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5. Appendix
Table 1A: Intercurrent Mortality Rate
Male Rats
CONTROL LOW MEDIUM High
No. of No. of No. of No. of
week Death cCum. % Death Cum. % beath Cum. % Death cum. %
SipdpRpAR AR AR RRR AR RRR AR AR AR AR AR AR AR AR AR AR SRR RS RRRRRRRRAREIRRR DR IE)
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 2
92-104 S 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: Intercutrent Mortality Rate
Female Rats

CONTROL LOwW MEDIUM High
No. of No. of No. of No. of
week Death cCum. % peath cum. % Death cCum. % Death cCum. %
SSASASARARARARARARAR AR AR AR AR RRRARRR AR AR AR AR AR RARRRRARRRRRERR AR ERRD DR
0-52 . g 1 1.8 : $ s 5
53-78 % S 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 S 18.2
Term. Sac. 38 69.1 40 72.7 43 - 78.2 45 81.8

Table 2A: Intercurrent Mortality Comparison

Male Rats
P-Value P-Value
Test Cox Kruskal-Wallis
Dose Response 0.2388 0.2358
Homogeneity 0.4330 0.4150

Table 2B: Intercurrent Mortality Comparison

Female Rats
P-Value P-Value
Test Cox Kruskal-Wallis
Dose Response 0.1422 0.1564
Homogeneity 0.4371 0.4642




NDA 22-307 CS-747 (Prasugrel)
Table 3A: Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons

organ Name

Tumor Name

Cont Low
N=55 N=55

Male Rats

Med
N=5S

High
N=55

P_value

P_value
Dos Resp Cvs. L Cvs. M Cuvs. H
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p_value P_value

B AR AR AR RO R R RN R AR AR AR ARARARARRRA A PARARIDRAPPRARRRRRRRARRIRNNNRARARERApppRPARARRIRPPpRRRAPRRRAARY

Adrenal

Bone,Cranial

Cerebrum

Harderian gland
Heart

Hemolymphoretic
Intestine,ileum
Kidney

Liver

Lung(bronchus)
Mammary gland

Mesothelium

Pancreas

Parathyroid
Pituitary

preputial gland

Prostate

skin

spinal cord,cer
stomach

Testis

CARCINOMA, CORTICAL C
PHEOCHROMOCYTOMA
PHEOCHROMOCYTOMA , MAL
OSTEOSARCOMA
ASTROCYTOMA , MALIGNAN
OLIGODENDROGLIOMA,MA
RETICULOSIS,MALIGNAN
LEIOMYOSARCOMA

SCHWANNOMA

LEUKEMIA,LARGE GRANU
SARCOMA, HISTIOCYTIC

ADENOMA
LETIOMYOSARCOMA

LIPOMA
PAPILLOMA,TRANSITION

ADENOMA, HEPATOCELLUL

ADENOMA, BRONCHIOLO-A
CARCINOMA

ADENOCARCINOMA
FIBROADENOMA

MESOTHELIOMA,MALIGNA

ADENOMA, ACINAR-ISLET

ADENOMA, ISLET CELL

CARCINOMA, ISLET CELL

ADENOMA

ADENOMA, ANTERIOR

ADENOMA
CARCINOMA

ADENOMA

FIBROMA

KERATOACANTHOMA

SCHWANNOMA , MALIGNANT

OLIGODENDROGLIOMA,MA

CARCINOID

LEYDIG CELL TUMOR

11

48

13

50

18

45

47

o
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o

125

.088
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.381

.500

.500

.255

.380

.374

.009
.127

.380
.500

.255
.255

-121

.202
.307

.380
.250

.047

.281

423

.500

.500

-284

.125
.285

.016

.315

.450

.281

.500

.380

o o

o o

o

o

o
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.500
.500
.500
.500

.500

.500

.500
.500

.500

.339

.500
.500

.500
.500

.358

.248
.500

.408

.500
.500

.313

-339

.500
.248

.500

-358

0.500
0.500
0.500

0.119
0.248

0.119
0.100

0.500

0.245

0.248
0.500
0.245
0.500
0.181
0.500
0.245
0.245
0.065

0.500
0.307

0.144

0.500
0.500

0.245

0.500

.245
.059
.500

.500

.026
.248

-500
.500

.307
.307
.500
.245

.100

500

.156

.245
.500

-026

-500
.500

.500
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Table 3A (Continued): 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 Cvs. L Cvs. M Cvs. H

