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NEOPLASM

SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Tifetime Feeding Study of
Glyphosate (ROUNDUI® Technical)
Terminal Sacrifice

Male Rats Group I Group II Group III Group IV
Moribund Moribund Moribund \‘ Moribund
Scheduled | Sacrifice Scheduled | Sacrifice Scheduied | Sacrifice Scheduled | Sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total ' Sacrlfice & Deaths Total
PITUITARY (NO. EXAMINED) (15) (33) (48) (26) (23) | (49) (16) (32) (48) (25) (22) (47)
Adenoma 8 8 16 14 5 19 7 13 20 10 8 18
Carcinoma* 3 3 2 2 1 2 3 1 1
BRAIN (NO. EXAMINED) {15) | (34) (49) (26) (24) (50) (16) (34) (50) (26) (24) (50)
Glioma 1 1 2 1 3 1 1
' HEART (NO. EXAMINED) ] (15) (34) (49) (25) (24) (49) (16) (34) (50) (26) (24) (50)
Reticulum Cell Sarcoma* . 1 1
|
LUNG (NO. EXAMINED) (15) (35) (50) (26) (24) (50) (16) (34) (50) (26) (24) (50)
Metastatic Undifferentiated
Sarcoma* -~ 1 1
Reticulum Cell Sarcoma* _ 1 1 1 1 1 1 1
Malignant Lymphoma* 1 1
Metastatic Osteogenic Sarcoma* 1 1
Metastatic Malignant Mixed Tumor¥* 1 1
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NEOPLASM
SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Tifetime Feeding Study of
(Glyphosate (ROUNDUP® Technical)
Terminal Sacrifice
Male Rats

Group I Group II Group III Group IV
Moribund Moribund Moribund Moribund
St Pouie | vt | et Somie | totr | Sacince | & Deatns | Totat | Sserifics | & oanne | Tota
LIVER (NO. EXAMINED) (15) | (35) | (50) | (26) | (24) | (50) | (16) | (34) | (50) {(26) |(24) |(50)
Reticulum Cell Sarcoma* 1 1 1 1 2 2 1 1
Malignant Lymphoma* 1 1 1 1
Metastatic Undifferentiated
Sarcoma* 1 1
Neoplastic Nodule 2 1 3 2 1 3 1 1 1
Hepatocellular Carcinoma* 1 1 2 2

MéSENTERIC LYMPH NODE (NO. EXAMINED) { (15) | (33) | (48) { (25) {(23) [ (48) {(16) [(27) {(43) [(26) [(23) {(49)

Angioma 1 1 1 1 1 1

Malignant Lymphoma* 1 1 1 1

Reticulum Cell Sarcoma* 1 1 1 1
PANCREAS (NO. EXAMINED) {15) | (35) (50) { (26) | (23) | (49) (16) | (34) (50) 1{(26) {{(24) |(50)

Islet Cell Adenoma 4 1 5 2 2 1 1 2

Islet Cell Carcinoma*® 1 1

Acinar Cell Adenoma 1 1

Malignant Lymphoma* 1

Reticulum Cell Sarcoma* . 1 1 2 2

*Malignant Neoplasm
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NEOPLASM

SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Lifetime Feeding Study of
Glyphosate (ROUNDUR® Technical)
Terminal Sacrifice

Male Rats Group I Group II Group III Group IV
Moribund Moribund Maribund Moribund
Scheduled | Sacrifice Scheduted { Sacrifice Scheduled | Sacrifice Scheduted | sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice | & Deaths Totat Sacrlifice & Deaths Total

MANDIBULAR SALIVARY GLAND

(NO. EXAMINED) (15) | (34) 1(49) J(26) |(23) [(49) |(@6) |(33) |(49) [{(26) |(23) (49)

Reticulum Cell Sarcoma* 1 1

MEDIASTINAL LYMPH NODE (NO. EXAMINED) | (11) | (28) | (39) [ (25) |(14) |(39) |(10) | (22) |(32) |(21) |(18) |(35)

Metastatic Fibrosarcoma* 1 1
Reticulum Cell Sarcoma* 1 1 1 1
SPLEEN (NO. EXAMINED) (15) (35) (50) (26) (24) (50) (16) (34) (50) (26) (24) (50)
Angiosarcoma* 1 1
Malignant Lymphoma* 1 1 1 1
Reticulum Cell Sarcoma* 2 2 1 1
STOMACH (NO. EXAMINED) (15) (35) (50) (26) (23) (49) (15) (33) (48) (25) (24) (49)
Squamous Cell Carcinoma, Cardia* ‘ 1 1
JEJUNUM (NO. EXAMINED) (14) (35) (49) (25) (21) (46) (14) (34) (48) | (25) (24) (49) ]
Reticulum Cell Sarcoma* 1 1

*Malignant Neoplasm
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NEOPLASM
- SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A ILifetime Feeding Study of
Glyphosate (ROUNDUR® Technical)
Terminal Sacrifice

Male Rats Group I Group 11 Group III Group IV
Moribund Moribund Moribund Moribund
Schedutled | Sacrifice Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrliice & Deaths Total
KIDNEY (NO. EXAMINED) (15) (35) (50) (26) (24) (50) (16) (34) (50) ](26) (24) (50)
Tubular Adenoma 1 1 1 1
Malignant Lymphoma* 1 1
Reticulum Cell Sarcoma* 1 1 1 1 1 1
Lipoma 1 1 1 1 1
TESTIS (NO. EXAMINED) (15) (35) (50) (26) (24) | (50) (16) (34) | (50) (26) (24) {50)
Interstitial Cell Tumor 2 1 3 1 1 4 2 6
PROSTATE (NO. EXAMINED) (15) (35) (50) (25) (22) {(47) (16) (33) (49) (25) (24) {(49)
Reticulum Cell Sarcoma* 1 1
URINARY BLADDER (NO. EXAMINED) (15) (31) (46) (23) (22) (45) (14) (29) (43) (23) (23) (46)
Papilioma 1 ) 1
THYROID (NO. EXAMINED) (15) (32) (47) 1 (26) (23) (49) (16) (33) (49) (26) (23) | (49)
C~-Cell Adenoma 4 1 5 1 1 - 2 2
C-Cell Carcinoma*® 1 1
Follicular Adenoma 1 1 1 1 2 1 3 4 3 1 4
% .
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NEOPLASM )
SUMMARY INCIDENCE TABLE )
Bio/dynamics Project Number M-6, 77-2062 =
A Lifetime Feeding Study of
Glyphosate (ROUNDUP® Technical) _
Terminal Sacrifice
Male Rats Group I Group II Group III Group IV
Moribund Moribund Moribund Mortbund
Scheduled | Sacrifice Scheduled { Sacrifice Scheduled | Sacrifice Scheduled | sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total
PARATHYROID (NO. EXAMINED) (11) (16) (27) (15) (15) (30) (5) (23) (28) (13) (14) (27)
Adenoma 2 2
ADRENAL (NO. EXAMINED) (15) (35) (50) (26) (24) (50) (16) (34) (50) ‘(26) (24) (50)
Reticulum Cell Sarcoma* 1 1
Pheochromacytoma 2 6 8 4 4 8 3 2 5 5 6 11
Cortical Adenoma 2 2 4 4 1 1 1 1
Malignant Lymphoma* 1
SKIN (NO. EXAMINED) (15) (34) (49) (25) (23) (48) (16) (33) (49) (26) (23) 1(49)
Basosquamous Cell Tumor 1 1
Sebaceous Gland Adenoma 1 1
SKELETAL MUSCLE (NO. EXAMINED) (15) (35) (50) (26) (24) (50) (16) (33) (49) }(25) (24) 1(49)
Reticulum Cell Sarcoma* 1 1
HARDERIAN GLAND (NO. EXAMINED) (15) (32) (47) (25) (24) (49) | (16) (33) (49) (26) (24) (50)
Malignant Lymphoma¥* . 1 1

*MaTlignant Neoplasm
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NEOPLASM
SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Lifetime Feeding Study of
Glyphosate (ROUNDUP® Technical)
Terminal Sacrifice

Male Rats Group 1 Group I1I Group 111 Group IV
Moribund Moribund Moaribund Moribund
Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total
BONE MARROW (RIB) (NO. EXAMINED) (13) (28) (41) (22) (19) (41) (16) (33) (49) (23) (20) (43)
Malignant Lymphoma* 1 1 1 1
Reticulum Cell Sarcoma* 1 1 2 2
LIP (NO. EXAMINED) (D) (1)
Papilloma 1 1
HIND FOOT (NO. EXAMINED) (3) (1) (4) (3) (3) (2) (1) (3) (1) (1)
Osteoma 1 1
EAR (NO. EXAMINED) (1) (3) { (4) (1) | . (1)
Fibroma 1 1
Fibrosarcoma* 1 1
Osteochondroma 1 1
TAIL (NO. EXAMINED) (1) (1) | (6) § () | (7) | (3) } (3) | (6) | (2) | (3) | (5)
Papilioma 1 1
Osteoma . 1 1
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NEOPLASM

SUMMARY INCIDENCE TABLE
Bilo/dynamics Project Number M-6, 77-2062
A Lifetime Feeding Study of
Glyphosate (ROUNDUP® Technical)
Terminal Sacrifice

