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Table 1 A
(Study 1)

Mortality 1n rats after a single oral administration of 3-cyanopyridine

Study No. 19602
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Table 1B
(Study 1)

Mortality and LDso values in rats after a single oral administration of 3-cyanopyridine

Study No. 19602

Sex
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Study No. 19602

Table 2 A Clinical signs in male rats after a single oral administration of 3-cyanopyridine
(Study 1)
Group ) Minutes Hours Days
and Clinical signs
dose 0 5 15 30 45 1 2 3 4 5 6 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 &5 5 5 5 5§ —5_
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
595mg/kg Number of animals 5 5 5 5 5 5 5 5 5 5 b 5 5 5 5 5 5 5 5 5 5 5 5 5 g
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
T74mg/kg Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1006mg/kg  Number of animals 5 5 5 5 b 5 5 5 5 5 b 5 5 5 5 b 5 b 5 5 5 5 5 5 5
No abnormality 5 5 5 5 5 5 5 0 2 2 2 2 5 5 5 5 5 5 5 5 5 5 5 5 5
Hypoactivity 0 0 0 0 0 0 0 5 3 3 3 3 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 1 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Study No. 19602
Table 2 A - continued Clinical signs in male rats after a single oral administration of 3-cyanopyridine

(Study 1)

Group ) Minutes Hours Days
and Clinical signs
dose 30 3 4
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Clinical signs in male rats after a single oral administration of 3-cyanopyridine

Table 2 B

(Study )
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Number of animals
No abnormality

Control

Number of animals
No abnormality

Hypoactivity
Bradypnea

1297mg/kg

Lacrimation

Prone position

Lateral position

Death

Number of animals
No abnormality
Salivation

1388mg/kg
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Hypoactivity
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Lacrimation
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Abdominal respiration

Blanching

Tail mutilation

Death
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Study No.19602
13

11 12

10

Days

llours

30 45

Minutes
15

Clinical signs in male rats after a single oral administration of 3-cyanopyridine

Clinical signs
Number of animals
No abnormality
Salivation
Hypoactivity
Bradypnea
Lacrimation

Table 2 B - continued

(Study 1)
Group

and
1485mg/kg

dose

[as}

Prone position
Wheezing

Ataxia
Death

0

Number of animals

No abnormality
Salivation

Prone position
Wheezing

Ataxia

Abdominal respiration
Tremor

Exophthalmos

Hypoactivity
Lacrimation
Torticollis
Death

Bradypnea

1589mg /kg
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13

11

10

Days

Hours

30 45

Minutes
15

Clinical signs in male rats after a single oral administration of 3-cyancpyridine

Clinical signs
Number of animals
No abnormality
Salivation
Hypoactivity
Bradypnea

Table 2 B - continued

(Study T)
Group
1700mg /kg

dose

[a]

Lacrimation

0

Abdominal respiration

Lateral position
Mydriasis

Prone position
Wheezing

Exophthalmos

Hypothermia
Death

Ataxia




Study No. 19602

Table 3 A Clinical signs in female rats after a single oral administration of 3-cyanopyridine

(Study 1)

Group 4 Minutes Hours Days o

and Clinical signs e

dose 0 5 15 30 45 1 2 3 4 5 6 2 3 4 5 6 7 8 9 10 11 12 13 14 ;

Control Number of animals 5 5 5 5 5 15} 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 . : i .
No abnormality b 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

595mg/ ke Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abnormality 5 5 b 5 5 b 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5} 5 5 5

774mg/ke Number of animals 5 &5 5 5 b 5 5 b5 5 5 5 > 5 5 5 5 5 5 5 5 5 5 § 5 5
No abnormality 5 5 5 5 b 5 5 5 5 5 b 5 5 5 5 5 5 5 5 5 5 5 5 s 5

1006mg / kg Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No abmormality 5 5 b 5 b 5 5 4 4 3 3 1 1 5 5 5 5 5 § 5 5 5 5 5 5

Hypoactivity 0 0 0 0 0 0 0 1 1 2 2 4 4 0 0 0 0 ¢ 0 0 0 0 0 0 0




Study No. 19602
Table 3 A - continued Clinical signs in female rats after a single oral administration of 3-cyanopyridine
(Study 1)

Group o ‘ Minutes Hours Days
and Clinical signs
dose 15 3 4
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Study No. 19602

Clinical signs in female rats after a single oral administration of 3-cyanopyridine

Table 3 B

(Study 1)
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Number of animals
No abnormality

