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Tablc 32 Number of primordial follicles in F1 patental female rats treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Gener- Number Number of
ation Group of animals _primordial follicles®

F1 Control 10 Mean 323.1

S.D. 56.6

DCBS 4500 ppm 10 Mean 255.4

S.D. 109.1

a: Counted based on a 5% nonrandom sample (every twenticth serial section) from right ovary of each animal.



Table 33 General appearance in FI and F2 male rat pups and weanlings during postnatal days 0-26 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Postnatal day 0
Gener- DCBS (ppm) :
ation Item Control 80 600 4500
F1 Number of litters examined 22 24 24 24
Number of pups examined 149 175 167 158
Number of pups with abnormal findings 2 ( 098 2 ( 146 ) I (042 1 ( 139)
Findings* -
Found dead 2 (098 2 (146 ) 1( 042 1( 139)
= F2  Number of liticrs examined 23 22 21 24
Number of pups ¢xamined 143 143 147 163
o Number of pups with abnormal findings 0 ( 0.00 1 ( 065) 2 ( 155 B ( 467 )
® = Findings'
'o Found dead 0 ( 0.0 1 ( 065) 2 { 155 8§ ( 467 »

Values in parentheses represent the means of incidences of pups with abnormal findings (%, the litter is the unit evaluated),
2. Values represent the number of pups that showed abnormal findings.
*: Significantly different from the control at p50.05 by Wilcoxon rank-sum test,
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(to be continued)
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Table 33 (continued-1) General appearance in F1 and F2 male rat pups and weanlings during postnatal days 0-26 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide

(DCBS) in the two-generation reproductive toxicity study (SR05241)

Postnatal days 1-4

Gener- , DCBS (ppm)

ation Item Control 80 600 4500

F1 Number of litters examined 22 24 24 24
Number of pups examined 147 173 166 157
Number of pups with abnormal findings I ( 091 3( 140 8 ( 473 ) 3( 1L74)
Findings"

Found dead/lost t( 091 3 ( 140 8 ( 473 ) 3( 174)

F2 Number of litters examined 23 22 21 24 i
Number of pups examined 143 142 145 I ]
Number of pups with abnormal findings 6 409 9 ( 4.55 1t ( 780 ) 18 ( 12.56 )
Findings®

Scab on auricle 0 ( 0.00 0 ( 0.00 1 ( 068 ) 0 ( 0.00)
Found dead/lost 6 ( 409 9 ( 455 10 ( 7.12) 18 ( 12.56 )

(to be continued)
Values in parentheses represent the means of incidences of pups with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of pups that showed abnormal findings.
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Table 33 (continued-2) General appearance in F1 and F2 male rat pups and weanlings during postnatal days 0-26 treated with N,N-Dicyclohexyl-2-berizothiazolesulfenamide

(DCBS) in the two-generation reproductive toxicity study (SR05241)

Postnatal days 5-21
Gener- DCBS (ppm)
ation Item Control 80, 600 4500
F1 Number of litters examined 22 24 24 24
Number of pups examined 86 98 95 97
Number of pups with abnormat findings ¢ ( 0.00) 1( 104) 1 ( 139) 0 ( 6.00)
Findings" )
Found dead/lost 6 ( 0.00) 1 ( 1.04) 1 (¢ 139) 0 ( 0.00)
F2 Number of litters examined 23 22 21 23
Number of pups examined 87 81 81 92
Number of pups with abnormal findings 0 ( 0.00) 1 ( 1L14) 2 (238) 2 ( 217)
Findings" ,
Microphthalmia 0 ( 0.00) 1 ( 1.14) 0 ( 0.00) 0 ( 0.00)
Lost 0 ( 0.00) 6 ( 0.00) 2 (-238) 2( 217)

Values in parentheses represent the means of incidences of pups with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of pups that showed abnormal findings.
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Table 33 (continued-3) General appearance in F1 and F2 male rat pups and weanlings during postnatal days 0-26 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide

(DCBS) in the two-generation reproductive toxicity study (SR05241)

Postnatal days 22-26

Gener- DCBS (ppm)
ation Item Control 80 600 4500
F1 Number of litters examined 22 24 24 24
' Number of weanlings examined - 86 97 94 97
Number of weanlings with abnormal findings 0 ( 0.00) 0 ( 000 ) 0 ( 000) 0 ( 0.00
F2 Number of litters examined 22 22 21 23
Number of weanlings examined 83 81 79 90
Number of weanlings with abnormal findings 0 ( 0.00) 1 ( L14) 0 ( 0.00) 0 ( 000

