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Table I_A-Male-Rats

Test for Positive Dose-Response (Tumor) Linear Trend
18:08 Friday, January 23, 1998

Organ Name

Abdomen
Adrenal
Adrenal
Adrenal
Adrenal

Bone, unsp.
Brain

Brain

Brain

Jejunum

Kidney

Kidney

Kidney

Liver

Liver

Liver

Lungs

Lungs

Lungs
Lymphoreticular
Lymphoreticular
Lymphoreticular
Lymphoreticular
Lymphoreticular
Mesenteric node
Pancreas
Pancreas
Parathyroid
Pituitary
Pituitary .
Seminal vesicle
Skin and adnexa
Skin and adnexa
Skin and adnexa
Skin and adnexa

. Skin and adnexa

Skin and adnexa
Skin and adnexa
Skin and adnexa
Skin and adnexa
Skin and adnexa

Skin and adnexa

Skin and adnexa
Skin and adnexa

Species: Rat
Sex: Male

Sorted by: Organ Name

Tumor
Code

327
122
134
353
228
411
196
177
406
202
373
187
382
218
330
337
241
164
333
53
315
11
252
212
345
257
144
369
6
127
231
328
343
146
78
243
181
427
425
260
403
290
238
267

Tumor Name

B-LIPOMA

B-CORTICAL ADENOMA
8-PHEOCHROMOCYTOMA
M-CORTICAL CARCINOMA

Exact-P Asymp-P AsyCor-p

0.5672
0.6817
0.8353
1.0000

M-PHEOCHROMOCYTOMA, MALIG 0.8524

B-OSTEOMA
B-GLIOMA
M-ASTROCYTOMA

M-MALIGNANT RETICULOSIS

M-ADENOCARCINOMA
B-LIPOMA

B-RENAL TUBULE ADENOMA

M-LIPOSARCOMA

B-HEPATOCELLULAR ADENOMA
M-CHOLANGIOCARCINOMA

0.7204
1.0000
0.6199
0.7204
1.0000
0.7204
0.0390
1.0000
0.9029
1.0000

M-HEPATOCELLULAR CARCINOM 0.5486
B-BRONCHIOLAR-ALVEOLAR AD 0.5745
M-BRONCHIOLAR-ALVEOLAR CA 0.2487

X-0STEOSARCOMA

M-GRANULOCYTIC LEUKAEMIA
M-HISTIOCYTIC SARCOMA

0.6552
0.7258
1.0000

M-LARGE GRANULAR CELL LYM 0.7993

M-LYMPHOBLASTIC LYMPHOMA

M-LYMPHOMA, NOS
B-HAEMANGIOMA
8-ACINAR ADENOMA

B-ISLET CELL ADENOMA

B-ADENOMA

B-ADENOMA, PARS DISTALIS

0.8683
0.3431
0.6571
- 0.3719
0.8003
0.5070
0.3515

M-CARCINOMA, PARS DISTALI 1.0000
M-SQUAMOUS CELL CARCINOMA 1.0000

B-ADENOMA, MAMMARY GLAND

B-BASAL CELL TUMOUR
B-FIBROADENOMA, MAMMARY G 0.3501

B-FIBROMA

B-FIBROUS HISTIOCYTOMA
B-HAIR FOLLICLE TUMOUR

B-LIPOMA
B-LYMPHANGIOMA

1.0000
0.47564

0.8100
0.9022
0.4622
0.1935
0.1935

B-SEBACEOUS GLAND ADENOMA 0.5758
B-SQUAMOUS CELL PAPILLOMA 0.6384
M-ADENOCARCINOMA, MAMMARY 0.2803

M-FIBROSARCOMA

0.8220

M-FIBROUS HISfIOCYTOMA, M 0.4740

Source: E:\RAT\m_rat.fil

0.6964
0.6554
0.8275
0.7076
0.7819
0.6951
0.7076
0.5723
0.6951
0.7180
0.6951
0.0023
0.7103
0.8751
0.7076
0.6213
0.7640
0.3475
0.7309
0.6988
0.8260
0.7290
0.8112
0.1441
0.7265
0.3229
0.8217
0.3323
0.3556
0.7871
0.7172
0.7176
0.4136
0.3761
0.8405
0.8460
0.4464
0.0210
0.0210
0.6985
0.5251
0.2481
0.8348
0.7200