Control

Number of animals
No abnormality

Hypoactivity
Bradypnea

1297mg/ kg

Lacrimation

Wheezing
Ataxia

Number of animals
No abnormality
Salivattion

1388mg/kg
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Study No. 19602
13

12

10

Days

Hours

15 30 45

Minutes

0

Clinical signs in female rats after a single oral administration of 3-cyanopyridine

Abdominal respiration

Lateral position
Tremor

Clinical signs
Number of animals
No abnormality
Salivation

Prone position
Wheezing
Hypothermia
Exophthalmos
Death

Lacrimation
Ataxia

liypoactivity
Bradypnea
Mydriasis

Table 3 B - continued

(Study 1)
Group

and
1485mg/kg

dose

Al

[ap]

Number of animals
No abnormality
Salivation

1589mg /kg

0

Abdominal respiration

Lateral position
Death

Prone position
Wheezing
Hypothermia

Lacrimation
Ataxia

Hypoactivity
Bradypnea




Study No. 19602
Table 3 B - continued Clinical signs in female rats after a single oral administration of 3-cyanopyridine
(Study 1)

Group o ) Minutes Hours Days
and Clinical signs
dose 15
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1700mg/kg Number of animals
No abnormality
Salivation
Hypoactivity
Bradypnea
Lacrimation
Prone position
Lateral position
Wheezing
Hypothermia
Ataxia
Abdominal respiration
Tremor
Mydriasis
Death

COOCOoODCOOCOoOOOT MW,
COO0O0O0OOCOOOOOD WNWMm
CO0O0OOOOOOO —~O R WU
OCCO0O OO0 — — O kR W
COO0 OO — = — OO B U
OO0 — —— OO,
CO0OO0OO0O0O—O — —WwhOOoOWw
COO0CO0OO~0OMNMNEWOOWL
COCCOO—ONNTWOO U
OO0 O0OO—ONNDUWO O |»
COCOO——NOoOMAWODOoO WL | o
O NN W N DN =~ wWwiwoOoLU
RN~ ONOWWWe—~O O,
WOOODODOOOOOOOOOO W




Study No.19602

Table 4A Body weights in male rats after a single oral administration of 3-cyanopyridine
(Study 1)
Group Body weight (g) on day
Sex and
dose 1 2 1 6 8 11 15
Male Control N 5 5 5 5 5 5 5
Mean 192.8  220.0 2395 256.7 275.0 301.6 334.8
S.D 4.4 +4.9 +6.1 =10.6 +10.3 «13.6 £18.1
535mg/ke N 5 5 5 5 5 5 5
Mean 192.8 189.2 219.9 243.3 260.4 291.2 3271.5
S.D 6.6 +9.7 £11.0 $13.2 =13.6 :14.8 17.0
TT4mg/kg N 5 5 5 5 5 5 5
Mean 192.9 187.1 208.0 237.9 254.0 282.4 316.0
S.D +5.5 4.3 7.8 +8.9 +8.7 +11.2 $]12.3
1006mg/kg N 5 5 5 5 5 5 5
Mean 192.9 184.0 198.0 235.0 252.8 286.3 323.9
S.D +3.9 +2.8 z212.6 5.7 +4.3 3.0 4.6
1308mg/kg N 5 5 5 5 5 5 5
Mean 193.6 180.6 174.4 215.8 236.8 271.0 314.5
S.D 5.0 +4.7 =150 +17.4 =+14.1 2155 :15.8
1700mg/kg N 5 5 2
Mean 192.8 182.5 154.0
S.D 4.8 +6.8 -

N number of animals.
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Study No.19602

Table 4B Body weights in male rats after a single oral administration of 3-cyanopyridine
(Study E)
Group Body weight (g) on day
Sex and
dose 1 2 4 6 8 11 15
Male Control N 5 5 5 5 5 5 5
Mean 201.6 228.8 246.2 262.8 276.9 300.0 328.0
S.D 6.2 5.9 +6.3 8.2 t11.6 12.1 +19.1
1297mg/kg N 5 5 4 4 4 4 4
Mean 200.1 184.2 185.3 221.5 240.89 272.6 306.8
S.D. +3.5 5.7 18.3 11.6 +J.6 5.8 5.0
1388mg/kg N 5 5 3 3 3 3 3
Mean 198.2 180.9 171.8 2i5.1 233.3 264.8 302.0
S.D. +3.3 +3.3 th.4 5.1 +3.6 5.3  £11.0
1485mg/kg N 5 5 2 1 1 1 1
Mean 202.2 187.9 153.2 165.6 198.2 217.2 259.8
S.D. 5.4 5.4 - - - - -
1588mg/kg N 5 5 3 3 3 3 3
Mean 202.9 188.6 161.8 186.2 211.5 248.6 287.6
S.D 6.0 8.5 5.9 28,7 14.3 22,3 25.0
1700mg/kg N 5 5 3 1 1 1 1
Mean 200.0 187.4 153.9 177.6 213.8 251.3 291.3
S.D 2.3 3.0 +3.3 - - - -

N number of animals.