Findings*

Microphthalmia 0 ( 0.00) 1 ( L14) 6 ( 0.00) 0 ( 000

Values in parentheses represent the means of incidences of weanlings with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of weanlings that showed abnormal findings,
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Table 34 General appearance in F1 and F2 female rat pups and weanlings during postnatal days 0-26 treated with N,N-Dicyclohexyl-2-benzothiazolesulfcnamide

(DCBS) in the two-generation reproductive toxicity study (SR05241) °

) Postnatal day 0
Gener- DCBS (ppm) :
ation  Item . Contro! 30 600 4500
Fl Number of litters examined : : 22 24 24 24
Number of pups examined ’ 133 141 163 143
Number of pups with abnormal findings ) 1 ( 045) 0 ( 0.00) 0 ( 0.00) 2 ( 1.22 )
Findings* ' :
Found dead ' 1( 045) 0 ( 0.00) 0 ( 000) 2( 122)
F2 Number of litters examined . ' 23 22 20 24
Number of pups examined ' 150 134 117 149
Number of pups with abnormal findings 4 ( 242) 0 ( 0.00 )* 2 ( 183 ) 4 (243 )
Findings ' '
Found dead - : 4( 242) 0 ( 000 ) 2 ( 1.83) 4 ( 243)

Values in parentheses represent the means of incidences of pups with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of pups that showed abnormal findings.
*: Significantly different from the control at p=0.05 by Wilcoxon rank-sum test.

(to be continued)
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Table 34 (continued-1) General appearance in FI and F2 femalc rat pups and weanlings during postnata! days 0-26 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Postnata| days 1-4

Gener- DCBS (ppm)
ation ltem Contro! 80 600 4500
F1 Number of litters examined 22 24 24 24
Number of pups examined 132 141 163 141
Number of pups with abnormal findings 4 ( 3.05) 3( 1.81) 3 ( 1.88) 4 ( 222)
Findings®
Trauma and scab on forelimb 1 ( 076 ) 0 ( 0.00) 0 ( 0.00) 0 ( 0.00)
Found dead/lost 3( 229) 3( 1.81) 3 ( 188 ) 4 ( 222)
F2 Number of litters examined 23 22 20 24
Number of pups examined 146 134 115 145
Number of pups with abnormal findings 8 ( 398 ) 10 ( 7.05) 5( 443 ) 16 ( 10.68 )
Findings"
Scab on hindlimb 0 ( 0.00) 1 ( 076 ) 0 ( 0.00) 0 ( 0.00)
Found dead/lost 8 ( 3.98) 9 (. 6.29) 5( 443) 16 ( 10.68 )

(to be continued)
Values in parentheses represent the means of incidences of pups with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the aumber of pups that showed abnormal findings.
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Table 34 (continued-2) General appeafance in F1 and F2 female rat pups and weanlings during postnatal d'ays 0-26 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Postnatal days 5-21
Gener- ' : DCBS (ppm)
ation Item ‘ : Control 80 600 4500
F1 Number of litters examined 22 24 24 24
Number of pups examined ' 88 94 97 95
Number of pups with abnormal findings 0 ( 000 ) 1 ( 1.04) 0 ( 0.00 ) 1 ( 1.04)
Findings" , :
Found dcgd/lost 0 ( 0.00) 1 ( 1.04) 0 ( 0.00) 1 ( 1.04)
F2  Number of litters examined ' 5] ' 22 20 23
Number of pups examined 90 80 71 86
Number of pups with abnormal findings 0 ( 0.00) 0 ( 0.00) 3( 417) 2 ( 254 )
Findings" _ .
Found dead/lost 0( 000 ) 0 ( 0.00) 3( 417) 2 ( 254)

' (to be continued)
Values in parentheses represent the means of incidences of pups with abnormal findings (%, the litter is the unit evaluated),
a: Values represent the number of pups that showed abnormal findings.
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Table 34 (continued-3) General appearance in F1 and F2 female rat pups and weanlings during postnatal days 0-26 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide

(DCBS) in the two-generation reproductive toxicity study (SR05241)

Postnatal days 22-26
Gener- DCBS (ppm)
ation Item Contro! 80 600 4500
F1  Number of litters examined L L 22 24 24 24
Number of weanlings examined . 88 93 97 94
Number of weanlings with abnormal findings _ 0 ( 0.00) 2 ( 208) 0 ( 0.00) 0 ( 0.00)
Findings"
Found dead 0 ( 0.00) 2 ( 2.08) 0 ( 000) 0 ( 0.00)
F2 Number of litters examined 22 22 20 23
Number of weanlings examined 86 80 74 84
Number of weanlings with abnormal findings 0 ( 0.00) 0 ( 0.00) 0 ( 0.00) 0 ( 000)

Values in parentheses represent the means of incidences of weanlings with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of weanlings that showed abnormal findings.