0.7036
0.6584
0.8283
0.7149
0.7840
0.7027
0.7149
0.5758
0.7027
0.7250
0.7027

0.0024 v

0.7178
0.8764
0.7149
0.6245
0.7678
0.3514
0.7361
0.7018
0.8594
0.7313
0.8146
0.1476
0.7316
0.3254
0.8228
0.3367
0.3550
0.7915
0.7243
0.7249
0.4178
0.3801
0.8430
0.8474
0.4490
0.0220 v
0.0220
0.7057
0.5290
0.2522
0.8375
0.7253
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Organ
Code

30
30
30
18
18
13
13
47
47
31
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Table I_A-Male-Rats
(Continued)

*

Test for Positive Dose-Response (Thmor) Linear Trend

Organ Name

Skin and adnexa
Skin and adnexa
Skin and adnexa
Spleen

Spleen

Testes

Testes

Thorax

Thorax

Thymus

Thymus

Thyroid

Thyroid

Thyroid

Thyroid

Species: Rat
Sex: Male
Sorted. by: organ Name_

Tumor

Code Tumor Name

234 M-HAEMANGIOPERICYTOMA

259 M-SEBACEOUS/SQUAMOUS CELL
223 M-SQUAMOUS CELL CARCINOMA
347 B-HAEMANGIOMA

379 M-HAEMANGIOSARCOMA

180 B-INTERSTITIAL CELL ADENO
349 M-MESOTHELIOMA, MALIGNANT
485 M-FIBROUS HISTIOCYTOMA, M
214 M-HAEMANGIOSARCOMA

426 M-THYMOMA, EPITHELIAL PRE
209 M-THYMOMA, LYMPHOCYTIC PR
141 B-C-CELL ADENOMA

170 B-FOLLICULAR CELL ADENOMA
254 M-C-CELL CARCINOMA

375 M-FOLLICULAR CELL CARCINO

Source: E:\RAT\m_rat.fil

Exact-p Asymp-P AsyCor-p

0.4070
0.5967
0.8168
1.0000
0.5263
0.3979
1.0000
0.6092
1.0000
0.1935
0.7799
0.1887
0.0266
0.1893
0.7232

0.6352
0.6857
0.8313
0.7176
0.7231
0.3549
0.6980
0.6822
0.7150
0.0210
0.7731
0.2159

0.0134

0.2485
0.8288

18:08 Friday, January 23, 1ggg

0.6433
0.6934
0.8340
0.7249
0.7283
0.3578
0.7061
0.6900
0.7223
0.0220
0.7777
0.2172

0.0136 v

0.2524
0.8316
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Appendix A-Male Rats

Table II_A_Male Rats

Analysis of Carcinogenic Potential in Male Rat
Test of Dose-Response (Tumor) Positive Linear Trend
Ted Guo, PH.D, CDER/FDA .
Run Date & Time: January 29, 1998 (17:30) -

Source: E\RAT\m_rat.fil

Note: Dose Levels Included: CTRL1 CTRL2 LOW MED HIGH (00 1.5 5 60)
Missing value in Tumor-Caused Death is treated as tumor not causing death
Tumor Type: IN: Incidental (nonfatal) tumor, FA: Fatal tumor.

