
NDA 22-307 CS-747 (Prasugrel)

5. Appendix

Table 1A: Intercurrent Mortality Rate
Male Rats
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week

CONTROL

NO. of

Death Cum. %

LOW

NO. of

Death Cum. %

MEDIUM

NO. of

Death Cum. %

High

No. of

Death Cum. %

ffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff
53-78 2 3.6 1 1.8 4 7.3 2 3.6

79-91 2 7.3 3 7.3 3 12.7

92-104 5 16.4 7 20.0 5 21.8 4 10.9

Term. Sac. 46 83.6 44 80.0 43 78.2 49 89.1

Table 1B: Intercurrent Mortality Rate
Female Rats

week

CONTROL LOW

No. of No. of

Death Cum. % Death Cum. %

MEDIUM

No. of

Death Cum. %

High

NO. of

Death Cum. %

ffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff
0-52 1 1.8

53-78 1 3.6 1 1.8 1 1.8

79-91 6 10.9 3 9.1 4 9.1 4 9.1

92 -104 11 30. 9 10 27. 3 7 21. 8 5 18. 2

Term. Sac. 38 69.1 40 72.7 43, 78.2 45 81.8

Table 2A: Intercurrent Mortality Comparison
Male Rats

Test
Dose Response
Homogeneity

P-Value
Cox

0.2388
0.4330

P-Value
Kruskal-Wallis

0.2358
0.4150

Table 2B: Intercurrent Mortality Comparison
Female Rats

Test
Dose Response
Homogeneity

P-Value
Cox

0.1422
0.4371

P-Value
Kruskal-Wallis

0.1564
0.4642
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Table 3A: Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons
Male Rats