Table 35 Body weights of F1 and F2 rat pups treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS) in the two-generation reproductive toxicity study (SR05241)

‘Number Male Female
Genet- of Body weight (g) on postnatal day Body weight (¢) on postnatal day
ation  Group litters 0 4 -7 14 21 0 4 7 14 21
F1 Control 22 Mean 6.9 11.2 18.6 372 623 6.5 10.9 18.1 363 60.7
S.D. .05 1.1 1.8 36 5.6 0.5 1.3 1.9 35 52
DCBS 80 ppm 24 Mean 6.7 10.5 18.1 36.8 622 6.3 10.1 17.1 348 58.5
S.D. 0.6 12 1.7 24 3.7 0.5 1.4 2.3 3.6 6.0
DCBS 600 ppm 24 Mean 6.7 10.5 177 36.0 60.2 6.3 10.0 17.2 35.0 58.2
S.D. 0.6 1.4 2.5 4.0 6.3 0.5 1.2 2.3 4.0 6.5
DCBS 4500 ppm 24 Mean 6.6 103*  167* 33.6% 553 % 6.3 9.9*% 162 %% 328** 537 %+
S.D. 0.7 1.0 1.6 2.5 438 0.6 1.0 14 2.6 4.5
; ' ' (22) 22) (22) (22) (22) (22)
= F2 Control 23 Mean 6.8 11.0 18.5 371 62.5 6.5 10.5 17.6 35.9 59.6
°‘° 8.D. 0.9 2.3 27 4.0 7.0 1.0 23 2.9 4.1 6.6
DCBS 80 ppm 22 Mean 6.7 111 18.4 37.8 63.4 6.3 10.5 17.7 36.6 60.7
V S.D. 0.8 2.6 3.8 6.3 9.4 0.7 25 3.8 57 8.5
(20) (20) (20) (20) (20)
DCBS 600 ppm 21 Mean 6.7 10.0 17.1 355 60.6 6.3 9.7 16.3 335 56.3
S.D. 0.5 2.1 2.8 3.8 5.6 0.4 290 2.8 4.9 7.0
. (23) (23) @y @ (23) (23) (23) (23)
DCBS 4500 ppm 24 Mean 6.7 10.0 159 % 323 %+ 535 %+ 6.3 9.5 15.5 317 * 52.0 **
S.D. 0.6 14 23 4.1 5.9 0.7 1.5 22 3.9 5.7

Values in parentheses are the number of litters examined.

*: Significantly-different from the control at p < 0.05 by Dunnctt’s test.

*+#. Significantly different from the controt at p=$0.01 by Dunnett’s test.

%, Significantly different from the conttol at p50.01 by Mann-Whitney U-test.
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Table 36 Anogenital distance of F1 and F2 rat pups on postnatal day 4 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS)
in the two-gencration reproductive toxicity study (SR05241)

Gener- Number Male Female
ation Group of litters AGD (mm) AGD/(BW)"” AGD (mm) AGD/(BW)'?
F1 Control 22 Mean 5.60 2.51 3.02 1.36
S.D. 0.28 0.09 0.11 0.05
DCBS 80 ppm 24 Mean 5.50 2.52 295 1.37
S.D. 0.28 0.08 0.14 0.06
DCBS 600 ppm 24 Mean 5.51 252 2.99 139
S.D. 0.41 0.12 0.14 0.04
DCBS 4500 ppm 24 Mean 554 2.55 2.96 1.38
SD. 028 0.09 0.14 0.04
\’ t
~ F2 Control 23 Mean 5.54 2.50 2.93 1.34
v S.D. 0.51 0.12 0.19 0.04
DCBS 80 ppm 22 Mean 5.60 2.53 291 1.34
S.D. 0.55 0.14 0.22 0.06
(20) (20)
DCBS 600 ppm 21 Mean 539 2.51 2.88 1.35
S.D. 0.56 0.12 0.19 0.03
DCBS 4500 ppm 23 Mean 5.47 2.55 2.85 1.35
S.D. 0.38 0.08 0.18 0.05

Values in parentheses are the number of fitters examined.