ORGAN/TISSUE NAME (ORG#) TUMOR TIME ROW 2xC_CONTINGENCY EXACT ASYMP ASYMP(CONTI
AND TUMOR NAME (TMR#) TYPES STRATA NO. =——--= TABLE----- PROB TOTIC NUITY CORR)
=PR(STATISTIC.GE.OBSERVED)
Kidney (1 ) IN 65-80 1 0 0 0 0 1 0.0390 0.0023 0.0024
B~RENAL TUBULE ADENOMA (187 ) IN 65-80 2 15 14 11 13 13
IN 81-92 1 0 0 0 0 1
IN 81~-92 2 16 14 4 14 10
Spontaneous tumor rate LE 1% in ctrl. - Total - 0 0 0 0 2
Kidney (1 ) IN 93-93 1 6 01 0 0 0.7204 0.6951 0.7027
B-LIPOMA (373 ) IN 93-93 2 10 16 26 22 18
Spontaneous tumor rate LE 1% in ctrl. - Total - 01 0 O
Kidney (1 ) FA 102 1 0 1 0 0 O 1.0000 0.7103 0.7178
M-LIPOSARCOMA (382 ) FA 102 2 14 19 27 25 19
Spontaneous tumor rate LE 1% in ctrl. - Total - 0 1 0 0 O
Testes (13 } IN 65-80 1 0 0 0 0 1 0.3979 0.3549 0.3578
B-INTERSTITIAL CELL ADENO (180 ) IN 65-80 2 15 14 11 13 13
IN 81-92 1 02 0 0 1
IN 81-92 2 16 12 4 14 10
IN 93-93 1 1 0 2 1 0
IN 93-93 2 9 16 25 21 18
Spontaneous tumor rate 3% in ctrl. - Total - 1 2 2 1 2
Testes (13 } FA 98 1 0 1 0 0 O 1.0000 0.6980 0.7061
M~-MESOTHELIOMA, MALIGNANT (349 ) FA 98 2 20 24 27 28 19
Spontaneous tumor rate LE 1% in ctrl. - Total - 0 1 0 0 O
Spleen (18 ) IN 93-93 1 1 0 0 0 O 1.0000 0.7176 0.7249
B-HAEMANGIOMA (347 .} IN 93-93 2 9 16.27 22 18
Spontaneous tumor rate LE 1% in ctrl. - Total - 1 0 0 0 O
Spleen (18 ) IN 93-93 1 0 0 1 0 O 0.5263 0.7231 0.7283
M-HAEMANGIOSARCOMA (379 ) IN 93~-93 2 10 16 26 22 18
Fa 101 1 0 0 01 0
FA 101 2 15 20 27 26 19
Spontaneous tumor rate LE 1% in ctrl. - Total - 0 01 1 0
Pancreas (19 ) IN 41-64 1 1 0 0 1 0.8003 0.8217 0.8228
B-ISLET CELL ADENOMA (144 ) IN 41-64 2 15 10 11 10 11
IN 65-80 1 1 0 0 3 1
IN 65-80 2 14 14 11 10 13
IN 81-92 1 4 2 0 1 1
IN 81-92 2 12 12 4 13 10
IN 93-93 1 2 4 5 7 2.
IN 93-93 2 8 12 22 15 16
Spontaneous tumor rate 12% in ctrl. - Total - 8 6 711 S

Appendix A-Male Rats: Table II_Male Rats (Continued)



Pancreas (19
B-ACINAR ADENOMA (257
Spontaneous tumor rate 3% in
Mesenteric node (20
B-HAEMANGIOMA (345
Spontaneous tumor rate LE 1% in
Brain (27
M-ASTROCYTOMA (177
Spontaneous tumor rate 3% in
Brain (27
B~-GLIOMA (196

Spontaneous tumor rate LE 1% in

Brain (27
M-MALIGNANT RETICULOSIS {406
Spontaneous tumor rate LE 1% in

Liver (3
B-HEPATOCELLULAR ADENOMA (218

Spontaneous tumor rate 5% in
Liver (3
M-CHOLANGIOCARCINOMA (330

Spontaneous tumor rate LE 1% in

Liver . (3
M-HEPATOCELLULAR CARCINOM (337

Spontaneous tumor rate 2% in

Skin and adnexa (30
B-FIBROADENOMA, MAMMARY G (146

Spontaneous tumor rate LE 1% in

Skin and adnexa (30
B-HAIR FOLLICLE TUMOUR (181

Spontaneous tumor rate 6% in

ctrl.
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Appendix A-Male Rats: Table II_Male Rats (Continued)

-
HHERAMOOO

N

1

0
2
2
9
1
17
3

0.3719 0.3229 0.3254

0.6571 0.7265 0.7316

0.6199 0.5723 0.5758

1.0000 0.7076

0.7204 0.6951

0.9029 0.8751

1.0000 0.7076

0.5486 0.6213

0.3501 0.3761

0.4622 0.4464

0.