Male Rats Group I Group II Group III ’ Group IV
Moribund Moribund Moribund Moribund
Soacrifice | & Deatns | Total | Sacrince | & Deatns | Totar | Saciice | & beatns| Tota | secriice | oonne® | ora
PERIOCULAR TISSUE (NO. EXAMINED) (1) (1)
Squamous Cell Carcinoma* 1 1
SUBCUTANEOUS TISSUE (NO. EXAMINED) (4) (6) 1| (10) (9) (3) {(12) (6) (4) | (10) | (3) (4) (7)
Fibrosarcoma* 1 1 2 1 1 1 1 2 1 2 3
Fibroma 3 3 1 1 1 1 2
Neurofibrosarcoma* 1 1
Undifferentiated Sarcoma* 1 1
Reticulum Cell Sarcoma* 1 1 1 1 1 1
Lipoma 1 1 1 1 2
Osteogenic Sarcoma* 1 1
Malignant Mixed Tumor* 1 1
MEDIASTINAL TISSUE (NO. EXAMINED) (7) (7) (1) (1) (4) (4) (2) (2)
Reticulum Cell Sarcoma* ) 1 1
Malignant Lymphoma* 1 1
Metastatic Osteogenic Sarcoma*

*Malignant Neoplasm -
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Bio/dynamics Project Number M-6, T77-2062

A Tifetime Feeding Study of
Glyphosate (ROUNDUF® Technical)
Terminal Sacrifice

NEOPLASM

SUMMARY INCIDENCE TABLE

Male Rats Group 1 Group I1 Group III Group IV
Moribund Morlibund Moribund Moribund
Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Taotal Sacrifice & Deaths Taotal
ABDOMEN (NO. EXAMINED) (1) (1)
Lipoma 1 1
MESENTERY (NO. EXAMINED) (5) (5) (3) (1) (8) (4) (4) (2) (1) (3)
Malignant Lymphoma* 1 1
Reticulum Cell Sarcoma* 1 1 1 1
Scirrhous Adenocarcinoma* 1 1
ABDOMINAL CAVITY (NO. EXAMINED) (1) (1)
Reticulum Cell Sarcoma* 1 1
SUBCUTANEGUS LYMPH NODE
(NO. EXAMINED) (1) (1)
Malignant Lymphoma* 1 1
BRONCHIAL LYMPH NODE (NO. EXAMINED) (1) (1) B
Malignant Lymphoma* 1 1

*Malignant Neoplasm
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NEOPLASM
SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Lifetime Feeding Study of
Glyphosate (ROUNDUP® Technical)
Terminal Sacrifice

Male Rats . Group I Group II Group III Group IV
Moribund Moribund Moribund Maribund
Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | Sacrifice
Sacrifice & Deaths Total Sacrifice 8 Deaths Total Sacrifice & Deaths Total Sacrifice | g Deaths Total
MANDIBULAR LYMPH NODE (NO. EXAMINED) (3) (3) (1) (1) (1) (1)
MaTlignant Lymphoma* 1 1
LUMBAR LYMPH NODE (NO. EXAMINED) (1) (1)
Metastatic Islet Cell Carcinoma* 1 1
SACRAL LYMPH NODE (NO. EXAMINED) (1) (1) (2) (1) (3) (2) (1) (3) (1) (2) (3)
Reticulum Cell Sarcoma* 1 1

*Malignant Neoplasm
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Bio/dynamics Project Number M~6, 77-2062

A ILifetime Feeding Study of
Glyphosate (ROUNDUP® Technical)
Terminal Sacrifice

W
NEOPLASM
SUMMARY INCIDENCE TABLE

Female Rats Group 1 Group 11 Group III Group IV

Moribund Moribund Moribund Moribund

Scheduted | Sacrifice Scheduled | Sacrifice Scheduled ] Sacrifice | Scheduled | sacrifice
Sacrifice & Deaths Totat Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total
PITUITARY (NO. EXAMINED) (17) (31) (48) (22) (26) (48) (30) (20) (50) (15) (34) (49)
Adenoma 13 21 34 15 14 29 20 11 31 9 17 26
Carcinoma* 2 6 8 2 5 7 5 5 4 8 12
BRAIN (NO. EXAMINED) (18) (32) (50) (23) (26) (49) (30) (20) (50) (15) (35) (50)
Invasive Pituitary Carcinoma* 1 1 1 1
Malignant Lymphoma* 1 1
Glioma 1 1
CERVICAL SPINAL CORD (NO. EXAMINED) (18) (32) (50) (23) | (27) (50) (30) (20) (50) (15) (35) {50)
Malignant Lymphoma* | 1 1
HEART (NO. EXAMINED) (18) (32) {(50) | (23) (27) (50) (30) (20) (50) (15) (35) (50)
Malignant Lymphoma* 1 1

Metastatic Fibrosarcoma* 1 1
TRACHEA (NO. EXAMINED) (18) (31) (49) (23) (26) (49) (30) (19) (49) (15) (35) (50)
Metastatic Fibrosarcoma* 1 1
*Malignant Neoplasm el U
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- NEOPLASM

SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, T7-2062
A ILifetime Feeding Study of
Glyphosate (ROUNDUP® Technical)
Terminal Sacrifice
Female Rats

Group I Group II Group ITI Group IV
Scheduled “g:::lr?f‘;(?: Scheduled ,\g:;:?f‘::: Scheduled “g::;:?fl;::‘: Scheduled “g:;',?;;::
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrifice & Deaths Total
ESOPHAGUS (NO. EXAMINED) (18) | (30) | (48) | (21) | (26) | (47) { (30) | (19) | (49) | (15) | (35) | (50)
Metastatic Fibrosarcoma* 1 1 1 1
LUNG (NO. EXAMINED) (18) | (31) | (49) | (23) | (27) | (50) | (30) | (19) | (49) | (15) | (35) | (50)
Reticulum Cell Sarcoma* 1 1 2 2 2 1 1 3 3
Malignant Lymphoma* 1 1 1 1
Metastatic Mammary Gland
Adenocarcinoma* 1 1
Metastatic Adrenal Cortical
Carcinoma® 1 1
Metastatic Fibrosarcoma* 1 1
LIVER (NO. EXAMINED) (18) | (32) | (50) | (23) | (27) | (50) } (30) | (20) | (50) | (15) | (35) | (50)
Reticulum Cell Sarcoma* 1 1 2 2 2 1 1 2 2
Matignant Lymphoma* 1 1 1 1 2
Metastatic Fibrosarcoma* 1 1
Hepatocellular Carcinoma*
Neoplastic Nodule 6 5 11 3 4 7 5 1 6 2 5
*Malignant Neoplasm
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NEOPLASM
SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Tifetime Feeding Study of
Glyphosate (ROUNDUR® Technical)
Terminal Sacrifice

Female Rats Group I Group II Group III Group IV
Moribund Moribund Moribund Moribund
Scheduled | Sacrifice Scheduled | Sacrifice Scheduted | Sacrifice Scheduled ! sacrifice
Sacrifice & Deaths Tatal Sacrifice | & Deaths Totat Sacrifice & Deaths Total Sacrifice 8 Deaths Total

MESENTERIC LYMPH NODE (NO. EXAMINED) (18) | (24) | (42) | (23) | (16) | (39) [ (29) | (19) | (48) | (14) | (33) | (47)

Malignant Lymphoma* 1 1

Reticulum Cell Sarcoma* 2 2
PANCREAS (NO. EXAMINED) (18) (32) (50) (23) (27) (50) (30) (20) (50) (15) (34) (49)

Islet Cell Adenoma 1 1 2 1 1 1 1

Islet Cell Carcinoma* 1 1 1 1 1 1

MANDIBULAR SALIVARY GLAND

{NO. EXAMINED) (18) | (30) | (48) | (23) | (27) | (50) | (30) | (19) | (49) ] (15) | (34) | (49)

Metastatic Fibrosarcoma* 1 1

THYMUS (NO. EXAMINED) . (9) | (16) | (25) | (19) | (33) | (32) | (26) | (11) | (37) | (15) | (19) | (34)

Malignant Lymphoma* 1 1 1 1

Thymoma 1 1

*Malignant Neoplasm
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NEOPLASM
SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Lifetime Feeding Study of
Glyphosate (ROUNDUR® Technical)
Terminal Sacrifice