AGD: Anogenital distance.
BW: Body weight.
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Table 37 Physical development in F1 and F2 rat pups treated with N,N-Dicyclohexyl-Z-Bcnzothiamlesulfenamide (DCBS) in the two-generation reproductive toxicity study (SR05241)

Male - Female
Incisor Eye Incisor Eye
» eruption Opening eruption opening
Number Pinna detachment Ageat Age at Pinna detachment Age at Ageat

Gener- of Coggletiqn rate (%) on postnatal day  compla- compla- Completion rate (%) on postnatal day ~ compla- compla-
ation .  Group litters 1 2 3 4 tion (days) tion (days) 1 2 3 4 tion (days) tion (days)

F1 Control 22 Mean 63 255 959 1000 10.2 14.5 6.4 339 972  100.0 10.1 144

S.D. 18.3 353 113 0.0 0.6 0.6 21.0 389 7.6 0.0 0.6 0.6

DCBS 80 ppm 24 Mean 12 312 93.8 100.0 10.8 ** 14.5 3.5 393 934 99.4 10.7 ** 14.5

S.D. 4.0 41.7 15.1 0.0 0.6 0.5 8.6 434 157 29 0.7 0.7

DCBS 600 ppm 24 Mean 0.0 15.2 944  100.0. 10.3 147 0.0 200 93.3 100.0 10.2 144

S.D. 0.0 22.8 20,7 0.0 0.6 0.5 0.0 324 211 0.0 0.7 0.4

DCBS4500ppm 24 .  Mean 5.0 236 99.3 1000 10.5 14.6 42 27.1 99.5 £00.0 10.2 14.5

S.D. 16.9 337 34 0.0 0.4 0.5 204 344 2.3 0.0 0.6 0.5

@2) @2) @2 @2)

F2 Control 23 Medn 13.8 300 872 1000 9.7 144 10.3 302 88.0 99.1 9.8 14.3

S.D. 320 44.2 29.1 0.0 0.7 0.7 284 40.0 29.2 4.2 0.7 0.6

DCBS 80 ppm 22 Mean 9.1 28.6 91.5 100.0 10.6 ** 14.6 7.6 30.8 91.7 91.7 104 * 144

S.D. 294 41.1 23.1 0.0 0.9 0.8 25.1 43.8 224 10.7 0.8 038

(20) (20) (20) (20) (20) (20)

DCBS 600 ppm 21 Mean 31 26.1 86.6 100.0 9.9 14.3 0.7 26.1 91.7 1000 10.0 144

S.D. 11.2 40.5 232 0.0 0.6 0.7 3.2 37.8 15.0 0.0 0.6 0.5

(23) (23) (23) (23) 23) @3 (23) 23)

DCBS 4500 ppm 24 Mean 1.7 L7 924  100.0 103 * 14.6 3.6 402 92.6  100.0 10.4 * 14.5

SD. 8.2 38.8 18.0 0.0 0.8 0.6 154 40.0 18.3 0.0 0.9 0.7

Values in parentheses are the number of litters examined,
*: Significantly different from the control at p=0.05 by Dunnett’s test.
«+; Significantly different from the control at p50.01 by Dunnett’s test.
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Table 38 Reflex response tests in F1 and F2 rat pups treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS) in the two-generation reproductive toxicity study (SR05241)

Male Female
Surface Air Surface Air
Number righting reflex _geotaxis reflex righting reflex righting reflex geotaxis reflex righting reflex

Gener- of Success  Response  Completion Response Success Success Response  Completion Response Success

ation  Group animals rate (%)  time (sec)  ratio (%) time (sec) rate (%) rate (%)  time (sec)  ratio (%) time (sec) rate (%)

