1.83 £ 0.03 1.81 = 0.05 1.84 + 0.09 185 + 005 -
Liver (g} 5.095 =+ 0.32 581 + 031 6.29 + (.96 5.64 + 0.38 600 £+ 084 6.69 = 0.60
Kidneys (g) 1.61 = 0.11 1.58 £ 0.12 163 £ 0.12 1.60 + 0.13 158 + 0.23 1.58 + 0.08
Spleen (g) 0.48 = 0.06 043 + 0.05 0.44 + 0.08 0.37 = 0.03* 044 + 0.05 053 + (.05*
Heart {g) 0.77 = 0.03 074 + 0.04 0,76 + 0.07 0.73 £ 0.06 0,79 = Q.00 0.84 = 0.06
Thymus (g) 049 £ 0.11 046 = 0.04 045 = 0.4 0.51 £ Q.10 043 = 0.04 049 + 0.04*
Adrenals {mg) 629 = 111 56.6 + 5.6 68.3 £ 120 575 + 4.3 63.8 & 6.3 65.3 & 96
Ovaries (mg) 889 £ 11.2 840 £ 79 844 £ 152 816 £ 95 811 = 95 085 + 1856

Relative weight
Brain {g%) 092 £ 0.05 0.96 = 0.06 094 £ 0.07 0.97 £ 0.05 0.85 £ 0.08 033 £+ 0.06
Liver (g%} T 300 + 018 297 + 0.08 3.19 = 027 301 £ 015 274 + 0.15 298 & 0.09%
Kidneys (g%) 0.82 = 0.07 0.81 = 0.07 0.83 £ 0.03 0.85 £ 0.07 0.72 + 0.05 071 &= 0.04
Spleen (g%) 0.24 £ 003 0.22 £ 0,03 0.23 = 0.05 0.20 = 0.01 0.20 % 0.02 0.24 + 0.02*
Heart (g%) 0.39 + 0.02 0.38 =+ 0.03 0.39 = 0.02 0.39 &+ (.02 036 £ 0.02 0.38 £ 0.03
Thymus {g%) 0.25 &= 0.05 0.23 + 0.02 0.23 + 0.03 0.27 £ 005 0.20 £ 0.03 0.22 £ 001
Adrenals (mg%) 31.86 £ 6.31 28.06 £ 3.70 3456 + 3.72 30.74 £ 249 2952 £ 443 29,07 £ 2.65
Ovaries (mg%) 450 + 6.8 430 = 3.3 429 t 62 436 £ 44 375 + b5 4389 £ 7.5

Values are expressed as Mean & S.D.
Significantly different from control group{*:p<0.05; **:p<0.01)
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