Female Rats Group I Group II Group 111 Group IV
Moaoribund Maribund Moribund Moribund
Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | Sacrifice Scheduted | sacrifice
Sacrifice & Deaths Total Sacrifice | & Deaths Total Sacrifice & Deaths Total Sacrlifice & Deaths Total
MEDIASTINAL LYMPH NODE (NO. EXAMINED) (14) (19) (33) (13) (16) (29) (24) (13) (37) (10) (20) (30)
Metastatic Fibrosarcoma* 1 1
Reticulum Cell Sarcoma* 1 1 2
Malignant Lymphoma* 1 1 1
SPLEEN (NO. EXAMINED) (18) (32) (50) (23) (27) (50) (30) (20) (50) (15) (35) (50)
Malignant Lymphoma* 1 1 1 1 2
Reticulum Cell Sarcoma* 1 1 2 2 2 1 1 5 5
STOMACH (NO. EXAMINED) (18) (32) (50) (23) (27) (50) (30) | (20) | (50) (15) (35) (50)
Malignant Lymphoma* 1 1
Reticulum Cell Sarcoma* 1 1
Metastatic Fibrosarcoma* 1
JEJUNUM (NO. EXAMINED) (18) (32) | (50) (23) (25) (48) (29) (20) (49) (15) (34) (49)
Leiomyosarcoma* 1 1
ILEUM (NO. EXAMINED) (16) | (31) | (47) Y (22) | (27) | (49) | (29) | (20) | (49) | (14) | (34) | (48)
Reticutum Cell Sarcoma* 1 1
*Malignant Neoplasm ) e
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NEOPLASM
SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Iifetime Feeding Study of
Glyphosate (ROUNDUP® Technical) -
Terminal Sacrifice
Female Rats Group I Group II Group III Group 1V
Moribund Moribund Moribund Moribund
Scheduled | Sacrifice . Scheduted | Sacrifice Scheduled | Sacrifice Scheduled | sacrifice
Sacrifice | & Deaths Total Sacrifice | & Deaths Total Sacrifice | & Deaths Total Sacriflice | & Deaths Total
COLON (NO. EXAMINED) (18) (32) (50) (23) (27) (50) (30) (19) (49) (14) (34) (48)
Reticulum Cell Sarcoma* 1 1
KIDNEY (NO. EXAMINED) (18) (32) | (50) (23) (27) | (50) (30) (20) (50) | (15) (35) {(50)
Malignant Lymphoma* 1 1
Reticulum Cell Sarcoma* 1 1 2 2
Transitional Cell Carcinoma* 1 1
URINARY BLADDER (NO. EXAMINED) (18) (32) | (50) (23) (25) (48) (28) (20) (48) | (14) (30) (44)
Transitional Cell Carcinoma* 1 1
QVARY (NO. EXAMINED) (18) (31) (49) (23) (27) (50) {30) (18) (48) (13) (32) (45)
Granulosa Cell Tumor 3 5 8 4 4 8 5 1 6 2 4 6
Theca-Granulosa Cell Tumor 1 1
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NEOPLASM

SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Lifetime Feeding Study of
Glyphosate (ROUNDUP® Technical)
Terminal Sacrifice
Female Rats

Group 1 Group 11 Group II1 Group IV
Moribund Moribund Moribund Moribund
Scheduled | Sacrifice Scheduied | Sacrifice Scheduled | Sacrifice Scheduled | sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Total Sacrsfice & Deaths Totat Sacrifice & Deaths Totatl
UTERUS (NO. EXAMINED) (18) | (32) | (50) | (23) | (27) | (50) § (29) | (20) | (49) | (15) | (38) | (49)
Squamous Cell Carcinoma* 1 1
Endometrial Sarcoma* 1 1
Adenoma 1 1
Polyp 4 1 5 1 1 2 3 2 5 2 1 3
Reticulum Cell Sarcoma* 1 1 1
THYROID (NO. EXAMINED) (18) | (29) | (47) | (23) | (26) { (49) | (30) | (20) | (50) § (14) | (33) | (47)
C-Cell Adenoma 2 3 5 2 1 3 4 2 6 1 2 3
C-Cell Carcinoma¥* 1 1 1 1 2 2 4 6
Follicular Adenoma 3 3 1 1 2 1 1
Metastatic Fibrosarcoma* 1 1
PARATHYROID (NO. EXAMINED) (12) | (11) | (23) | (12) | (13) | (25) | (13) | (12) | (25) (5) | (18) | (23)
Adenoma 1 1
*Malignant Neoplasm ot {
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Bio/dynamics Project Number M-6, 77-2062

A Lifetime Feeding Study of }
Glyphosate (ROUNDUR® Technical)

Terminal Sacrifice

Female Rats

}

NEOPLASM
SUMMARY INCIDENCE TABLE

Moribund Moribund Maoribund Moribund
Ssacritica | & Geatns | Total | Sacritice | & Destns | Totat | Secrifice | & oeatns | Totat | Saerifice | oreamee | ot
ADRENAL (NO. EXAMINED) (18) | (32) (50)\ (23) | (27) | (50) | (30) | (20) | (50) | (15) | (34) | (49)
Reticulum Cell Sarcoma* 1 1 1 1 1 1 3 3
Pheochromocy toma 1 1 1 1 2 2 2 1 1 2
Cortical Adenoma 3 2 5 4 6 10 6 6 4 4
Cortical Carcinoma¥* 1 1 1 1 1 1
Malignant Lymphoma* ' 1 1
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MaTlignant Lymphoma* 1 1
Invasive Fibrosarcoma* 1 1
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Bio/dynamics Project Number M-6, 77-2062

A Lifetime Feeding Study of
Glyphosate (ROUNDUR® Technical)
Terminal Sacrifice

SUMMARY INCIDENCE TABLE

NEOPLASM

Female Rats Group I Group II Group III Group IV
Moribund Moribund Moribund Moribund
el e | Totat | eamitice | & Geatns | Totat | ‘Sacritice | & Deatns | Totat | sacrifice | & oastns | Totat
BONE MARROW (RIB) (NO. EXAMINED) (18) | (28) | (46) | (21) | (23) | (44) | (28) | (18) | (46) | (14) | (31) | (45)
Malignant Lymphoma* 1 1 1 1
Reticulum Cell Sarcoma* 1 1 1 1 3 3
EAR (NO. EXAMINED) (2) | (2) (1) | (1)
Chondroma 1 1
Os teochondroma 1 1 1
SUBCUTANEQUS TISSUE (NO. EXAMINED) (2) (2) (4) (3) (3) (6) (1) (1) (1) (1) (2)
Lipoma 1 1 2
Fibrosarcoma*
Reticulum Cell Sarcoma*
Fibroma 1
MEDIASTINAL TISSUE (NO. EXAMINED) (2) (2) (1) (1) (1) (1) (2) (2) (2)
Fibrosarcoma* 1 1
Reticulum Cell Sarcoma* 1 1

*Malignant Neoplasm
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NEOPLASM
SUMMARY INCIDENCE TABLE
Bio/dynamics Project Number M-6, 77-2062
A Lifetime Feeding Study of
Glyphosate (ROUNDUR® Technical)
Terminal Sacrifice

Female Rats Group I Group II Group TIII : Group IV

Moribund Moribund Moribund Moribund

Scheduted | Sacrifice Scheduled | Sacrifice Scheduled | Sacrifice Scheduled | sacrifice
Sacrifice & Deaths Total Sacrifice & Deaths Totai Sacrifice & Deaths Total Sacrifice & Deaths Total
MESENTERY (NO. EXAMINED) (1) (4) (5) (4) (1) (5) (1) (1) (2) (1) (6) (7)
Reticulum Cell Sarcoma* 2 2

Metastatic Adrenal Cortical
Carcinoma* 1 1

SKULL (NO. EXAMINED) | (1) (1)
Fibroma 1 1
URETER (NO. EXAMINED) (1) (1) (1) (1)
Transitional Cell Carcinoma* 1 1 1 1
MANDIBULAR LYMPH NODE (NO. EXAMINED) (2) (2) (1) (2) (3) (6) (6)-1 (3) (3) (6)
Malignant Lymphoma* 1 1

*Malignant Neoplasm
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TABLE 51

Glyphosate
104 Heek Combined Chronic Feeding/Oncogenicity Study in Rats With 52 Week Interim Kill
Incidence of Histological Findings : Males and Females
Oncegenicity Study

INCIDENCE OF LES10MS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENRT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp § |Grp 1 |Grp 2 |Grp 3 |Grp & [Grp 5
H 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg [mg/kg |mg/kg [maskg jmg/kg
/day \|/day |fday |/day |/day {/day |/day |/fday |/day |/day
ABDOMEN: h (1) 27 (2)
Vasculitis 0 0 0 1
Focal chronic inflammation 0 1 0 0
Fat necrosis 1 o 2 1
ACCESSORY SEX GLAND(S): (1 {1} (1}
CLITORAL GLAND: cystic duct(s) 1 0 1
CLITORAL GLAMND: abscess({es) 0 1 0
ADREMALS: (49) (25) (173 (21) (49 {48} {26) 29 (30} {49)
No abnormality detected 15 16 13 10 15 & 5 5 ] ]
Unilateral focal corticat hyperplasia 0 0 0 2 0 0 2 1 1 1
Focal cortical hyperplasia 1 1 0 0 3 1 0 0 0 0
Unilateral CORTICAL CARCINOMA [M] 0 0 0 0 1 0 0 0 1 0
Metastasising CORTICAL CARCINOMA [M] o] 0 0 0 0 0 0 0 1 V]
Unilateral CORTICAL ADEROMA [B) 2 0 0 0 0 0 0 0 0 0
Unilateral focal medullary hyperpiasia 5 0 0 1 7 3 1 1 0 1
Bilateral focal medullary hyperplasia 1 0 4] 1 3 1 0 1 o 0
Focal medullary hyperplasia 0 0 1 o ] 1 0 0 0 0
Unilateral PHAEOCHROMOCYTOMA [M] 1 0 0 0 1 Y] o] 0 0 0
Unileteral PHAEOCHROMOCYTOMA (8] 7 1 1 1 8 5 0 0 1 ox