F1 Control 22 Mean 100.0 2.1 22(22 14.5 100.0 100.0 2.8 22/22 153 100.0

S.D. 0.0 1.6 (100.0) 8.0 0.0 0.0 3.4 (100.0) 6.8 0.0

DCBS 80 ppm 24 Mean 100.0 1.5 24124 15.4 100.0 100.0 1.6 24124 14.1 100.0

S.D. 0.0 05 (100.0) 8.2 0.0 0.0 0.6 (100.0) 6.0 0.0

DCBS 600 ppm 24 Mean 100.0 24 24124 13.8 100.0 100.0 1.9 24/24 15.4 100.0

S.D. 0.0 23 (100.0) 6.4 0.0 0.0 0.9 (100.0) 6.2 0.0

DCBS 4500 ppm 24 Mean 100.0 1.8 24/24 16.0 100.0 100.0 34 2424 18.3 100.0

e S.D. 0.0 12 (100.0) 7.5 0.0 0.0 39 (100.0) 7.6 0.0
O
p—
o

' F2 Control 22 Mean 100.0 2.5 22/22 15.3 100.0 100.0 2.6 22122 16.9 100.0

S.D. 0.0 1.6 (100.0) 6.3 0.0 0.0 1.8 (100.0) 72 0.0

@n

DCBS 80 ppm 22 Mean 100.0 22 22/22 17.2 98.5 97.0 2.4 22/22 14.0 100.0

S.D. 0.0 18 (100.0) 7.4 7.1 14.2 2.0 (160.0) 6.5 0.0

(20) (20) (20) (20)

DCBS 600 ppm 21 Mean 100.0 1.7 2121 144 100.0 100.0 2.5 20/20 12.6 98.3

S.D. 0.0 05 (100.0) 5.7 0.0 0.0 1.7 (100.0) 8.1 7.4

(22)
DCBS 4500 ppm 23 Mean 100.0 2.1 23/23 16.1 100.0 100.0 32 22123 16.0 100.0
S.D. 0.0 1.9 (100.0) 4.9 0.0 0.0 45 95.7) 6.2 0.0

Surface righting reflex, negative geotaxis reflex and air righting reflex were examined on postnatal day 5, 8 and 18, respectively.
Completion ratio (%) = (number of animals showing positive response/number of animals examined) x 100.

Values in parentheses are the number of animals examined.



Table 39 Autopsy findings in F1 and F2 male rat pups euthanized on postnatal day 4 or found dead on postnatal days 0-4 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Gener- ' ~ DCBS (ppr) _
ation Item , _ Control 80 600 4500
F1 Number of fitters examined 17 23 21 21
Number of pups examined . 62 77 67 61
Number of pups with abnormal findings 0 ( 000) 1 ( 109) 0 ( 000) 0( 0.00)
Findings"*
Liver; Yellowish white discoloration ' 0 (. 000) 1 ( 109) 0 ( 000) 0 ( 0.00)
F2 Number of litters examined 17 17 15 19
Number of pups examined 52 58 57 59
Number of pups with abnormal findings 2 ( 196 ) 1( 147 ) 1 ( 222) 1 (263 )
© Findings'
O.'_ Auricle: Scab 0 ( 0.00) 0 ( 0.00) 1 ( 222) 0 ( 000)
o Digestive tract: Retention, gas 2 ( 196) 1( 147 ) 0 ( 0.00) 0 (.000)
! Kidney: Dilatation, renal pelvis . 0 { 0.00) 0 ( 0.00) 0 ( 0.00) 1 ( 263)

Values in parentheses represent the means of incldences of pups with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of pups that showed abnormal findings.
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Table 40 Autopsy findings in F1 and F2 female rat pups euthanized on postnatal day 4 or found dead on postnatal days 0-4 treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Gener- DCBS (ppm)
ation Item Control 80 600 4500
F1 Number of litters examined 17 18 21 17

Number of pups examined 44 46 64 46

Number of pups with abnormal findings 3 ( 7.06) 0 ( 0.00) 0 ( 0.00) 0 ( 0.00)

Findings®
Liver: Yellowish white discoloration 1 ( 294) 0 ( 0.00) 0 { 0.00) 0 ( 0.00)
Kidney: Dilatation, renal pelvis 1 ( 1.18) 0 ( 000 ) 0 ( 0.00) 0 ( 000)
Ureter: Dilatation 1 ( 1.18) 0 ( 0.00) 0 ( 000 ) 0 ( 000 )
Forelimb: Scab 1 ( 294) 0 ( 000) 0( 000) 0 ( 000 )

F2 Number of litters examined 18 14 15 19

Number of pups examined 53 49 37 51

Number of pups with abnormal findings 2 (1111) 1 ( 357) 1 ( 333 ) 1 ( 263 )

Findings"

__Digestive tract: Retention, gas 1 ( 556 ) 0 ( 000 ) 0 ( 000) 1 ( 263)
Digestive tract: Dark red contents 0 ( 000) 0( 000) 1 ( 333) 0 ( 000)
Farelimb: Oligodactyly 1 ( 556 ) 0 ( 0.00) 0 ( 0.00) 0 ( 000 )
Hindlimb: Scab 0 ( 000) 1 ( 3.57) 0 ( 000) 0 ( 000)