RRARA A RRRRRRAARA R AR pARRARRRRRRs R i RRRRRRRARNRARRRF iR Fppttpipapapiasapiaapaspassidifsffsnss)

Thymus THYMOMA 1 0 0 0 0.125
Thyroid ADENOMA, C CELL 13 9 11 10 0.282
CARCINOMA,C CELL 2 1 5 0 0.319
CARCINOMA, FOLLICULAR 1 1 0 1 0.407
Urinary bladder PAPILLOMA 1 0 1 0 0.250

Zymbal gland CARCINOMA 0 0 1 0 0.500

0.500
0.236
0.500
0.500

0.500

0.500
0.408
0,135
0.500

0.500

0.248

0.245
0.243
0.119
0.500

0.245
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Table 3B: Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons

organ Name Tumor Name

-Cont Low
N=55 N=55

Female Rats
Med High
N=55  N=55

p_value P_value P_value P_value
Dos Resp Cvs. L Cvs. M Cuvs. H

BB AASA R AR AR RS p AT AR AR AR AR AR RA AN AR Ra i pd iR apaRusdiffaasads

Adrenal CARCINOMA,CORTICAL C
PHEOCHROMOCYTOMA
PHECCHROMOCYTOMA , MAL

Cerebrum ASTROCYTOMA, MALIGNAN
OLIGODENDROGLIOMA,MA

Heart SCHWANNOMA

Hemolymphoretic LEUKEMIA,LARGE GRANU
SARCOMA, HISTIOCYTIC

Intestine,ileum LEIOMYOSARCOMA

Kidney LIPOMA

Lung(bronchus) ADENOMA, BRONCHIOLO-A

Mammary gland ADENOCARCINOMA
FIBROADENOMA

Pancreas ADENOMA, ISLET CELL

Parathyroid ADENOMA -

Pituitary ADENOMA, ANTERIOR

skin FIBROMA

Thymus THYMOMA

Thyroid ADENOMA, C CELL

CARCINOMA,C CELL

Urinary bladder PAPILLOMA

0.500
0.384
0.031

0.500
0.500

0.123

<0.0001
0.209

0.031

0.500

0.076

0.460
0.316

0.354

0.251

0.486

0.219

0.251

0.398
0.491

0.373

0.500
0.121
0.248

0.500

0.500
0.500

0.248

0.500

0.309
0.218

0.309

0.416

0.500

0.500
0.500

0.248

0.248
0.339
0.121

0.500
0.500

0.248

0.040
0.500

0.121

0.500

0.309

0.500
0.135

0.500

0.500

0.500

0.179
0.358

0.500
0.500
0.121

0.248

<0.0001
0.248

0.121

0.309

0.500
0.500

0.500

0.500

0.500

0.500

0.500

0.393
0.500
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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. %

S SSSfSSsSSfS s s fsf s S Ef S ffsss s S5Sss5f S f55S555f5E55555F5555§

0-52 . . 1 1.8 1 1.8 1 1.8
53-78 2 3.6 5 10.9 7 14.5 7 14.5
79-91 7 16.4 7 23.6 6 25.5 5 23.6
92-104 15 43.6 6 34.5 13 49.1 15 50.9
Term. Ssac. 31 56.4 36 65.5 28 50.9 27 49.1
Table 4B: Intercurrent Motrtality Rate
Female Mice
CONTROL Low MEDIUM High
No. of No. of No. of No. of

week

Death Cum. %

Death cCum. %

Death Cum. %

Death cCum. %

S S S s S S S S s S S S S f S S S f s S S S SSFssffffF55f5S

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
P-Value P-Value
Test Cox Kruskal-Wallis
Dose 0.1571 0.1360
Homogeneity 0.3548 0.3741

