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2. —RREOBETIE, MENKSB(1BE)2ASITXRTOHERYMERSGH OMHICH
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. BRBEER, REEREORUKRVES T
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A B R BREE REREBE RS5EE W | ERAENYE BYES
(mg/kg) (%) (ml/kg)

ok 5 1~ 5

o} B& 0 0 10
? 5 101~105
ok 5 6~ 10

KRE 1024 10. 24 10
g 5 106~110
Iog 5 11~ 15

rREAE1 1280 12. 8 - 10
2 5 111~115
d 5 16~ 20

FEAE2 1600 16 10
2 5 116~120
d 5 21~ 25

EHE 2000 20 10
2 5 121~125
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A ERYE D1000, 1250, 1500, 1750 Tr2000 mg/kgZz o w MCEERZROERES UL,
FEL- 281500 me/ked DMEL/351, 1750 mg/kedt OMEME & 2/35 K TR2000 ne/kekt DMEHEE
3PN H BN, LitoT, ARRTEEENSHT S EFRINS2000 ng/ke#
mRAREL, DTFAKL 5TRUAZ1600, 1280% 00024 ng/ke® st 4 B % THENH
MAR2, FRAE]RGERRE Lk, BB, CHICHBEMASREL, 1
BYZ008mEBIL, EHEDMEASEEL L,

BT, BEHEICY A OKE 2RI B EEREALETH Y, BB
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T DOFHEARTEKIL DsoffizTable 112U 7%,

1280 mg/keB DOME 2 41, 1600 meg/KefF Dt 3 Hil R UM 2 i3 X1z 2000 mg/keB¥ DM 5
BIROHEABHIARAIBENSISHBIIET L7z, LDsofflik, #TI1565 mg/ke (95% {548
PR : 1406~ 1742 mg/ke), MET1496 me/ke (95% fZ RS : 1256~1782 meg/ke) TH o
7o

2. —RikiE
— R OEERERE 2 Table 2, 3 K&UAppendix 1, 2L,
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FETHITIE, i OBERELIMEDCLHFIRD SN, MONEAE, SENOREERR
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UHEANAKIE, BRICAERMEEE, BIRBHEOUNSARENRDENZI En5,
EWEBRMBEITIEREE, BREOHELCECEEZRIITIENEZ SN, AFEORE R,
Davidb I Ko TERINEZAHEBRMEDO Sy MBI LHREROFERR THRD 5
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Table 1 Mortality and LDso values in rats after a single oral administration of thiourea S,S-dioxide

Study No. 19725

Sex Group Number Number of dead animals on day Total number LDso (mg/kg)
and of of [95% confidence limits]
dose animals 1 2 3 4 5 6 17 8 9 10 11 12 13 14 15  4ead animals

Male Control 5 0 o o o0 o0 o o O O O O O O0o o0 o0 0
1024 mg/kg 5 0 o o o o0 0o o O O O O O O o0 O 0 15659
1280 mg/kg 5 0 o o o o o o O o0 o0 O o0 o0 o0 o0 0 [1406~1742]
1600 mg/kg 5 -0 0 1 0 1 1 o o o o o o0 o0 0 O 3
2000 mg/kg 5 0 0 2 2 l 5

Female Control 5 0 o o o0 o0 o0 O O O O o0 O o0 o0 O 0
1024 mg/kg 5 0 0 0 0 0 o0 o0 0 0 6 0 o o0 0 O 0 1496
1280 mg/kg 5 0 0 0 0 1 6 0o 0O o0 0 0 O 1 0 0 2 [1256~1782]
1600 mg/kg 5 0 ¢ 0 0 l c o I o o o0 O o0 o0 O 2
2000 mg/kg 5 0 0 1 1 1 0 1 ¢ 0 o0 o o o0 o0 O 4

a): Van der Waerden method.
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Table 2  Clinical signs in male rats after a single oral administration of thiourea S,S-dioxide
Clinical signs

Group

and

dose
Control
1024 mg/kg
1280 mg/kg
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Hypothermia
Prone position
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Table 3  Clinical signs in female rats after a single oral administration of thiourea §,S-dioxide
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Table 4 Body weights in rats after a single oral administration of thiourea S,S-dioxide