Values in parentheses represent the means of incidences of pups with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of pups that showed abnormal findings.
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Table 41 Autopsy findings in F1 and F2 male rat weanlings euthanized on postnatal day 26 or animals found dead on postnatal days 5-26 treated with
N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS) in the two-generation reproductive toxicity study (SR05241)

Gener- ' ' DCBS (ppm)
ation Item Control 80 600 4500
F1 Number of litters examined 22. 24 24 24
Number of animals examined 62 73 71 73
Number of animals with abnormal findings 0 ( 0.00) 1 ( 139) 3 417) 1( 139)
Findings"
Tleum: Diverticulum 0 ( 000) 1( 139) 0 ( _000) 0( 000)
Kidney: Dilatation, renal pelvis 0 ( 0.00) 0 ( 000) 3( 417) 1( 139)
F2 Number of litters examined ) 23 22 21 23
Number of animals examined 87 81 79 90
Number of animals with abnormal findings 2 ( 290) 6 ( 659 ) 6 ( 786 ) 4 ( 435)
Findings' ' _
Eyeball: Microphthalmia 0 ( 0.00) 1 ( 1.14) 0 ( 0.00) 0 ( 000 )
Kidney: Dilatation, renal pelvis 1( 145) 5 ( 545) 6 ( 786 )* 3( 326)
Testis: Small size 1 ( 145) 0 ( 000 ) 0 ( 000) 1 ( 1.09)
BEpididymis: Small size 1( 145) 0 ( 000 ) 0 ( 0.00) 1 ( 109 )

Values in parentheses represent the means of incidences of animals with abnormal findings (%, the litter is the unit evaluated).
a: Values represent the number of animals that showed abnormal findings.

b: Including pups that were euthanized on postnatal day § because of maternal death.

*: Significantly different from the control at p=<0.05 by Wilcoxon rank-sum test.
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Table 42 Autopsy findings in F1 and F2 female rat weanlings euthanized on postnatal day 26 or animals found dead on postnatal days 5-26 treated with
N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS) in the two-generation reproductive toxicity study (SR05241)

Gener-

DCBS (ppm)
ation Item Control 80 600 4500
F1 Number of litters examined 22 24 24 24
Number of animals examined 64 70 73 70
Number of animals with abnormal findings 5(.%0%) 3 ( 451) 0 ( 000) 5 ( 764 )
Findings"
Cercbrum: Dilatation, ventricle 0 ( 0.00) 0 ( 000) 0 ( 0.00) 1 ( 139)
Glandular stomach: Fine dark red patch, mucosa, multifocal 0 ( 0.00 ) 1( 139) 0 ( 0.00) 0 ( 000)
Tleum: Diverticulum 1( 1.52) 0 ( 0.00) 0 ( 000) 0 ( 0.00)
Kidney: Dilatation, renal pelvis 4 ( 758 ) 2 ( 313) 0( 000) 4 ( 625)
Urinary bladder: Dark red contents 0( 000) 1( 13%9) 0 ( 000) 0( 000)
F2 Number of litters examined 23 22 20 23
Number of animals examined 90° 80 74 85
Number of animals with abnormal findings 0 ( 0.00) 1( 1.14) 6 ( 7.50 ) 2 ( 232)
Findings"
Ileum: Diverticulum 0 ( 0.00) 0 ( 0.00) 2 ( 250 ) 0 ( 000)
Digestive tract: Retention, gas 0( 000) 0 ( 000) 0 ( 000) 1 ( 145)
Kidney: Dilatation, renal pelvis 0 ( 0.00) 1( 114) 4 ( 5.00) 1 ( 087)

Values in parentheses represent the means of incidences.of animals with abnormal findings (%, the litter is the unit evaluated).

a: Values represent the number of animals that showed abnormal findings.
b: Including pups that were euthanized on postnatal day 5 because of maternal death.
*: Significantly different from the control at p=0.05 by Wilcoxon rank-sum test.