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise {(Fisher's) test between contral and each treatment group: * P<0.05, ** p<0,01, ***

P<0.001

£298eh Yl

6vl






TABLE 51 (continued)

INCIDENCE OF LESTONS (NUMERIC)
MALES FEMALES

FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 [Grp &4 |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5

0 10 100 300 1000 {0 10 100 300 1000

mg/kg |mg/kg |mg/kg |mg/kg |maskg {mg/kg |mg/kg |mg/kg |mg/kg |mg/kg

/day |/day lsday ({sday |/day |/day |/day |/day |/day |/day

ADRENALS: (4%) (25) (17 {21} (49) (48) (26) (2%) (30 (49)

Bilateral PHAEQCHROMOCYTOMA [B] 1 0 Q 0 1 1 0 0 0 0
Infiltration by histiocytic cells 0 0 0 0 1 0 0 0 0 0
Haemorrhagic degeneration 2] 1 1 2 1 35 18 21 18 32
only one examined 1 1 0 1 0 0 1 0 0 0
Accessory cortical nodule 1 0 0 ] 0 0 0 0 0 0
Infiltration by iymphoma cells 0 0 0 2 0 1 0 0 0 0
Medulla not examined 0 0 0 0 0 0 ] 1 i} 1
only one medulla examined 0 0 0 0 ] 3 0 1 1 1
Subcapsular hyperplasia 1 0 0 0 t 0 ! 0 0 0
Diffuse cortical hyperplasia 0 0 0 0 1 0 g H 0 0
Cortical smalt-ceil focus(i) 1 0 0 0 0 g o 0 0 0
Zona glomerulosa not examined 0 0 0 0 0 1 0 0 0 0
histologically
Focal cortical cell vacuolation 8 3 1 1 2 2 1 0 0 1
Diffuse cortical cell vacuolation 0 0 o 0 1 0 ] 1 0 4]
Necrosis 1 0 ¢ 1 0 2 0 2 0 0
Focal cortical cell hypertrophy 18 3 4 3 15 18 5 8 13 23
Grade(++++) focal cortical cell 0 0 g 0 ¢ 0 1 0 0 1
hypertrophy
Increased haemopoiesis 0 0 0 0 2 0 0 0 1
Haemopoiesis 0 0 0 0 1 a 0 2 4 0
Unitateral atrophy 0 0 0 0 0 1 0 0 1 0

£c9g8ey Il
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Figures in brackets represent the number of animals from which this tissue was examined histeclogfcally.
Significance of differences in a pairWise (Fisher!s) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<0_001






TABLE 51 (continued}

INCIDENCE OF LESIONS (MUMERIC)
MALES FEMALES
FINDINGS ’ TREATMENT |Grp 1 lGrp 2 |Grp 3 |Grp & lGrp 5 {Grp 1 [Grp 2 |Grp 3 |Grp 4 |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg [mgskg |mg/kg |mgskg {mg/kg |mg/kg |maskg |ma/kg |mg/kg
fday |/day |/day |[/day |/day j/day |[/day {/day |/day |/day
ADRENALS: (49) (253 (17 (213 (49) (48) {26) (29) (30 (49
Angiectasis 0 0 0 1 0 0 0 0 0 0
Autolysed, diagnosis difficult 5 7 3 3 1 2 1 2 2 3
Extra section(s) examined 0 0 0 0 1 0 ] 0 0 ]
AORTA: {50) (25) (1) 21 (50} (50) (28) (29} {30) (507
No abnormality detected 50 25 18 20 50 50 28 29 30 50
Medial mineralisation 0 ] 1 1 H ] 0 0 v} 0
Autolysed, diagnosis difficult v} 0 1 0 0 0 0 v} 0 0
BRATN: (50) (25) (19} (213 (50 (49} {28) (29 (30 (50
No abnormality detected 38 18 15 16 42 34 14 20 16 33
GRANULAR CELL TUMOUR T[M] o] 0 0 0 1 0 0 0 0 0
Meningeal infiltration by histiocytic 0 0 0 0 1 0 ] a 0 H
cells
Compression by pituitary 10 5 3 [ 5 9 12 g 12 1"
Infiltration by lymphoma cells 0 0 0 1 ] 0 0 v} ] 0
Focal chronic meningitis 0 0 1 0 0 0 0 0 0 0
Focal gliosis 0 0 0 0 0 v) o] 0 o 2
GLIOMA [M) 2 1 0 0 1 0 1 o] 0 o]
Autolysed, diagnosis difficult 1 0 1 0 o 0 0 0 0 2

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise {Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0_001
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TABLE 51 {continued}

INCIDENCE OF LESIONS (NUMERIC}
MALES FEMALES
FINDINGS TREATMENT {Grp 1 |Grp 2 |Grp 3 (Grp & [Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp &4 |Grp &
0 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg |ma/kg |mg/kg |mg/kg jmgskg [mg/kg |mg/kg
/day |sday |/day |/fday |/sday |/day |sday |[/day |/day |/day
HRAIN: (50) (25} {19 21 (50} (4%) (28) (29 (30) (50}
Infiltration by pituitary tumour 1 1 0 1 0 6 4 1 2 6
Forebrain not available for histological i} 0 0 0 5 3 0 0 ] 0
examination
Cerebellum not examined histologically 0 ¢ 0 0 0 1 0 0 0 1
CAECUM: (42) {8) (6} {12} (43) (43) (23) (23) (26> (42)
Mo abnormality detected 42 8 6 12 43 41 23 23 26 42
Infiltration by histiocytic cells 0 0 ] 0 ] 1 0 0 0 0
Infittration by lymphoma cells 0 0 0 0 0 1 0 0 ] 0
Autolysed, diagnosis difficult 0 0 0 1 0 1 0 ] 1 1
CERVIX: (1
Ho abnormatity detected 1
COLON: (43) (11 (7 (13 (44) {46) (25) (26 (27) (44)
No abnormality detected 43 11 3 13 42 46 25 26 27 44
Infiltration by histiocytic cells 0 o 0 0 1 0 0 H ] ]
Perivasculitis 0 0 0 0 1 ¢ 0 0 0 ]
Hypertrophy in muscle tayer 0 0 1 0 0 0 0 0 0 0

£298eY IHI
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Figures in brackets represent the number of animals from which this tissue was examined histclogically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0,01, *%* p<0.001






TABLE 51 (continued)

INCIDENCE OF LESIGHS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT [Grp 1 |Grp 2 |Grp 3 |Grp &4 |Grp 5 |Grp 1 |Grp 2 [Grp 3 |Grp & |Grp 5
0 10 100 300 1000 10 10 100 300 1000

mg/kg |mg/kg |mg/kg |mg/kg [mg/kg [mg/kg |mg/kg |mg/kg |mg/kg |mg/kg
fday |fday J/fday |/day fday |/day fday fday fday |/day

COLON: {43y | (1Y | (7} (13) (44) (46) (25) (26) 27) (44)
Dilatation 0 ] 1 0 1 0 0 0 0 0
Autolysed, diagnosis difficult 1 1 1 1 1 2 0 2 0 2

DUCDEKUM: (47) (12) (10) (14) (46) (47) (26) 27) (29) | (46)
Ho abnormality detected 46 12 10 14 45 46 26 27 29 45
CARCINOMA [M] 0 0 0 0 0 0 0 0 ] 1
[Infiltration by histiocytic cells 0 0 0 0 0 1 0 0 V) 0
Serosal perivasculitis 1 ] 0 0 0 0 0 o 0 0
Autolysed, diagnosis difficult &4 2 3 2 2 3 ¢ 1 0 3

EYES: (3 ' (1} {2) (1 (1
Ho abnormality detected 1 0 2 0 0
Panophthalmitis 1 0 u} 1 0
Keratitis 1 0 0 ] o
Haemorrhage 0 1 0 0 1
Autolysed, diagnosis difficult 1 0 ] 0 0

HEART: {50} | (24> (19) (21} (50) (50) (28) (29} (30) (49)
Ho abnormality detected 12 7 5 6 13 32 20 21 21 N

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher’s) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0.001
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TABLE 51 (continued)

INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 jGrp 1 |Grp 2 [Grp 3 |Grp &4 |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/kg ;mg/kg {mg/kg 1mg/kg |mg/kg |mg/kg |mg/kg |ma/kg
/day |fday |/day |/day |[/day |/day |/day |/day fday |/day
HEART: (50 | 24) (19 21 (50 (50) | 28 (29) (30 (49)
Infiltration by histioccytic cells o ] 0 0 0 i 1 0 0 1
Infiltration by leukaemic cells 0 0 0 0 1 0 0 0 0 0
Infittration by Lymphoma cells 0 0 0 0 0 0 1 0 0 0
Cardiomyopathy{mineralised) 1 1 0 1 0 ] g g 1 o
cardiomyopathy
(Grade +/-) 3 5 1 1 6 5 5 5 4 4
(Grade +) 18 8 7 10 21 8 2 2 4 12
(Grade ++) 15 3 5 3 7 g 0 0 0 0
(Grade +++) 1 0 0 0 o 0 ] 0 0 0
Total incidence for score expanded 37 16 13 14 34 13 7 7 8 16
finding
Metastasis from primary in adrenal 0 0 0 H 0 ] v} 0 i ]
Atrial thrombus 0 1 1 o 0 0 o] 0 ] 0
Myocarditis 0 0 1 0 3 3 1 2 i 1
¥ascular mineralisation 0 0 1 0 0 0 0 0 ] 0
Focus{i} of mast-cell infiltration v} 0 0 ] 0 1 o 0 0 0
Endocarditis 0 0 0 0 1 1 0 0 0 0
Autolysed, diagnosis difficult 0 ] 0 0 0 1 0 0 0 0
[LEUM: (42) (8) (7> (12> {43) (45) (23) (25) (253 (42)
No abnormality detected 42 B 7 12 43 1 23 25 25 42

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairWise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<Q,001
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TABLE 51 {continued)

INCIDENCE OF LESIDNS (KUMERIC)
MALES FEMALES
FINDINGS R TREATMENT |Grp 1 |Grp 2 [6rp 3 |Grp &4 |Grp 5 {Grp 1 |Grp 2 |Grp 3 [Grp &4 |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg [mg/kg |mg/kg |mg/kg jmg/kg |mg/kg |mg/kg jmg/kg |ma/kg |maskg
/day |/day |/day |/day |/day |fday |[/day |/day |[/day [/day
ILEUM: (423 | (8} (7 (12> (43) (45) (23) (25) (25) | (42}
Infiltration by lymphoma cells i} 0 ] 0 0 1 0 0 0 G
Autolysed, diagnosis difficult 0 0 1 0 0 0 ] 1 1 1
JEJUNUM: {43) | (9) (8) (15 (45) | (45) (24) | (26 (28) (44)
Mo abnormality detected 42 9 8 15 45 45 24 26 28 44
Mucosa damaged 1 0 0 0 0 0 0 ¢ 0 0
Autclysed, diagnosis difficult 0 0 1 3 ) i 0 1 1 1
KIDMEYS: (50) (50) | €50) | ¢50) (50 (50) | (49 (50} (49) (50)
Nc abnormality detected 7 12 10 6 8 9 12 17 i0 13
Mesenchymal TUMOUR [M] 0 0 ] 0 0 1 0 a 0 0
Unilateral TUBULAR ADENCMA [B] 1 0 0 ¢ 0 0 0 0 0 0
Metastasising urothelial CARCINOMA [M] o 0 0 1 0 0 0 0 0 0
Infiltration by histiocytic cells 0 g 0 0 2 1 1 ] 1 1
Abnormal shape 0 0 0 i 0 0 0 0 0 0
Urothelial hyperplasia
(Grade +/-) 1 1 g ] 0 2 3 3 0 1
(Grade +) 1 1 2 2 3 14 1" 9 9 Qgr¥**
{Grade ++} 1 0 0 0 0 2 3 1 0 0
Total incidence for score expanded 3 2 2 2 3 18 i7 13 g qHAx
finding

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0,01, **¥

P<0.001
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TABLE 5% (continued)

IHCIDENCE OF LESIONS (RUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 [Grp & |Grp 5 [Grp 1 |Grp 2 |Grp 3 |Grp & [Grp 5
¢ 16 100 300 1600 0 10 100 300 1000
mg/kg [mg/kg |mg/kg |mg/kg |mg/kg [mg/kg {mg/kg |mg/kg |mg/kg [mg/kg
/day |/day |/day |fday |/day |[fday |[/day |/day |/day |/day
KIDNEYS: {50} (50) {503 (50) (50) (50} (4%) (50) (49) {50)
Nephropathy
(Grade +/-) 5 8 5 ? 15% 14 7 5w 13
{Grade +} 20 17 16 20 10% 9 12 10 19* 7
(Grade ++) 9 8 12 7 9 2 2 0 1 6
(Grade +++) 6 4 o* 1 0* 0 0 0 ¢ 1
Total incidence for score expanded 40 37 33 37 34 25 21 15 26 27
finding
Infiltration by lymphoma cells 0 o 0 2 0 0 0 0 0 ]
Basophilic tubules 1 0 1 1 4 1 1 G 0 0
Tubular dilatation 2 1 1 3 0 2 4 10% 3 4
Pelvic dilatation 1 ] 1 3 1 0 ] i 1 1
Papillary necrosis 1 0 0 1 1 0 0 0 9] 0
Cortical tubular hyaline inclusions 0 1 0 ¢ 2 1 1 0 o] 1
Mineral deposit(s) 0 0 2 v} 0 o 0 0 0 0
Cortical brown pigment deposit(s) 0 0 0 1 1 1 0 3 2 0
Lymphocytic infiltration 1 0 0 0 1 1 1 ] 0 0
Cortical tubular vacuolation 0 0 0 a 0 1 0 1 0 o
Pyelonephritis 0 0 1 1 0 0 0 0 g 0
Pyelitis 0 0 0 2 2 Y 2 1 1 0
Perivasculitis 0 ] 0 g 0 0 0 ¢ 0 1
Glomerular nephropathy 0 0 1 o 0 0 0 0 0 0
Tubular necrosis v 0 yj 0 0 2 1 ¢ 1 1

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairWwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0,001
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TABLE 51 (continued)

INCIDEKCE OF LESIONS {MUMERIC}
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 jGrp 1 |Grp 2 |[Grp 3 |Grp &4 |Grp 5
H 10 100 300 1000 {0 10 100 300 1000
mg/kg [mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mga/kg |mg/kg |mg/kag |mg/kg
/day |/day fday /day | /day /fday fday fday |/day fday
KIDKEYS: {50) (50) (50) (5 (50) (50) (49) {50) (49} (50)
Inflammatory cell infiltrate 0 ¢ 1 0 ¢ o 0 0 0 1
Focal inflammation 0 0 ] 0 0 1 1 0 o] 0
Cyst(s) 2 0 1 2 1 1 1 o 2 0
Autolysed, diagnosis difficult 7 14 9 & 7 7 3 5 4 &
Tumour infiltration 0 0 0 0 0 0 1 ] 0 a
LACRIMAL GLANDS: (1) (13
No abnormality detected 1 0
Focal cellular atypia 0 1
LI1VER: {50) (50} (49 {50) (50) (50) (50} (50} (50) {50)
No abnormality detected 2 2 6 & 1 8 2 5 5 7
Haemangioma present o] 0 1 0 0 1] 0 1 0 0
focal hepatoceliular hyperplasia 0 0 1 v 0 0 a 0 1 0
HEPATOCELLULAR CARCINOMA MULTIPLE (M) 0 1 0 0 0 0 0 0 0 V]
HEPATOCELLULAR CARCINOMA [M] o] 0 1 0 0 a Q 0 0 0
HEPATOCELLULAR ADENOMA MULTIPLE [B] 0 0 o 1 0 0 1 3 0 0
KEPATOCELLULAR ADENOMA [B] 2 1 1 1 2 0 o 0 1 2
Infiltration by histiocytic cells 0 0 0 i 1 1 1 0 2 2

Figures in brackets represent the number of animals from which this tissue was examined histolegically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.,01, ***

P<0.001
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TABLE 51 (continued)

INCIDEHCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp 4 [Grp 5 |Grp 1 |Grp 2 |Grp 3 [Grp & |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg [mg/kg |mg/kg [mg/kg |mg/kg |mg/kg |ma/kg |mg/kg |mg/kg |mg/kg
/day |/day |/day |/day |/day |/fday |/day |fday |/day |/day
LIVER: (50) (503 (4%9) (50) (50) (50 (50) {50} (50 (507
Foamy hepatocytes {(bifurcation of median 0 1 0 o 0 0 0 o 0 0
Lobe}
Foamy hepatocytes 8 1* 5 7 4 5 9 b 11 6
Portal tract sclerosis
(Grade +/-) 5 1 1 2 1 1 1 3 5 5
(Grade +) 8 22%* 1" 19* 13 2 3 2 3 3
(Grade ++) 5 2 4 2 2 1 0 0 0 0
Tetal incidence for score expanded 18 25 14 23 16 4 4 5 8 3
finding
Spongiosis hepatis 17 i8 22 17 1" 0 1 1 1 o]
Clear cell focus(i)
{Grade +/-) 1 0 1 1 1 0 1 ] ] o
(Grade +) 8 4 7 5 7 4 3 ] 5 3
(Grade ++) 1 3 1 4 5 2 0 0 0 0
(Grade +++) 0 0 i} ] i 0 0 ] 0 ]
Total incidence for score expanded 10 7 @ 10 14 6 [ o* 5 3
finding
Pale cell focus(i)
{Grade +/-) i a 0 2 0 o 1 1 1 0
(Grade +) 9 8 @ 3 8 5 5 [ 7 3
(Grade ++) 2 6 3 1 2 1 2 0 ] 1
(Grade +++) 0 0 0 0 2 0 v} 0 ] 1

figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<0.001
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TABLE 51 (continued) =
o
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INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT (Grp 1 |Grp 2 |Grp 3 |[Grp & |Grp 5 (Grp 1 [Grp 2 |Grp 3 |Grp & [Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/kg [mg/kg img/kg ma/kg [mg/kg |mg/kg |mg/kg |ma/kg
fday |/day |/day |/day fday |/day |/day |/day |/day |/day
LIVER: (50) (50) (49) (50) {50} (50) (50) (50) (50} (50)
Total incidence for score expanded 12 14 15 6 12 6 8 7 8 5
finding
Basophilic focus{i)
{Grade +/-} 1 2 1 0 0 i 0 0 3 1 —
(Grade +) 9 2 5 2 5 11 6 10 15 11 tg
(Grade ++) 0 0 2 0 3 7 8 14 5 2
(Grade +++) 0 ] 0 0 0 3 1 2 1 0
Total incidence for score expanded 10 4 8 2% 8 22 15 2é 24 14
finding
Infiltration by leukaemic cells 0 0 ¢ 0 1 0 0 0 0 0
Infiltration by \ymphoma cells 0 0 0 1 0 1 1 0 0 2
Dilated sinuscids 1 1 0 0 0 0 0 0 0 0 ]
Bile duct hyperplasia T
(Grade +/-) 4 1 0 1 1 0 3 1 0 3 i
(Grade +) 15 13 15 19 11 4 8 8 5 3 I
(Grade ++) 8 9 5 2 3 2 2 0 2 5 i
Total incidence for score expanded 27 23 20 22 15* 6 13 9 7 11 - ?‘
finding L
Extramedullary haemopoiesis 1 ¢ ¢ 0 1 4 2 0 1
Lympheocytic infiltration 1 0 0 0 1 0 0 0 0 .
Haemocyst(s) 0 H ] 0 0 ] i o 0 :
vacuolation 18 13 11 12 15 13 16 18 16 I,

Figures in brackets represent the number of animals from which this tissue Was examined histologically.

to

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** P<U£UG1. )
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TABLE 51 (continued) =
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INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 [Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp &4 |Grp 5
0 10 100 300 1000 0 10 100 300 1000
mg/kg |mg/kg [mgskg |mgfkg fmaskg |mg/kg {mgskg |mg/ka |mg/kg mg/kg
fday |/day |/day |/day |/day |/day |/day |/day |[/day |/day
LIVER: {50} {50) (497 (50) (50} (50} {50) {50) (50) {50)
Necrosis ] 2 2 1 Q 3 4 0 4 5
Inflammatory cell infiltrate 2 3 2 3 5 2 6 3 2 2
Chronic peripertal inflammation e 0 0 0 1 0 0 0 0 ¢
Focal inflammation 1 0 4 5 4 1 0 0 1 2 —
Periportal hypertrophy 0 v} 0 ] 0 1 1 a Y 0 o))
Centrilobular hypertrophy 0 0 1 0 0 0 1 0 o 0 ©
Subcapsular fibresis 3 0 0 0 0 0 G 0 0 y
Diffuse degeneration 0 1 1 0 0 0 0 0 0 0
Bile duct cyst{s) 0 a 1 1 ] 2 0 2 2 2
Cyst(s) a 0 0 Q 0 1 v} ] 0 0
Congestion 5 0 0 0 3 1 0 0 0 0
Angiectasis 16 8 13 12 13 15 22 10 12 13
Autoclysed, diagnosis difficult 5 6 2 3 3 7 3 2 4 5
Increased mitotic rate 0 0 1 Y 1 0 1 0 0 0
Extra section{s) examined ¢ 0 0 0 0 0 0 0 1 2
Tumour infiltration 0 0 0 0 0 0 1 0 0 0
LUNGS: (50) (4%9) (49) (50) (50} (50) {507 (50) (50) {50} l
No abnormality detected 20 29 20 27 25 25 36* 34 35 24
Metastasising SQUAMOUS-CELL CARCINOMA 0 0 0 1 0 0 0 0 0 0
MULTIPLE (M)

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairWise {Fisher's) test betWween control and each treatment group: * P<0.05, ** p<Q.01, *** p<0,001






TABLE 51 (continued)

INCIDERCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATHMENT |Grp 1 |Grp 2 lGrp 3 [Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
0 10 100 300 1000 0 10 100 300 1000
mg/kg [mgskg [maskag |maskg |ma/kg [mg/kg [maskg |[mg/kg [mg/kg [mg/kg
/day |/day |/day |sday |{/day |/day |/day [/day [/day |[/day
LUNGS: (50) | (49) (49) (50) {50) (50} | (50} | (50) (507 (50}
Metastasising ALVEOLAR/BRONCHIOLAR 0 0 0 0 0 G ¢ 1 0 0
CARCINOMA MULTIPLE [M]
ALVEOLAR/BRONCHIOLAR ADENCMA [B] 2 0 1 2 0 0 0 0 0 0
SARCCMA [M] o] 0 0 0 0 1 0 4] 0 0
Infiltration by histiocytic cells 0 ¢ 0 1 2 0 1 0 2 2
Infiltration by leukaemic ceils ] ] 0 o 1 0 0 H 0 0
Infiltration by lymphoma cells o 0 0 1 0 0 1 0 0 1
Interstitial pneumonitis 2 4 4 2 3 3 1 2 1 3
Increased alveolar macrophages g 7 5 i* 6 3 2 2 1 3
Food present ] 0 0 0 0 0 0 0 v} 0
Focal alveolitis 13 9 16 13 8 16 g 12 9 i2
Metastasis from primary in uterus 0 0 0 0 0 0 1 0 0 0
Metastasis from primary in thyroid o] 0 0 1 V] 0 0 0 0 a
Metastasis from primary in kidney 0 0 ] 4] 0 0 0 v 0 ]
Metastasis from primary in adrenal 0 0 0 0 0 0 0 0 1 0
Alveolar pigmented macrophages 0 1 1 0 0 0 0 v} ] 0
Perivascular lymphocytic infiitration 2 1 i} 0 H o ] 0 0 0
Grade(++++) granuloma(ta) 0 0 0 0 0 ] 0 0 0 1
Granuloma{ta) 0 3 a 2 1 0 0 0 o 0
Focal chronic pleurisy 0 0 1 0 H 0 0 0 0 0
Oedema ] 0 3 0 1 0 0 0 0 0
Inflammatory cell infiltrate 0 ¢ 1 i] 0 2 0 0 1 2

Figures in brackets represent the number of animals from which this tissue was examined histologically.

significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0,05, ** pP<0.01, *** p<0,001%
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TABLE 51 (continued)}

IKCIDENCE OF LESIONS (MNUMERIC}
MALES FEMALES

FINDINGS TREATMENT [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp 5

H 10 100 300 1000 ] 10 100 300 1000

mg/kg [mg/kg |mgskg |mg/kg |mg/kg [maskg |mg/kg [mgskg Img/kg imaskg

/day |/day |/day |/day |/sday |/day |/day |/day |[/day |/day

LUNGS: (50) (49) (4%9) (50) {50} {50) {50) (50) (50) (50)
Haemorrhage(s) 0 0 1 0 V] 0 1 0 ] 0
Alveolar epithelialisation 0 1 0 0 0 1 0 0 o 1
Congestion 4 3 3 1 5 0 0 0 g 1
Brenchopneumonia 1 0 0 0 0 0 0 0 0 0
Autclysed, diagnoesis difficult 3 8 3 [ 1 [ 2 [ 2 [
Tumour metastasis (primary site unknown) 0 0 1 ] 0 0 1 0 0 0
only twe lobes available for 0 0 0 0 0 0 0 0 0 1
histological examination
only cne lobe examined o o] 0 0 0 0 1 0 0 0
LYMPH NODE(S): (10) {6) (5) (5} (15} (23) {9) (15) {21) (28)

Infiltration by histiocytic cells ] 1 0 0 0 ] 1 1 0 ]
Infiltration by leukaemic cells 0 0 ] 0 1 ] Q 0 0 a
Infiltration by lymphoma cells 0 0 0 1 o 1 1 0 0 1
Lymph nodes local to mass or with 5 3 3 3 g 15 3 10 16 156
necropsy findings with no abnermality
detected
tymph nodes iocal to mass or with 1 1 v} 1 2 1 i 2 2 3
necropsy findings but were not available
for histological examination
Tumour metastasis ] 0 0 1 0 0 0 0 1 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0.001
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TABLE 51 (continued)

INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT (Grp 1 |[Grp 2 |[Grp 3 |Grp & |Grp 5 |Grp 1 !Grp 2 |Grp 3 |Grp & |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/ke |ma/kg ;mg/kg |mg/kg [mg/kg |mg/kg |mg/kg [mg/kg
fday fday |/fday |/day fday |/day |/day |fday |/day |/day
LYHMPH NODE{S): 10y (6) (5) {5) (15) (23 (9 (15 (21) {28)
Pigmented macrophages ] 0 0 0 g 2 0 ] ] 2
Reactive 3 1 2 H 3 9 3 4 4 11
Cyst(s) 1 G 0 0 1 1 v} 0 0 1
Congestion 0 1 0 0 i 0 1 1 2 ]
Autolysed, diagnosis difficult 0 0 0 0 1 0 0 0 o 0
LYMPHORETICULAR/HAEMOPOIETIC TISSUE: {13 (2} (3) (5} (4) (2) (& (2} {5)
HISTIQOCYTIC SARCOMA [M] i i 1 3 3 1 1 2 3
LYMPHOMA in thymus only [M] 0 1 0 ] 0 0 0 0 0
LYHPHOMA [M] 0 ] 2 1 1 1 0 0 2
MAMMARY GLANDS: {45) {25) (17 (21} (47) (50) (28) (29 (30) {50}
Ho abnormality detected 16 11 7 11 22 3 2 5 1 2
FIBROADENOMA MULTIPLE (B8] 0 0 0 v} 0 10 6 5 8 12
FIBROADENOMA [B] v} 0 o 0 1 19 ] 12 1 17
CARCINOMA MULTIPLE [M] 0 0 0 0 0 1 ¢ 0 0 2
Metastasising CARCIHOMA [M] 0 0 0 0 0 0 0 0 1 0
CARCINDOMA [M] v} 1 0 a ] & 1 1 2 4
ADENOMA [B] 0 0 0 0 0 2 1 3 [ 3
Focat alveolar hyperplasia 0 0 0 0 6 0 2 1 4 1

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.0], ***

P<0.001
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TABLE 51 (continued) -
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INCIDENCE OF LESIONS (KNUMERIC}
MALES FEMALES
FINDINGS TREATMENT |Grp 1 {Grp 2 [Grp 3 |Grp &4 {Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg [mg/kg |mg/kg |mg/kg [mg/kg |mg/kg [mg/kg |mg/kg |mg/kg |mg/kg
fday |/day |/day |sday |/day |/day |/day |/day |/day |/day
MAMMARY GLANDS: (45) (25) (N (21 (47) (50} (28) (29> | (30) (50)
Infiltration by histiocytic cells 1] 0 0 0 0 0 1 0 0 1
Mammary development 28 14 10 10 24 40 24 16 28 38
Focus{i) of pigmented macrophages 0 ] ] o 0 ] 0 1 0 0
Focal Llymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 —
Chrenic inflammation 0 o} 0 0 ] 1 0 2 i} ] (o]
Inflammation 0 0 0 0 0 2 0 0 0 0 A
Abscess(es} 0 0 ¢ 0 0 ¢ 0 0 0 1
Autolysed, diagnosis difficult 0 1 0 0 0 1 0 0 1 1
MESENTERIC {YMPH NODE: (50) (24) {(19) (21) {50) (48) (28) (29} (30) (49}
No abnormality detected 47 23 19 19 b4 46 28 26 30 45
Haemangioma present 1 1 0 0 G 0 0 0 0 0
Infiltration by histiceytic cells 1 0 ] 0 2 0 H i 0 0
Infiltration by leukaemic cells 0 ] 0 ] i 0 0 0 0 0
Infiltration by lymphoma cells 0 0 ] 0 H 1 0 0 0 1
Lymphoid depletion ¢ 0 0 1 0 0 0 0 0 0
Pigmented macrophages t o 0 0 0 1 0 1 i} 2
Reactive 0 0 0 0 1 0 0 1 0 1
Cyst(s) 1 0 0 0 0 0 v} 0 ] 0
Congestion 0 0 0 1 2 1 0 1 0 0
Autolysed, diagnosis difficult 1 0 0 ] 1 ] 0 0 0 i
|.
Figures in brackets represent the number of animals from which this tissue was examined histolegically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<p 001






TABLE 51 (continued)

INCIDENCE OF LESIONS (RUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 jGrp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
1] 10 100 300 1000 0 10 100 300 1000
mg/kg |mg/kg {mg/kg |mg/kg [mg/kg |mg/kg |ma/kg |ma/kg img/kg jmaskg
/day /day |/day /day |/day fday fday fday fday |/day
MESENTERY: (1 (1
MESOTHELIOMA [B] 0 1
Abscess(es} 1 0
OESOPHAGUS: (49) (24) (19 (21> {50 (50) (28) (29) {30) (50)
No abnormality detected 49 24 19 20 50 50 28 29 30 49
Infiltration by histioccytic cells 0 o 0 ] 0 0 0 0 0 i
Infiltration by thyroid tumour [y 0 0 1 0 a 0 0 0 ]
OPTIC NERVE: (n h N
No abnormatity detected 1 1 1
Autolysed, diagnosis difficult 0 1 0
COVARIES: (50 (28) (29) {29 (50}
No abnormality detected 19 13 9 9 20
Unilateral GRANULOSA/THECAL CELL TUMDUR 0 0 1 0 0
(Bl
Infiltration by histiocytic cells 1 W) 0 i ]
Only one examined 1 0 0 0 0
Cystic follicle(s) 10 4 7 4 10

Figures in brackets represent the number of animals from which this tissue was examined histologically,.

Significance of differences in a pairwise (Fisher's} test between control and each treatment group: * P<0G.05, ** P<0.01, *** p<0,001
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TABLE 51 (continued) =
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INCIDENCE OF LESIONS {NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 [Grp & |Grp 5 |Grp % |Grp 2 |Grp 3 [Grp & |Grp 5
0 10 100 300 1000 0 10 100 300 1000
mg/kg |mg/kg [mg/kg {mg/kg |mg/kg |mg/kg [mg/kg [ma/kg |mg/kg [mg/kg
/day |/day |/day |/sday |/day |/day |[/day |/day |/day |/day
OVARIES: {50} (28) (297 {29) {50)
Stromal hyperplasia 1 2 1 2 4
Bursal cyst{s) 2 0 2 1
Atrophy 21 12 12 15 19
Autolysed, diagnosis difficult 4 1 1 0 3 e
Tumour infiltration 0 0 0 0 )}
ot
PANCREAS: {50} (24) (17} 21 (49) (4%) 27 (29) (29) (49)
No abnormality detected 21 13 13 16 LY add 41 21 24 26 42
Islet hyperplasia 2 0 0 a 1 0 0 0 0 0
EXOCRINE CARCINOMA [M] 0 0 0 0 0 1 0 a 0 0
EXOCRINE ADENOMA [B] 3 ] 1 0 0 0 0 0 0 0
ISLET ADENOMA [B] 7 i 2 2 1 1 2 2 2 1
Infiltration by histiocytic cells 0 0 0 0 1 i o] 1 0 0
Dilated duct{s) 1 0 0 0 0 0 1 0 0 0
Acinar atrophy ¢ 7 1 3 6 4 3 1 1 4
Pigment deposit(s) 0 ] 0 0 0 0 0 1 0 0
Lymphocytic infiltration 0 ] 0 0 1 0 a 0 0 0
Granuloma(ta) 1 0 0 0 0 0 0 0 0 0
Thrombus (canalised) 0 0 0 0 i 0 0 0 0 0
Perivasculitis 1 0 0 0 1 1 0 0 0 2
Interstitial oedema 0 1 0 4] 0 0 W] 0 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.0G5, ** P<0.01, *** p<0,001






TABLE 51 (continued)

INCIDEHMCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 [Grp & |Grp 5 |[Grp 1 |Grp 2 [Grp 3 lGrp &4 |Grp 5
0 10 - 100 300 1000 0 10 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg |maskg |mg/kg |mg/kg jmg/kg [mg/kg [mg/kg
/day |/day |/day |/fday |/day |sday |/day |/day |/day |/day
PANCREAS: {50} (24) (1" 21 (49) (49) (27) (29) (29) (4%
Perivascular inflammatory cell infiltrate 0 1 0 0 V] 0 0 0 0 0
Acinar hypertrophy 3 1 ] 0 1 0 e 0 0 0
Ductal hyperplasia 4 1 0 0 1 0 0 ¥ 0 ]
Autolysed, diagnosis difficult 3 9 5 5 3 1 1 2 0 4
Extra section(s) examined 0 0 0 ] 0 ] v} 1 0 a
Infiltration by uterus tumour 0 o 0 0 H 0 1 0 0 0
PARATHYROIDS: (44) (20) (17 (19 (46) (46) (26} (23) (24) (&1)
No abnormality detected 42 20 17 18 46 45 26 23 23 38
Unilateral focal hyperplasia 1 1 0 0 0 0 0 0 0 0
Unilateral ADENOMA [B]) 1 0 0 a ] 1 v} o] 0 1
Ontly one examined 14 5 6 1 15 9 & (4] 5 15
Fibrosis 0 0 0 ] 0 0 0 0 0 2
Haemorrhagic cyst({s) 0 ] 0 1 0 0 0 0 0 0
Cyst{s) 0 0 0 9 0 ] 0 v} 1 H
Autolysed, diagnosis difficult 0 0 0 v} v} 0 ] 0 0 1
PITUITARY: {50 (24) (1% {21) {50) (49) {28) (292 (30) (49)
No abnormatity detected 15 10 8 9 24 7 3 9 2 6
Only anterior lobe examined 5 5 1 0 6 o] 0 1 0 3