Cont Low Med High p_value p_value p_value p_value

organ Name Tumor Name N=55 N=55 N=55 N=55 Dos Resp C V5. L C V5. M C vs. H

ffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff

Adrenal CARCINOMA, CORTICAL C 1 0 0 0 0.125 0.500 0.500 0.245

PHEOCHROMOCYTOMA 3 2 3 0 0.088 0.500 0.500 0.059

PHEOCHROMOCYTOMA, MAL 2 2 2 2 0.478 0.500 0.500 0.500

Bone,cranial OSTEOSARCOMA 0 1 0 0 0.381 0.500

Cerebrum ASTROCYTOMA, MALIGNAN 0 1 2 0 0.500 0.500 0.119

OLIGODENDROGLIOMA,MA 0 0 1 0 0.500 0.248

RETICULOSIS, MALIGNAN 0 0 0 1 0.255 0.500

Harderian gland LEIOMYOSARCOMA 0 1 0 0 0.380 0.500

Heart SCHWANNOMA 0 0 0 0.374 0.119

Hemal ymphoreti c LEUKEMIA, LARGE GRANU 8 8 3 2 0.009 0.500 0.100 0.026

SARCOMA, HISTIOCYTIC 1 0 0 0 0.127 0.500 0.500 0.248

Intest; ne I ; 1eum ADENOMA 0 1 0 0 0.380 0.500

LEIOMYOSARCOMA 0 0 1 0 0.500 0.245

Kidney LIPOMA 0 0 0 1 0.255 0.500

PAPILLOMA, TRANSITION 0 0 0 1 0.255 0.500

Liver ADENOMA, HEPATOCELLUL 4 0 1 0.121 0.339 0.248 0.307

Lung(bronchus) ADENOMA, BRONCHIOLO-A 2 3 1 1 0.202 0.500 0.500 0.307

CARCINOMA 0 1 1 1 0.307 0.500 0.245 0.500

Mammary gland ADENOCARCINOMA 0 1 0 0 0.380 0.500

FIBROADENOMA 1 0 1 0 0.250 0.500 0.500 0.245

Mesothe1; urn MESOTHELIOMA, MALIGNA 4 1 1 0.047 0.358 0.181 0.100

Pancreas ADENOMA,ACINAR-ISLET 0 2 0 0 0.281 0.248

ADENOMA, ISLET CELL 8 8 8 9 0.423 0.500 0.500 0.500

CARCINOMA, ISLET CELL 0 0 1 0 0.500 0.245

parathyroi d ADENOMA 0 0 0 0.500 0.245

Pituitary ADENOMA, ANTERIOR 11 13 18 0.284 0.408 0.065 0.156

Preputial gland ADENOMA 1 0 0 0 0.125 '0.500 0.500 0.245

CARCINOMA 1 1 2 2 0.285 0.500 0.307 0.500

Prostate ADENOMA 11 9 6 4 0.016 0.313 0.144 0.026

skin FIBROMA 4 4 5 0.315 0.339 0.500 0.500

KERATOACANTHOMA 1 0 2 0.450 0.500 0.500 0.500

SCHWANNOMA, MALIGNANT 0 0 0 0.281 0.248

Spinal cord,cer OLIGODENDROGLIOMA, MA 0 0 1 0 0.500 0.245

Stomach CARCINOID 0 1 0 0 0.380 0.500

Testis LEYDIG CELL TUMOR 48 SO 45 47 0.296 0.358 0.500 0.500



NDA 22-307 CS-747 (Prasugrel) Page 11 of19

Table 3A (Continued): Tumor Rates and P·Values for Dose Response Relationship and Pairwise Comparisons
Male Rats

Cant Low Med High P_value p_value p_value P_value

organ Name Tumor Name N~55 N~55 N~55 N=55 Dos Resp C VS. L C V5. M C VS. H

I I I I I I I I I I I I I I I I I I IffI I ffI I f I I I I I I I I I I I I I f fff I I I f I I I I I fff I I I I I I I I I I I I ffII I I I I I I I I I I I ffI I ffI I I I I I I I I I I I

Thymus THYMOMA 1 0 0 0 0.125 0.500 0.500 0.245

Thyroid AOENOMA,C CELL 13 9 11 10 0.282 0.236 0.408 0.243

CARCINOMA,C CELL 2 1 5 0 0.319 0.500 0;135 0.119

CARCINOMA, FOLLICULAR 1 1 a 1 0.407 0.500 0.500 0.500

Urinary bladder PAPILLOMA 1 a 1 a 0.250 0.500 0.500 0.245

Zymba1 91 and CARCINOMA 0 a 1 0.500 0.248
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Table3B: Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons
Female Rats

·Cont Low Med High p_value p_value p_value P_Value

organ Name Tumor Name NeSS NeSS NeSS N=55 Dos Resp C V5. L C VS. M C V5. H

I I I I I I IfI I IfI I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I IfI I I I I I IfI I IfI I I I I IfI I I I I I I I IfI I I I I I I I I I I I I I I I I I I I I I