Table 43 Absolute and relative organ weights in F1.and F2 male rat weanlings treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS) in the

two-generation reproductive toxicity study (SR05241)

Number Body
Gener- of weight Brain Thymus Liver Kidney" Spleen
ation Group animals g g % mg 107% g % g % mg 107%
F1  Control 22 Mean 922 1.69 1.84 359 388 4.16 4.51 1.023 1.110 394 425
S.D. 8.0 0.07 0.13 68 52 0.49 0.26 0111 0073 68 52
DCBS 80 ppm 24 Mean 889 1.69 1.91 350 393 4.09 4.60 1.040 L171* 352 395
S.D. 62 0.05 0.13 53 50 037 0.25 0.079  0.064 68 63
DCBS 600 ppm 24 Mean  88.1 1.70 1.94 365 416 4,09 464° 1003 1.137 356 405
S.D. 9.1 0.08 0.15 52 61 0.44 0.15 0135  0.079 61 59
DCBS4500ppm 24  Mean  782** 163 ** 209* 218% 357 383*%  489%  0894% 1146 278 %% 357 **
S.D. 7.2 0.07 0.17 37 48 051 0.28 0.069  0.073 41 48
m 1
S
& F2 Control 22 Mean 908 1.67 1.85 355 392 4,08 4.49 1,006  1.109 383 422
' sD. 8.7 0.08 0.14 56 58 047 023 0102  0.037 61 49
DCBS 80 ppm 22 Mean 9i4 169 187 325 355 4.12 4.50 1.009 1.105 350° 381+
S.D. 13.1 0.09 0.22 64 47 0.66 0.26 0.147  0.066 83 53
DCBS 600 ppm 21  Mean  89.1 1.70 1.92 361 406 4.21 472% 1022 1.146° 356 400
SD. 65 008 013 47 48 044 027 0.089  0.049 46 50
DCBS4500ppm 23 Mean  80.0° 163 205 % 283 %t  354% 3.74 466°% 0923 11525 286%F 357 *+
SD. 7.8 0.09 0.18 52 55 0.54 0.42 0.133 0117 52 54

a; Values represent the total weights of the organs of both sides.

*: Significantly different from the control at p50.05 by Dunnett’s test.

*+: Significantly different from the control at pS0.01 by Dunnett’s test.

5: Significantly different from the control at p<0.05 by Mann-Whitney U-test.
%%, Significantly different from the control at pS0.01 by Mann-Whitney U-test.
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Tzble 43 (continued) Absolute and relative organ wejghts in F1 and F2 male rat weanlings treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Number

Gener- of Adrenal® Testis® Epididymis® Prostate
ation  Group animals mg 10°% mg 10°% mg 10%% mg 107%
F1 Control 22 Mean 25.5 27.8 561 608 78.6 85.5 49.2 53.3
S.D. 2.6 25 77 61 9.4 9.8 9.8 9.1
DCBS 80 ppm 24 Mean 255 287 542 610 773 869 475 534
S.D. 33 3.0 64 55 9.5 8.4 7.8 7.8
DCBS 600 ppm 24 Mean 25.0 284 541 612 75.9 86.4 43.7 49.6
S.D. 3.3 31 88 58 11.6 11.3 10.1 10.7
DCBS4500ppm 24 Mean 224 288 529 677%  T13% 913 423* 540
S.D. 29 4.0 88 95 10.2 11.7 8.9 9.5
F2 Control 22 Mean 25.5 28.1 548 602 79.5 87.6 50.9 55.6
S.D. 2.8 28 106 89 12.5 10.6 16.6 15.0
DCBS 80 ppm 22 Mcan 24,1 26.5 516 563 729 80.4 44.6 48.9
S.D. 34 2.6 103 69 12.3 12.6 10.4 9.9
DCBS 600 ppm 21 Mean 24.2 272 528 590 72.7 817 47.0 527
S.D. 3.8 43 82 65 10.0 10.6 103 10.1
DCBS 4500 ppm 23 Mean 227+ 28.5 525 653 7.3 89.0 42.6 52.9
S.D. 34 42 98 91 11.2 10.0 12.2 13.1

a: Values represent the total weights of the organs of both sides.

*: Significantly different from the control at p=20.05 by Dunnett’s test.

**; Significantly different from the control at p20.0{ by Dunnett’s test.

$5. Significantly different from the control at p=0.01 by Mann-Whitney U-test.