0.

0.

7149

7027

.8764

7149

. 6245

.3801

.4490



Skin and adnexa
M=-SQUAMOUS CELIL CARCINOMA

Spontaneous tumor rate 2%

Skin and adnexa
M-HAEMANGIOPERICYTOMA
Spontaneous tumor rate LE

Skin and adnexa
M-FIBROSARCOMA

Spontaneous tumor rate 2%

Skin and adnexa
B~FIBROUS HISTIOCYTOMA

Spontaneous tumor rate 7%

Skin and adnexa
M-SEBACEOUS/SQUAMOUS CELL
Spontaneous tumor rate LE

Skin and adnexa
B-SEBACEOUS GLAND ADENOMA
Spontaneous tumor rate LE
Skin and adnexa
M-FIBROUS HISTIOCYTOMA, M
Spontaneous tumor rate LE
Skin and adnexa
M-ADENOCARCINOMA, MAMMARY
Spontaneous tumor rate LE
Skin and adnexa
B-ADENOMA, MAMMARY GLAND

Spontaneous tumor rate LE

Skin and adnexa
B-BASAL CELL TUMOUR

Spontaneous tumor rate LE

Skin and adnexa
B-SQUAMOUS CELL PAPILLOMA
Spontaneous tumor rate 2%

Skin and adnexa

B-LYMPHANGIOMA
Spontaneous tumor rate LE

Appendix A-Male Rats:

(30 } IN
(223 ) IN
IN

IN

FA

Fa

in ctrl. -
(30 ) FA
(234 ) Fa
1% in ctrl., -
(30 ) IN
(238 ) IN
Fa

FA

FA

FA

FA

FA

in ctrl. -
(30 } IN
(243 ) IN
IN

IN

FA

FA

FA

FA

in ctrl. -
(30 } FA
(259 )} FA
1% in ctrl. -
(30 } IN
(260 } IN
1% in ctrl. -
(30 } IN
(267 ) IN
FA

FA

1% in ctrl. -
(30 ) IN
(290 } IN
IN

IN

1% in ctri. -
(30 } IN
(328 ) IN
1% in ctrl. -
(30 ) IN
(343 ) IN
IN

IN

IN

IN

1% in ctrl. -
(30 ) IN
(403 } IN
in ctrl. -
(30 ) IN
(425 ) IN
1% in ctrl. -

81-92
81-92
93~93
93-93
87

87

Total
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Table II_Male Rats (Continued)

0.4070

0.8220

0.9022

0.5967

0.5758

0.4740

0.2803

1.0000

0.4754

0.6384

0.1935

0.6352

0.8348

0.8460

0.6857

0.6985

0.7200

0.2481

0.7176

0.4136

0.5251

0.0210

0.6433

0.8375

0.8474

0.6934
0.7057

0.7253
0.2522
0.7249

0.4178

0.5290

0.0220
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Skin and adnexa {30 ) IN 93-93 1 0 0 0 0 1 0.1935 0.0210 0.0220

B-LIPOMA (427 ) IN 93-93 2 10 16 27 22 17

Spontaneous tumor rate LE 1% in ctrl. - Total - 0 0 0 0 1
+ Skin and adnexa (30 ) IN 65-80 1 1 0 1 0 O 0.8100 0.8405 0.8430