Adrenal CARCINOMA, CORTICAL C 1 0 0 1 0.500 0.500 0.248 0.500

PHEOCHROMOCYTOMA 3 0 2 3 0.384 0.121 0.339 0.500

PH EOCHROMOCYTOMA. MAL 2 0 0 0 0.031 0.248 0.121 0.121

Cerebrum ASTROCYTOMA, MALIGNAN 0 0 1 0 0.500 0.500

OLIGOOENOROGLIOMA. MA 0 0 1 0 0.500 0.500

Heart SCHWANNOMA 1 1 0 0 0.123 0.500 0.248 0.248

Hemo1ympho reti c LEUKEMIA, LARGE GRANU 14 13 6 1 <0.0001 0.500 0.040 <0.0001

SARCOMA, HISTIOCYTIC 1 1 1 0 0.209 0.500 0.500 0.248

Intes ti ne . ; 1eum LEIOMYOSARCOMA 0 0 0 0.031 0.248 0.121 0.121

Kidney LIPOMA 0 0 1 0 0.500 0.500

Lung(bronchus) AOENOMA. BRONCHIOLO-A 1 0 0.076 0.500 0.309 0.309

Mammary gland ADENOCARCINOMA 1 2 2 1 0.460 0.309 0.500 0.500

FIBROAOENOMA 2 4 6 3 0.316 0.218 0.135 0.500

Pancreas ADENOMA, ISLET CELL 1 0.354 0.309 0.500 0.500

Parathyroi d ADENOMA 0 0 0 1 0.251 0.500

pitui tary AOENOMA. ANTERIOR 17 15 17 17 0.486 0.416 0.500 0.500

Skin FIBROMA 1 0 1 0.219 0.500 0.500 0.500

Thymus THYMOMA 0 0 0 1 0.251 0.500

Thyroid AOENOMA, C CELL 7 4 9 0.398 0.500 0.179 0.393

CARCINOMA, C CELL 4 3 4 0.491 0.500 0.358 0.500

Urinary bladder PAPILLOMA 0 1 0 0 0.373 0.248
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Table 4A: Intercurrent Mortality Rate in
Male Mice
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CONTROL

No. of

LOW

No. of

MEDIUM

No. of

High

No. of

Week Death Cum. % Death Cum. % Death Cum. % Death Cum. %

ffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff
1 1.8

3.6 10.9

0-52

53-78

79-91

92-104

Term. Sac.

16.4

15 43.6

31 56.4

23.6

6 34.5

36 65.5

1.8

14.5

6 25.5

13 49.1

28 50.9

1 1.8

7 14.5

23.6

15 50.9

27 49.1

Table 4B: Intercurrent Mortality Rate
Female Mice

CONTROL LOW MEDIUM Hi gh

~. ~ ~.~ ~.~ ~.~

Week Death Cum. % Death Cum. % Death Cum. % Death Cum. %

ffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffffff
0- 52 2 3 . 6 1 1. 8 2 3.6

53-78 2 7.3 5 10.9 5 9.1 6 14.5

79-91 7 20.0 4 18.2 7 21.8 4 21.8

92-104 9 36.4 11 38.2 11 41.8 12 43.6

Term. Sac. 35 63.6 34 61.8 32 58.2 31 56.4

Table 5A: Intercurrent Mortality Comparison
Male Mice

Test
Dose

Homogeneity

P-Value
Cox

0.1571
0.3548

P-Value
Kruskal-Wallis

0.1360
0.3741

Table 5B: Intercurrent Mortality Comparison
Female Mice

Test

Dose
Homogeneity

P-Value
Cox

0.3995
0.8454

P-Value
Kruskal-Wallis

0.3859
0.8430
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Table 6B: Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons
Female Mice

Cont Low Med High p_value P_value P_Value p_value

organ Name Tumor Name N=55 N=55 N-55 N=55 Dos Resp C vs. L C vs. M C VS. H

f f f f f f f f f f Iff f I I I I I I f I f I f I f I f IfI f I I f I I I I f IfI IfI I I ffI I Ifff f f f f Iff f f f f I I I I f I I IfI I I I f I I I I I I I I IffI IffflIff