Table 5B: Intercutrent Mortality Compartison

Female Mice

P-Value P-Value

Test Cox Kruskal-Wallis
Dose 0.3995 0.3859
Homogeneity 0.8454 0.8430
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Table 6A: Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons
Male Mice
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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 Cvs. L Cvs. M Cvs. H

SARSORAARERRNRR RO RRARARARA RS RN DR AR AR AP ARRRRRA IR RRRAipaAippaapppipaiaapaipdiisfiifasssag

Adrenal PHEOCHROMOCYTOMA 1 4] 0 1 0.500 0.500 0.500 0.500
Bone+Bone marro HEMANGIOMA 1 0 1 0 0.343 0.500 0.500 0.500
HEMANGIOSARCOMA 0 1 0 0 0.500 0.245 . %
Ear NEURAL CREST TUMOR 1 0 0 0 0.253 -0.500 0.500 0.500
Epididymis HEMANGIOMA 0 0 0 1 0.121 0.239
Harderian gland ADENOMA,ACINAR CELL 5 8 2 2 0.070 0.191 0.220 0.220
Heart HEMANGIOSARCOMA 1 0 0 0 0.254 0.500 0.500 0.500
Hemolymphoretic LYMPHOMA,MALIGNANT 4 9 3 5 0.454 0.071 0.500 0.366
SARCOMA ,HISTIOCYTIC 1 3 1 1 0.419 0.181 0.500 0.500
Intestine,duode ADENOCARCINOMA 1 0 [} 0 0.253 0.500 0.500 0.500
Intestine,ileum ADENOCARCINOMA 0 4] 0 1 0.121 0.239
Intestine,rectu ADENOCARCINOMA 0 0 0 x 0.121 . 0.239
Liver ADENOMA ,HEPATOCELLUL 20 11 26 44 <0.0001 0.065 0.051 <0.0001
ADENOMA+CARCINOMA 28 22 34 50 <0.0001 0.274 0.032 <0.0001
CARCINOMA,HEPATOCELL 11 12 13 16 0.095 0.407 0.319 0.130
HEMANGIOMA 6 3 1. 1 0.016 0.244 0.058 0.058
HEMANGIOSARCOMA 0 3 1 0 0.414 0.059 0.239 .
HEPATOBLASTOMA 0 0 0 1 0.121 . 0.239
Lung(bronchus)  ADENOMA,BRONCHIOLO-A 5 S 5 6 0.329 0.500 0.500 0.376
CARCINOMA, BRONCHIOLO 3 3 8 4 0.143 0.500 0.05S 0.352
HEMANGIOSARCOMA . 5 0 0 0 0.254 0.500 0.500 0.500
Lymph node,nos HEMANGIOSARCOMA 0 0 1 0 0.374 0.239
Mesothelium MESOTHELIOMA,MALIGNA 1 0 0 0 0.254 0.500 0.500 0.500
Pancreas HEMANGIOMA 0 0 0 1 0.121 s 0.239
Pituitary ADENOMA, INTERMEDIATE 1 0 0 0 0.253 0.500 0.500 0.500
skin HEMANGIOMA 1 0 0 0 0.253 0.500 0.500 0.500
HEMANGIOSARCOMA [} 0 1 0 0.374 . 0.239 .
LIPOMA 1 0 0 0 0.253 0.500 0.500 0.500
PAPILLOMA,SQUAMOUS C 0O 0 0 b i 0.121. . 0.239
Spleen HEMANGIOMA 4 0 1 0 0.014 0.059 0.183 0.060
HEMANGIOSARCOMA 0 Q0 1 0 0.374 0.239
Stomach PAPILLOMA,SQUAMOUS C O p 1 0 0.436 0.245 0.239
Testis LEYDIG CELL TUMOR 0 0 0 1 0.121 . 0.239
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Table 6B: Tumor Rates and P-Values for Dose Response Relationship and Pairwise Comparisons

Page 15 of 19

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=5§ Dos Resp Cvs. L Cvs. M Cvs. H