Sex Gr((imp Body weight (g) on day
an
dose 1 2 4 6 8 11 15
Male Control n 5 5 5 5 5 5 5
Mean 188.2 211.8 234.1 2526 2712 293.6 320.3
S.D. 4.5 +6.4 +77 . 186 £10.7 +14.3 *17.5
1024 mg/kg n 5 5 5 5 5 5 5
Mean 185.3 190.1 193.6 212.7 239.0 265.9 2934
S.D. +49 7.7 83 110.5 9.1 194 7.6
1280 mg/kg n 5 5 5 5 5 5 5
Mean 186.5 188.0 181.1 1914 214.6 248.8 2804
S.D. . #4373 +6.4 +11.3 +16.9 +18.5 +13.2 +10.0
1600 mg/kg n 5 5 4 2 2 2 2
Mean 188.7 187.1 162.8 168.0 187.1 2279 268.7
S.D. +2.6 +7.4 +8.0
= 2000 mg/kg n 5 5 2 0 0 0 0
“ Mean 187.5 187.8 170.6
S.D. 3.2 5.3
Female Control n 5 5 5 5 5 5 5
Mean 136.3 148.8 165.3 170.8 182.1 194.1 205.1
S.D. 3.2 +49 +4.1 5.9 5.5 +8.0 18.1
1024 mg/kg n 5 5 5 5 5 5 5
Mean 137.6 142.5 147.0 160.1 173.7 188.7 199.2
_ S.D. +5.5 £5.1 +3.8 5.7 53 x14.4 +13.2
1280 mg/kg n 5 5 5 4 4 4 3
Mean 1364 137.6 128.7 1324 1415 158.7 196.6
S.D. 5.2 +6.6 +5.5 +14.3 +27.7 +47.8 +14.1
1600 mg/kg n 5 5 5 4 3 3 3
Mean 135.2 133.1 122.1 111.2 131.8 159.9 180.5
SD. 16.1 5.6 49 +7.1 *11.6 +13.4 +12.6
2000 mg/kg n 5 5 3 2 1 1 1
Mean 134.0 134.3 1222 1223 159.8 189.3 195.8

S.D. 5.8 49 7.6
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Table 5 Necropsy findings in male rats after a single oral administration of thiourea S, S-dioxide

vl

Control 1024 mg/kg 1280 mg/kg 1600 mg/kg 2000 mg/kg
Group and dose ~ Scheduled Scheduled Scheduled Scheduled  Found Found
Organs and findings sacrificed Total sacrificed Total sacrificed Total sacrificed dead Total dead Total
No. of animals 5 5 5 5 5 5 2 3 5 5 5
Digestive system
Stomach
Spots, white, mucosa, forestomach 0 0 1 1 2 2 1 0 1 1 1
Intestine .
Retention, black-brown contents 0 0 0 0 0 0 0 0 (] 1 1
Respiratory system
Trachea
Retention, frothy fluid 0 0 0 0 0 0 0 0 0 3 3
Lung
Coloration, dark red 0 0 0 0 0 0 0 5 5
Uncollapse 0 0 0 0 0 0 0 1 1 3 3
Hematopoietic system
Spleen
Atrophy 0 0 0 0 0 0 0 3 3 4 4
Urinary system:
Kidney
Discoloration 0 0 0 0 0 0 0 1 1 0 0
Reproductive system
Testis
Atrophy _ 0 0 0 0 0 0 1 0 1 0 0
Epididymis _
Atrophy 0 0 0 0 0 0 1 0 1 0 0
Others .
Thoracic cavity
Retention, watery fluid 0 0 0 0 0 0 0 2 2 1 1

No appreciable changes in all other organs and tissues.
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Table 6 Necropsy findings in female rats after a single oral administration of thiourea S, S-dioxide