Study No.19602

Table 5A Body weights in female rats after a single oral administration of 3-cyanopyridine
(Study 1)
Group Body weight (g) on day
Sex and
dose 1 2 4 6 8 11 15
Female Control N 5 5 5 5 5 5 5
Mean 133.1 158.0 168.8 178.1 183.0 192.9 205.3
S.D. +4.1 4.5 5.6 +£3.8 5,2 +4.0 3.8
595mg/ke N 5 5 5 5 5 5 5
Mean 138.3 143.7 165.1 173.9 182.8 190.4 202.7
S.D. +5.6  210.3 6.0 +8.4 5.7 +10.5 =:11.4
TT4mg/kg N 5 5 5 5 5 5 5
Mean 140.6 134.6 152.5 173.2 177.4 181.3 204.8
S.D. 3.0 4.1 8.4 +8.5 9.1 £7.8 z10.9
1008mg/kg N 5 5 5 5 5 5 5
Mean 140.4 133.5 1497 189.4 177.4 188.7 204.8
S.D. 2.7 +0.8 +3.7 £]1.7 2.5 3.4 +4.§
1308mg/ke N 5 5 5 5 5 5 5
Mean 138.9 131.5 137.6 165.1 187.2 186.9 202.4
S.D. 5.5 4.4 +4.8 6.4 5.5 8.4 +8.4
1700mg/ke N 5 5 1
Mean 138.5 132.5 111.2
S.D. +3.8 +].3 -

N: number of animals.
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Study No.19602

Table 5B Body weights in female rats after & single oral administration of 3-cyanopyridine
(Study 1)
Group Body weight (g) on day
Sex and
dose 1 2 4 8 8 11 15
Female Control N 5 5 5 5 5 5 5
Mean 142.0 158.7 16b.1 173.7 178.6 190.4 200.6
S.D. +3.9 +6.9 £7.6  =11.2 =11.0 =12.3 «15.1
129Tmg/kg N 5 5 5 5 5 5 5
Mean 141.6 132.2 136.1 163.8 169.2 188.9 208.2
S.D. 6.4 2.6 9.1 +3.8 8.6 8.3 =13.0
1388mg/kg N 5 5 2 2 2 2 2
Mean 140.1 130.9 137.9 168.0 175.8 183.8 205.9
S.D. 4.9 +4.5 - - - - -
1485mg/ke N 5 5 3 2 2 2 2
Mean 142.3 132.5 126.1 1687.2 172.5 187.8 202.4
S.D. 6.8 6.7  £18.7 - - - -
1583mg/kg N 5 5 3 2 2 2 2
Mean 138.7 130.3 117.0 151.2 149.6 182.8 185.8
S.D. 4.8 5.9  215.2 - - - -
1700mg /&g N 5 5
Mean 140.9 132.6
S.D. +6.0 5.3

N: number of animals.
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Table 64 Necropsy findings in rats died after a single oral administration of 3-cyanopyridine
(Study 1)
Sex Male Female
Group and dose 1700mg/kg  1700mg/ke
Organs and findings Number of animals 5 5
Digestive system
Liver
Macule, grayish white 1 0
Stomach
Spot, blackish red, glandular stomach 4 3
Respiratory system
Lung
Macule, dark red 2 2
Coloration, dark red 1 1
Hematopoietic system
Thymus
Spot, blackish red 3 3

No appreciable changes in all other organs and tissues.
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Study No.19602

Table 6B Necropsy findings in rats died after a single oral administration of 3-cyanopyridine
(Study 1)
Sex Male Female
Group and dose 1297mg/ke  1388mg/kg 1485mg/ke 1589mg/kg 1700mg/kg  1388mg/kg 1485mg/kg 1589mg/ke  1700mg/kg
Organs and findings Number of animals 1 2 4 2 4 3 9 ] 5
Digestive systen
Liver
Macule, grayish white 0 0 1 0 0 0 0 0 0
Stomach
Spot, blackish red, forestomach 0 0 0 0 2 0 l 0 0
Spot, white, forestomach 0 0 1 0 1 0 0 0 0
Spot, blackish red, glandular stomach 1 1 2 0 3 2 2 3 i
Small intestine
Intussusception, ileum 0 0 0 0 0 0 0 0 1
Respiratory system
Lung
Macule, dark red 0 0 1 1 1 0 0 0 0
Hematopoietic system
Thymus
Spot, blackish red 1 2 2 1 3 2 0 1 3
Urinary system
Urinary bladder
Abnormal urine, light red 0 0 0 0 1 0 0 0 0

No appreciable changes in all other organs and tissues.