B-FIBROMA (78 } IN 65-80 2 14 13 10 13 14

IN 81-92 1 6 0 0 1 0

IN 81-92 2 16 14 4 13 11

FA 74 1 1 0 0 0 0

FA 74 2 49 48 47 53 45

Spontaneous. tumor rate 2% in ctrl. - Total - 2 01 1~ 0
Thymus (31 ) IN 65-80 1 01 0 0 O 0.7799 0.7731 b.7777

M-THYMOMA, LYMPHOCYTIC PR (208 ) IN 65-80 2 15 13 11 13 14

IN 81-92 1 0 0 1 0 O

IN 81-92 2 16 14 3 14 11

Spontaneous tumor rate LE 1% in ctrl. - Total - 0 1 1 0 0
Thymus (31 ) IN 93-93 1 0 0 0 0 1 0.1935 0.0210 0.0220

M-THYMOMA, EPITHELIAL PRE (426 ) IN 93-93 2 10 16 27 22 17

Spontaneous tumor rate LE 1% in ctrl. - Total - 0O 0 0 0 1
Lungs (32 ) IN 65-80 1 0 0 0 0 1 0.2487 0.3475 0.3514

M-BRONCHIOLAR-ALVEOLAR CA (164 ) IN 65-80 2 15 14 11 13 13

IN 81-92 1 0 1 0 1 0

IN 81-92 2 16 13 4 13 11

IN 93-93 1 0 0 0 1 0

IN 93-93 2 10 16 27 21 18

Spontaneous tumor rate LE 1% in ctrl. - Total - 01 0 2 1
Lungs (32 ) IN 65-80 1 0 0 0 1 0 0.5745 0.7640 0.7678

B~-BRONCHIOLAR-ALVEOLAR AD (241 )} IN 65-80 2 15 14 11 12 14

IN 81-92 1 0 1 0 1 0

IN 81-92 2 16 13 4 13 11

Spontaneous tumor rate LE 1% in ctrl. - Total - 01 0 2 o0
Lungs (32 ) IN 93-93 1 0 0 0 1 0O 0.6552 0.7309 0.7361

X-OSTEOSARCOMA (333 ) IN 93-93 2 10 16 27 21 18

FA 98 1 1 0 0 0 O

FA 98 2 19 25 27 28 19

Spontaneous tumor rate LE 1% in ctrl. - Total - 1 0 0 1 0
Lymphoreticular (38 ) IN 81-92 1 1 0 0 0 O 0.7993 0.7290 0.7313

M-LARGE GRANULAR CELL LYM (11 } IN B1-92 2 15 13 4 14 11

IN 93-93 1 1 1 0 0 1

IN 93-93 2 9 14 27 21 17

. FA 66 1 1 0 0 0 O

FA 66 2 52 50 51 55 50

FA 100 1 01 0 0 o

FA 100 2 17 20 27 27 19

FA 104 1 0 1 0 1 0

FA 104 2 10 15 27 21 18

Spontaneous tumor rate 5% in ctrl. - Total : - 33 01 1 s

Lymphoreticular (38 ) FA 16 1 01 0 0 o 0.3431 0.1441 0.1476

M~-LYMPHOMA, NOS (212 ) FA 16 2 60 58 60 60 59

Fa 102 1 0 0 0 0 1

FA 102 2 14 20 27 25 18

Spontaneous tumor rate LE 1% in ctrl. - Total - 01 0 0 1
Lymphoreticular (38 ) IN 93-93 1 0 01 0 O 0.8683 0.8112 0.8146

M-LYMPHOBLASTIC LYMPHOMA (252 ) IN 93-93 2 10 16 26 22 18

FA 39 1 0 0 1 0 O

FA 39 2 58 58 59 60 58

FA 98 1 0 1 0 0 O

FA 98 2 20 24 27 28 19

Spontaneous tumor rate LE 1% in ctrl. - Total - 0 1 2 0 0

Appendix A-Male Rats: Table II_Male Rats (Continued)



Lymphoreticular . (38
M~HISTIOCYTIC SARCOMA (315
Spontaneous tumor rate 3% in
Lymphoreticular (38