Study No.19725

Control 1024 mg/kg 1280 mg/kg 1600 mg/kg
Group and dose  Scheduled Scheduled Scheduled  Found Scheduled  Found
Organs and findings sacrificed Total sacrificed Total sacrificed dead otal sacrificed dead Total
No. of animals 5 5 5 5 3 2 5 3 2 5
Digestive system
Stomach
Spots, white, mucosa, forestomach 0 0 0 0 0 0 0 0 1 1
Spots, white, mucosa, glandular stomach 0 0 0 0 0 0 0 0 1 1
Intestine
Retention, black-brown contents 0 0 0 0 0 0 0 0 2 2
Respiratory system
Trachea '
Retention, frothy fluid . 0 0 0 0 0 1 1 0 0 0
Lung
Coloration, dark red 0 0 0 0 0 2 2 0 2 2
Uncollapse 0 0 0 0 0 0 0 0 0 0
Hematopoietic system
Thymus
Atrophy 0 0 0 0 0 1 1 1 2 3
Spleen
Atrophy 0 0 0 0 0 1 1 0 2 2
Urinary system
Kidney
Discoloration 0 0 0 0 0 1 1 0 0 0
Coloration, light gray, corticomedullary 0 0 0 0 1 0 1 1 0 1
Others
Thoracic cavity
Retention, watery fluid 0 0 0 0 0 1 1 0 1 1

No appreciable changes in all other organs and tissues.
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Table 6 - continued Necropsy findings in female rats after a single oral administration of thiourea S, S-dioxide

Study No.19725

2000 mg/kg
Group and dose ~ Scheduled  Found Total
Organs and findings sacrificed dead
No. of animals 1 4 5
Digestive system
Stomach
Spots, white, mucosa, forestomach 1 0 1
Spots, white, mucosa, glandular stomach 0 1 1
Intestine
Retention, black-brown contents 0 0 0
Respiratory system
Trachea
Retention, frothy fluid 0 2 2
Lung
Coloration, dark red 0 4 4
Uncollapse 0 3 3
Hematopoietic system
Thymus
Atrophy 0 2 2
Spleen '
Atrophy 0 4 4
Urinary system
Kidney
Discoloration 0 1 1
Coloration, light gray, corticomedullary 0 0 0
Others
Thoracic cavity
Retention, watery fluid 0 2 2

No appreciable changes in all other organs and tissues.
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Table 7 Histopathological findings in male rats after a single oral administration of thiourea S, S-dioxide

Study No.19725

Group and dose 1024 mg/kg 1280 mg/kg 1600 mg/kg

2000 mg/kg

Organs and findings Animal No. 8 13 15 169 18% 19

20

23¢  25¢

Digestive system
Stomach * *
-Ulcer, forestomach - - - -
Hyperplasia, squamous cell, forestomach
Erosion, glandular stomach - - - -

+
+
4
+

Respiratory system
Congestion +
Edema, alveolar +

Hematopoietic system
Spleen * * * * *
Atrophy +

Urinary system
Kidney * * * * *
Necrosis, tubule ++
Mineralization, tubule +

Reproductive system

Testis % * * * * %

Atrophy
Epididymis * * * * * *
Germ cell debris, lumen

++

Grade sign: -, none; +, mild; ++, moderate; +++, marked.
d: animal found dead after the administration.
*: not examined.



Study No.19725

Table 8 Histopathological findings in female rats after a single oral administration of thiourea S, S-dioxide

Group and dose 1280 mg/kg 1600 mg/kg 2000 mg/kg
Organs and findings Animal No. 1114 113 1169 117 119 1209 12191239 1249 125

gL

Digestive system
Stomach * * * * *
Ulcer, forestomach + - _ -
Hyperplasia, squamous cell, forestomach - - - - +
Erosion, glandular stomach - + + - -
Respiratory system
Lung * * * * * * * *
Congestion ++ 4+
Edema, alveolar ++ ++

Hematopoietic system
Thymus * * * * * * *
Atrophy ++ + ++
Mineralization, cortex ++ - -

Spleen * * * * * * * *
Atrophy + +

Urinary system
Kidney # * 8 * * *
Necrosis, tubule - - - +
Basophilic tubule - ++ ++ +
Dilatation, tubule - + + -
Mineralization, tubule +4+ - - ¥
Cellular infiltration, lymphocyte - + + -
Fibrosis - + + -

Grade sign: -, none; +, mild; ++, moderate; +++, marked.
d: animal found dead after the administration.
*: not examined.
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