Table 44 Absolute and relative organ weights in F1 and F2 female rat weanlings treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS) in the

two-generation reproductive toxicity study (SR05241)

B e T B L e

Number Body
Gener- of weight Brain Thymus Liver Kidney" Spleen
ation  Group animals g g % mg  10°% g % g %. mg  10°%
F1.  Control 22 Mean 85.9 1.62 1.90 361 418 3 4.33 0.954 1110 338 392
S.D. 7.8 0.07 0.14 77 65 0.4 0.34 0.108 0.068 58 43
DCBS 80 ppm 24 Mean 82.5 1.65 2.01 327 398 3.52 4.27 0.967 L173 *+ 323 392
S.D. 6.4 0.05 0.17 49 60 0.35 0.22 0.081 0.055 47 54
DCBS 600 ppm 24 Mean 82.8 1.64 2.00 350 423 3.65 4.41 0.940 1.133 316 382
o S.D. 7.2 0.05 0.16 60 63 0.40 0.29 0.114 0.065 53 55
DCBS 4500 ppm 24 Mean 743 % 157* 213*  281% 379 343 % 462* 0.850** 1,148 2493 337+
S.D. 6.7 0.05 0.16 43 56 0.40 0.31 0.082 0.088 32 49
m b
m Ll
& F2 Control 22 Mean 83.6 1.62 1.96 364 439 3.71 4.44 0.915 1.096 340 407
! -SD. 9.5 0.08 0.20 50 63 0.47 C.18 0.093 0.046 63 58
DCBS 80 ppm 22 Mean 87.2 1.66 192 326 373 ** 3187 4.44 0.983 1.129 i3 380
S.D. 10.8 0.07 0.19 66 56 0.50 0.23 0.137 0.085 55 46
DCBS 600 ppm 20 Mean 824 1.66 2.03 348 424 3.80 4.61* 0.960 1.164 ** 320 389
S.D. 6.5 0.05 0.16 68 80 0.37 0.19 0.111 0.083 46 56
DCBS 4500 ppm 23 Mean 746 * 157*  211* 2834+ 379% 357 478 **  0.885 1.187% 274 370
S.D. 79 0.07 0.18 56 63 0.46 026 0.101 0.061 40 52
(to be continued)
a: Values represent the total weights of the organs of both sides.
*: Significantly different from the coritrol at p50.05 by Dunnett’s test.
*+: Significantly different from the control at pS0.01 by Dunnett’s test.
5%, Significantly different from the control at p=0.01 by Mann-Whitney U-test.
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Table 44 (continued) Absolute and relative organ weights in F1 and F2 female rat weanlings treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide
(DCBS) in the two-generation reproductive toxicity study (SR05241)

Number
Gener- of Adrenal’ Qvary" Uterus
ation  Group animals mg 107% mg 1079 mg 10°%
F1 Control 22 Mean 23.8 278 232 27.1 58.2 67.9
S.D. 2.6 28 3.3 33 14.5 15.8
DCBS 80 ppm 24 Mean 245 29.8 222 27.0 55.8 67.9
S.D. 2.7 36 3.4 4.0 7.6 9.9
DCBS 600 ppm 24 Mean 23.1 279 205 % 2438 62.1 75.2
S.D. 29 2.6 3.2 43 12.3 14.1
DCBS 4500 ppm 24 Mean 215 29.1 203* 275 484% 650
S.D. 2.4 3.6 32 47 11.8 14.1
F2 Control 22 Mean 23.6 28.4 22,0 26.6 61.8 73.3
S.D. 29 33 3.9 52 18.9 17.2
DCBS 80 ppm 22 Mean 233 26.7 22.5 26.0 58.1 67.0
S.D. 4.0 33 2.8 3.0 11.9 135
DCBS 600 ppm 20 Mean 22 270 209 255 500°  60.7*
S.D. 3.3 40 31 44 10.0 115
DCBS 4500 ppm 23 Mean 21.6 29.0 214 290 46.6% 623+
S.D. 3.0 39 2.9 4.3 12.9 15.0

a: Values represent the total weights of the organs of both sides.

*: Significantly ditferent from the control at p<0.05 by Dunnett’s test.

5. Significantly different from the contro! at p=0.05 by Mann-Whitney U-test.
%%, Significantly different from the control at p=0.01 by Mann-Whitney U-test.
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Table 45 Histopathological findings in F1 and F2 rat weanlings treated with N,N-Dicyclohexyl-2-benzothiazolesulfenamide (DCBS) in the two-generation

reproductive toxicity study (SR05241)

. Male Female
Gener- ‘ DCBS DCBS
ation ~ Item . Control 4500 ppm Control 4500 ppm
FI  Number of weanlings examined’ 22 24 22 24
Number of weanlings with abnormal findings 0 0 0 0
F2 Number of weanlings examined® 22 23 22 23
0 0 0

Number of weanlings with abnormal findings 0

a: Weanlings were examined on the liver, spleen and thymus in the control and DCBS 4500 ppm groups.
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