M-GRANULOCYTIC LEUKAEMIA (53

Spontaneous tumor rate 3% in
Jejunum (43
M-ADENOCARCINOMA (202
Spontaneous tumor rate LE 1% in
Abdomen (45
B-LIPOMA (327
Spontaneous tumor rate LE 1% in
Thorax (47
M-HAEMANGIOSARCOMA (214

Spontaneous tumor rate LE 1% in

Thorax (47
M-FIBROUS HISTIOCYTOMA, M (485
Spontaneous tumor rate LE 1% in

Seminal vesicle (50
M-SQUAMOUS CELL CARCINOMA (231
Spontaneous tumor rate LE 1% in

Bone, unsp. (S9
B-OSTEOMA ) (411
Spontaneous tumor rate LE 1% in
Adrenal (6
B-CORTICAL ADENOMA (122
Spontaneous tumor rate 3% in
Adrenal (6
B-PHEOCHROMOCYTOMA (134

Spontaneous tumor rate 15% in

Adrenal (6
M-PHEOCHROMOCYTOMA, MALIG (228

ctrl. -

}) IN

ctrl. -
} IN
ctrl. -

) IN
) IN
ctrl. -

) Fa
) FA
ctrl, -

} FA
) FA
ctrl. -

} Fa
) FA
ctrl. -

) IN

50
50
Total

93-93
93-93
Total

41-64
41-64
65-80
65-80
93-93
93-93
Total

41-64
41-64
65-80
65-80
81-92
81-92
93-93
93-93
Total

65-80
65-80
81-92
81-92
93-93
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Appendix A-Male Rats: Table II_Male Rats (Continued)

[l [
OW@ B = WA WY

[

=

fun
OB OoOwWwo

1.0000 0.8260 0.8294

0.7258 0.6988 0.7018

1.0000

0.5672

1.0000

0.6092

1.0000

0.7204

0.6817

0.8353

0.8524

0.7180

0.6964

0.7150

0.6822

0.7172

0.6951

0.6554

0.8275

0.7819

0.7250

0.7036

0.7223

0.6900

0.7243

0.7027

0.6584

0.8283

0.7840



IN
Spontaneous tumor rate 4% in ctrl. -

Adrenal (6 ) IN
M-CORTICAL CARCINOMA (353 ) IN
Spontaneous tumor rate LE 1% in ctrl. -

Pituitary (7 } FA
M-CARCINOMA, PARS DISTALI (127 ) FA
FA
FA
Spontaneous tumor rate 2% in ctrl. -

Pituitary (7 ) IN
B-ADENOMA, PARS DISTALIS (6 ) IN

FA
FA
FA
FA
FA

93-93
Total

81-92
81-92
Total

88
88
89
89
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FA
FA
Fa
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
Fa
FA
FA
FA
FA
FA
FA
FA
FA
FA
FA
Spontaneous tumor rate 64% in ctrl. -

Thyroid (8 ) IN
B-C-CELL ADENOMA (141 ) IN

Spontaneous tumor rate 5% in ctrl. -

Thyroid (8 ) IN
B-FOLLICULAR CELL ADENOMA (170 ) IN

Spontaneous tumor rate 3% in ctrl. -
Thyroid (8 ) IN
M~-C-CELL CARCINOMA (254 ) IN
Spontaneous tumor rate LE 1% in ctrl. -
Thyroid (8 ) IN
M~-FOLLICULAR CELL CARCINO (375 ) IN
Spontaneous tumor rate 2% in ctrl. -
Parathyroid (9 ) IN
B-ADENOMA (369 ) IN

Spontaneous tumor rate 2% in ctrl. -

90
90
91
91
92
92
93
93
94
94
95
95
96
96
97
97
99
929
100
100
101
101
102
102
103
103
104
104
105

Total

41~-64
41-64
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Appendix A-Male Rats: Table II_ Male Rats (Continued)
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0.1887 0.2159 0.2172

0.0266 0.0134 0.0136

0.1893 0.2485 0.2524

0.7232 0.8288 0.8316

0.5070 0.3323 0.3367