Abdomi na1 cay; t. HEMANGIOSARCOMA 1 a a a 0.249 0.500 0.500 0.500

LIPOMA a 0 1 0 0.374 0.500

Adrenal ADENOMA, SUBCAPSULAR 1 0 0 0 0.249 0.500 0.500 0.500

PH EOCHROMOCYTOMA, MAL a 0 a 1 0.122 0.245

Bone+Bone marro HEMANGIOMA a 2 a 0 0.374 0.247

HEMANGIOSARCOMA 1 1 a a 0.187 0.500 0.500 0.500

Harderian gland ADENOMA, ACINAR CELL 5 3 6 6 0.277 0.357 0.500 0.500

CARCINOMA,ACINAR CEL a a a 1 0.122 0.245

MASTOCYTOMA a 0 1 a 0.373 0.247

Hemolymphoretic LYMPHOMA, MALIGNANT 14 22 13 12 0.203 0.071 0.500 0.410

SARCOMA, HISTIOCYTIC 5 2 7 4 0.389 0.218 0.379 0.500

Hindlimb FIBROSARCOMA a 1 a 0 0.500 0.500

I~te5t:ine, cecum LEIOMYOSARCOMA 0 1 0 0 0.500 0.500

Intest; ne. duode ADENOCARCINOMA a a 1 a 0.373 0.247

Intestine, jejun ADENOCARCINOMA a 1 1 1 0.208 0.500 0.247 0.245

ADENOMA a 0 0 1 0.122 0.245

Kidney ADENOCARCINOMA a a a 1 0.122 0.245

liver ADENOMA, HEPATOCELLUL 5 5 20 39 <0.0001 0.500 <0.0001 <0.0001
ADENOMA+CARCINOMA 6 9 22 40 <0.0001 0.288 <0.0001 <0.0001

CARCINOMA, HEPATOCELL 1 4 2 5 0.089 0.181 0.500 0.055

HEMANGIOMA 1 2 a 0 0.154 0.500 0.500 0.500

HEMANGIOSARCOMA 1 2 a a 0.154 0.500 0.500 0.500

HEPATOBLASTOMA a a 1 a 0.374 0.500

Lung(bronchus) ADENOMA, BRONCHIOLO-A 1 2 4 3 0.107 0.500 0.102 0.178

CARCINOMA, BRONCHIOLO 2 2 1 2 0.464 0.500 0.500 0.500

OSTEOSARCOMA 1 a a a 0.249 0.500 0.500 0.500

Lymph node,mese HEMANGIOMA 1 a a a 0.249 0.500 0.500 0.500

Mammary gland ADENOCARCINOMA a a a 0.249 0.500 0.500 0.500

Mesothelium MESOTHELIOMA ,MALIGNA a 1 a 0 0.500 0.500

Ovary ADENOMA, TUBULOSTRoMA a 0 0 1 0.122 0.245

CHORIOCARCINOMA a a a 1 0.124 0.247

CYSTADENOMA 1 a a 0 0.249 0.500 0.500 0.500

HEMANGIOMA a 1 a a 0.500 0.500

LUTEOMA a a a 1 0.122 0.245

Pituitary ADENOMA, ANTERIOR 3 a 0.213 0.308 0.500 0.500

ADENOMA, INTERMEDIATE a 3 0.049 0.500 0.309 0.181
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Table 6B (Continued): Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons
Female Mice

Cont Low Med High p_value p_value p_value p_value

Organ Name Tumor Name N=55 N=55 N-55 N=55 Dos Resp C V5. l C VS. M C VS. H

I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I IfI I I I I I I I I I I IfI I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I I IfI

Skin FIBROSARCOMA 1 0 1 2 0.194 0.500 0.500 0.308

HEMANGIOMA 2 0 0 1 0.254 0.247 0.247 0.500

HEMANGIOSARCOMA 0 1 0 0 0.500 0.500

LIPOSARCOMA 0 0 1 0 0.374 0.500

SARCOMA, SPINDLE CELL 3 0 0 0 0.015 0.121 0.121 0.121

skull OSTEOSARCOMA 0 1 0 0 0.500 0.500

spinal cord,lum GANGLIONEUROMA 0 0 0 0.122 0.245

spleen HEMANGIOMA 2 0 1 0.163 0.500 0.247 0.500

HEMANGIOSARCOMA 1 0 1 0.324 0.308 0.500 0.500

Stomach PAPILLOMA, SQUAMOUS C 0 0 1 0 0.373 0.247

POLYP, ADENOMATOUS 0 1 0 0 0.500 0.500

Thyroid ADENOMA, FOLLICULAR C 1 0 1 0.381 0.500 0.500 0.500

Tongue PAPILLOMA, SQUAMOUS C 1 0 0 0 0.249 0.500 0.500 0.500

Uterus ADENOCARCINOMA 0 1 0 0 0.500 0.500

HEMANGIOMA 1 1 0 0 0.187 0.500 0.500 0.500

POLYP, ENDOMETRIAL ST 1 2 3 2 0.237 0.500 0.308 0.306