S S S S S S S S S SS S S S s sf S s sfssSfffffffff5E5S5F5555555f

Abdominal cavit HEMANGIOSARCOMA p 0 0 0 0.249 0.500 0.500 0.500
LIPOMA 0 0 1 0 0.374 s 0.500
Adrenal ADENOMA, SUBCAPSULAR 1 0 0 0 0.249 0.500 0.500 0.500
PHEOCHROMOCYTOMA,MAL O 0 0 1 0.122 . 0.245
Bone+Bone marro HEMANGIOMA 0 2 0 0 0.374 0.247 . .
HEMANGIOSARCOMA 1 1 0 0 0.187 0.500 0.500 0.500
Harderian gland ADENOMA,ACINAR CELL S 3 6 6 0.277 0.357 0.500 0.500
CARCINOMA,ACINAR CEL 0 0 0 1 0.122 . 0.245
MASTOCYTOMA 0 0 1 0 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 0 1 0 0 0.500 0.500 .
Intestine,cecum LEIOMYOSARCOMA 0 1 0 0 0.500 0.500
Intestine,duode ADENOCARCINOMA 0 0 1 0 0.373 0.247
Intestine,jejun ADENOCARCINOMA 0 1 1 1 0.208 0.500 0.247 0.245
ADENOMA 0 0 0 1 0.122 0.245
Kidney ADENOCARCINOMA 0 (4] 0 1 0.122 0.245
Liver ADENOMA ,HEPATOCELLUL S 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 S 0.089 0.181 0.500 0.055
HEMANGIOMA 1 2 0 0 0.154 0.500 0.500 0.500
HEMANGIOSARCOMA 1 2 0 0 0.154 0.500 0.500 0.500
HEPATOBLASTOMA 0 0 1. 0 0.374 0.500
tung{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 0 0 0.249 0.500 0.500 0.500
Lymph node,mese HEMANGIOMA 1 0 0 0 0.249 0.500 0.500 0.500
Mammary gland ADENOCARCINOMA 1 0 0 0 0.249 0.500 0.500 0.500
Mesothelium MESOTHELIOMA,MALIGNA 0 1 0 0 0.500 0.500 . -
Ovary ADENOMA, TUBULOSTROMA 0 0 0 4 0.122 . 0.245
CHORIOCARCINOMA 0 0 (] 1 0.124 . 5 0.247
CYSTADENOMA 1 0 0 0 0.249 0.500 0.500 0.500
HEMANGIOMA 0 i 0 0 0.500 0.500 .
LUTEOMA 0 1] 0 1 0.122 0.245
Pituitary ADENOMA , ANTERIOR 1 3 1 0 0.213 0.308 0.500 0.500
ADENOMA, INTERMEDIATE 1 0 3 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

cont Low
N=55 N=55

organ Name Tumor Name

Female Mice

Med
N=55

High
N=55

p_value P_value P_value P_value
Dos Resp Cvs. L Cvs. M Cvs. H

S S S S S S Sf S S f S S f S S S f S NS ffffff 55§ 555555555 55555%

skin FIBROSARCOMA 1
HEMANGIOMA 2
HEMANGIOSARCOMA 0
LIPOSARCOMA 0
SARCOMA, SPINDLE CELL 3
skull OSTEOSARCOMA 4]
spinal cord,Tum GANGLIONEUROMA 0
Spleen HEMANGIOMA 2
HEMANGIOSARCOMA 1
Stomach PAPILLOMA,SQUAMOUS C 0
POLYP,ADENOMATOUS 0
Thyroid ADENOMA, FOLLICULAR C 1
Tongue PAPILLOMA,SQUAMOUS C 1
Uterus ADENOCARCINOMA 0
HEMANGIOMA 1

POLYP,ENDOMETRIAL ST 1

© O O O

o B O o -

o oo RN

0.194
0.254
0.500
0.374
0.015

0.500

0.122

0.163
0.324

0.373
0.500

0.381

0.249

0.500

0.187
0.237

0.
0.
0.

0.

(==

o © O

500
247
500

121

.500

.500

.308

.500

.500

.500

.500

.500
-500

0.500
0.247

0.500
0.121

0.247
0.500

0.247

0.500

0.500

0.500
0.308

0.308
0.500

0.121

0.245

0.500
0.500

0.500

0.500

0.500
0.306