Study No.19602

Egblg 7?) Necropsy findings in male rats after a single oral administration of 3-cvanopyridine
tudy
Sex Male
Group and dose Control 5%mg/keg  TTdmg/kg 1006mg/kg 1308mg/kg
Organs and findings Number of animals 5 5 5 5 5
All organs and tissues NR NR NR NR NR

NR: no remarkable change.
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Table 7B Necropsy findings in male rats after a single oral administraticn of 3-cyanopyridine
(Study )
Sex Male
Group and dose Control  1297mg/kg 1388mg/kg 1485mg/kg 1589mg/kg  1700mg/ke
Organs and findings Number of animals 5 1 3 1 3 1
Digestive system
Stomach
Spot, white, forestomach 0 0 0 0 1 0
Genital system
Testis
Small in size 0 0 0 1 3 1
Others
Tail
Mutilation 0 0 1 0 0 0

No appreciable changes in all other organs and tissues.



Table 8A Necropsy findings in female rats after a single oral administration of 3-cyanopyridine

(Study 1)

Study No.19602

Sex

Group and dose

Organs and findings Number of animals

Female

Control  ©95mg/kg  T74mg/kg  1006mg/kg 1308mg/kg

All organs and tissues

NR NR NR NR NR

NR: no remarkable change.
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Table 8B Necropsy findings in female rats after a single oral administration of 3-cyanopyridine

(Study 1)
Sex Female
Group and dose Control  1297mg/kg 1388mg/kg 1485mg/kg 1583mg/kg

Organs and findings Number of animals 5 5 2 2 2

Digestive system

Stomach
Spot, white, forestomach 0 2 I 1 0

No appreciable changes in all other organs and tissues.



Table SA Histopathological findings in rats died after a single oral administration of 3-cyanopyridine

(Study 1)

Study No. 19602

Sex

Group and dose

Organs and findings Animal No.

Male Female

1700mg/ke 1700mg/ke

27 28 29 30 127 129 130

Digestive system
Liver
Necrosis, massive

Stomach
Erosion, glandular stomach

Respiratory system
Lung
Congestion
Edema

Hematopoietic system
Thymus
Hemorrhage

[

Grade sign. -, none; +, mild, #, mderate, #, marked.

x. not examined.



Study No.18602

Eable SB) Histopathological findings in rats died after a single oral administration of 3-cyanopyridine
Study 1

Sex Male Female

Group and dose 1297mg/kg  1388mg/kg 1485mg/kg 1588mg/kg  1700me/kg 1388mg/kg 1485mg/kg 1589mg/kg  1700mg/kg
Organs and findings Animal No. 58 63 67 B8 2 73 16 11 78 165 166 169 173 175 179 180

Digestive system
Liver X
Necrosis, massive

Stomach
Squamous hyperplasia, forestomach
Ulcer, forestomach -
Erosion, glandular stomach - + + + - + P L +

'
-+
i
+
¥
1
+
1
H

Small intestine X X X % X X LI X LI x X %
Congestion, ileum +

Respiratory system
Lung X
Congestion
kEdema - + -

Hematopoietic system
Thymus * * X X LS X X

Atrophy, cortical + + + +
Hemorrhage + + + + + + N N

Urinary system
Urinary biadder ¥ X x % X % E * X % X X X x
Erosion

Grade sign: -, none, +, mild, «, moderate; =, marked.
*. not examined.



Lo
-

Study No. 19602

Table 10 Histopathological findings in rats after a single oral administration of 3-cyanopyridine
(Study 1)
Sex Male Female
Group and dose Control  1388mg/kg 1485mg/kg 1589mg/kg 1700mg/kg  1297Tmg/kg 1388mg/kg 1485mg/kg
Organs and findings Animal No. 54 65 70 71 79 156 164 168
Digestive system
Stomach X X x X
Squamous hyperplasia, forestomach + + + ¥
Genital system
Testis * NA NA NA
Vacuolation, Sertoli cells - + + +
Giant cell formation - + + +
Decreased, germ cellis - + + +
Others
Tail kS * X % * X X
Ulcer +

Grade sign. -, none, +, mild; «, mederate; %, marked.
NA: not applicable.
¥, not examined.
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