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<Q.01, ***

P<0.001

€298y Yl

L91






—
TABLE 51 {(continued) EE
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INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 [Grp 2 [Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp &4 [Grp 5
0 10 100 300 1000 0 10 100 300 1000
mg/kg |mg/kg [mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg img/kg
/day |/day |/day |/day fday |/day |{sday [/day |/day |[/day
PITUITARY: (50) (24) (19} (21> (50} (49) {28) (2%9) {30) (4%)
CARCINOMA [HM] 1 1 0 1 0 7 5 1 2 7
ADENOMA MULTIPLE [B] 0 0 0 ¢ 0 2 o] 0 0 4
ADENOMA [B] 28 12 8 7 17* 33 19 19 25 30
Focal hyperplasia 4 1 2 3 7 0 0 0 0 2 s
Intermediate Lobe hyperplasia 1 a v} 0 0 0 0 o 0 o o))
Damaged . 0 0 0 0 1 0 0 0 0 0 o
Posterior locbe not examined 3 0 [ 1 2 1 0 0 0 2
histologically
Cyst(s) 4 0 2 1 5 1 1 0 2 3
Autolysed, diagnosis difficult 1 i 4 2 3 2 1 2 1 1
Anatomical defect (possibly congenital} 0 0 0 ] 1 0 0 0 0
PROSTATE: (50) (24) (18) 21> 50
No abnormality detected 42 23 14 17 43
CARCINOMA ([M] 0 0 0 0 1 |
ADENONA [8) 0 0 0 0 1 |
Focal lymphocytic infiltration 1 0 0 0 0
Inflammation 6 1 4 4 5
Interstitial fibrosis 1 0 0 0 0 ‘
Autolysed, diagnesis difficult 0 0 2 0 H

Figures in brackets represent the number of animals from which this tissue was examined histologically. |
Significance of differences in & pairwise (Fisher's) test between control and each itreatment group: * P<0.05, ** p<3.,01, *** p<0.001






TABLE 51 (continued)

IMCIDENCE OF LESIONS {NUMERIC)
MALES FEMALES

FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5

0 10 100 300 1000 {0 10 100 300 1000

mg/kg {mg/kg |mg/kg jmgskg |mg/kg |mg/kg jmgskg mgskg |mg/kg |mg/kg

fday |fday |[/day |/day fday |/day |/day |/fday |/day |/day

RECTUM: (43) (12) (8) (i {44) (46) (26} (28) (27} (43)
No abnormality detected 42 12 8 13 43 45 25 28 27 43
Infiltraticon by histiocytic cells 0 0 ] 0 1 0 1 ] 0 Y
Infiltration by lymphoma cells 0 o 0 0 0 1 o 0 t 0
Lymphocytic hyperplasia 1 0 0 0 0 0 0 0 0 0
Dilatation 0 0 0 0 1 0 0 v 0 0
Autclysed, diagnosis difficult 1 2 2 1 1 3 i 4 0 1
SALIVARY GLAND: (50) (46) (49) (50) (49) (50) (50 (50) {50) (48)

No abnormality detected 1 1 0 1] o 1 1 1 0 0
PAROTID: NAD 33 30 25 Braw| 12kx) 35 33 3 2% Bukw
SUBL1NGUAL: KAD 48 45 49 50 47 49 47 49 46 45
MANDIBULAR: NAD 41 40 27*% x| 7awk | T8 40 37 32 21%*
PAROTID: not examined histologically 0 i 3 1 ] 9 7 5 7 i
SUBLINGUAL: not examined histologically i 0 0 0 2 0 2 0 [ 2
MANDIBULAR: not examined histologically 0 0 0 0 1] 0 1 ] ] 0
PARCTID: FIBROMA [B] 1 0 g 0 0 ] 0 v} o 0
MANDIBULAR: FIBROMA (8] 0 0 0 0 0 0 0 1 0 ]
PAROTID: infiltration by histiocytic ] 1 0 0 0 0 0 a ] 1
cells
MANDIBULAR: infiltration by histiocytic 0 0 0 0 1 0 0 0 0 1
cells

Figures in brackets represent the number of animais from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<(.01, ***

P<0.001
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TABLE 51 (continued)

INCIDENCE OF LESIONS (NUMER!IC)
MALES FEMALES
FINDINGS TREATMENT [Grp T |Grp 2 |Grp 3 |Grp & |Grp 5 [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
: 0 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg [ma/kg |mg/kg [mg/kg |mg/kg |mg/kg |mg/kg
/day |fday |/day |/day |/day |/day |/day {/day |[/day |[/day
SALIVARY GLAND: {5C) (46) (49) (50} (49) {50) (503 (50) (507 {48)
PAROTID: dilated/cystic duct(s) 0 1 0 4] 0 0 0 0 1 o]
MANDIBULAR; hyperplastic focus(i) 0 Y ] a 1 o 0 0 0 0
PAROTID;: lymphocytic infiltration 1 0 0 0 1 0 0 0 ] 0
MAND]BULAR: perivasculitis g 0 0 0 1 0 0 0 0 0
MANDIBULAR: inflammation 0 ] 0 ] v} 1 0 v} 0 1
SUBLINGUAL: acinar hypertrophy 0 0 0 0 e 0 a 0 o 1
PAROTID: ductal hyperplasia 0 0 v 0 1 1 ] 0 0 1
MANDIBULAR: ductal hyperplasia 0 o] 0 0 0 0 0 0 0 i
MANDIBULAR: hyperplasia 1 ) 0 0 0 0 0 0 0 0
PAROTID: acinar atrophy 5 4 ] Y} 2 1 1 1 0 3
PAROTID: cellular alteration
(Grade +/-) 4 4 8 3 4 1 2 2 2 5
(Grade +) 3 5 9 PR Rl B PR 0 5 i gr% | 3kwk
(Grade ++) ¢ 0 4 ANl I T Ll 1 1 g 18 %W
(Grade +++) 0 0 ] H 0 0 0 0 1 2
Total incidence for score expanded 7 9 21%* | gwwd| Zoxkrky 2 8 T2%% f 2 kEw] FTREKK
finding
MANDIBULAR: cellular alteration
(Grade +/-} 7 5 10 14 ¢ 2 0 3 1 &
(Grade +) 0 0 J2%kk [ DgkIk | Dankw| g 8 9 15 19%
(Grade ++) 0 i} ) 0 0 v} 0 0 2 1
Total incidence for score expanded 7 5 22Wkk | Rkl Z wkw | 11 8 12 18 26%*
finding

Figures in brackets represent the number of animals from which this tissue was examined histalogically,
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<0_001
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TABLE 51 {(continued)}

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp 5 [Grp 1 lGrp 2 |Grp 3 |Grp & |Grp 5
0 10 100 300 1000 |0 10 100 300 1000

mg/kg |mg/kg [mg/kg [mg/kg |[mg/kg [mg/kg [mg/kg (mg/kg |mg/kg |ma/kg
/day |/day |/day |/day |[/day |/day |/day |/day |/day |/day

SALIVARY GLAND: (50) (46) (49 {50) (49} (50) (50} (50) (30 (4B8)
Autolysed, diagnosis difficult 7 10 10 9 & 7 3 4 5 5
SCIATIC MERVE: (50} (25) (19} 21 (50} (49 (28) (29 (30) (49)
Ne abnormality detected 4t 25 14 19 48 49 27 28 30 49
Infiltration by histiocytic cells o i} [ 0 0 0 1 H 0 0
Chrenic inflammatory cell infiltrate 0 0 0 0 1 0 0 0 0 0
Axonal degeneration 6 0 3 2 3 0 0 1 0 ¢
Autolysed, diagnosis difficult 0 0 2 0 0 0 0 0 0 0

SEMINAL VESICLES: (2) (2} (2 (2> (2)
No abnormality detected 1 2 2 1 2
Serosal inflammation 1 o 0 0 ]
Haemorrhage(s) 0 0 0

SKELETAL MUSCLE: (50) (25) {19 (21 {50) (50) 27) (29 (30 (50)
Ho abnormality detected 45 25 18 20 45 50 26 29 29 50
Infiltration by histiocytic cells 0 Y 0 0 0 0 1 ] 0 ]
Focal Llymphocytic infiltration 1 0 0 0 0 0 0 0 v 0
Myositis 0 0 0 1 2 0 0 o] 1 0]

Figures in brackets represent the number of animals from which this tissue was examined histolegically.
Significance of differences in a pairWwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<{0.00}
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TABLE 51 (continued) =
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INCIDEKCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 [Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 {Grp 2 |Grp 3 |Grp 4 |Grp 5
0 i0 100 300 1000 0 10 100 300 1000
mg/kg |mg/kg |mgskg |mg/kg [mg/kag |mg/kg [mg/kg |mg/kg |mg/kg |mg/kg
/day |/day |/day |fday |/day |/day |/day |/day |[/day |/day
SKELETAL MUSCLE: (50) (253) (19 (21 (50) (503 (27} (29) (30) (50}
focal inflammatory cell infiltrate 0 0 0 0 1 0 0 0 0 0
Myofibre degeneraticn [A 0 1 0 2 0 0 0 0 0
Autolysed, diagnosis difficult 0 0 1 0 0 0 0 0 0 0
—t
SKIN/SUBCUTIS: {50) {25) (19 (21) (50) {50) (28) (29) (30) (50) ;j
¥oc abnormality detected 31 15 11 12 29 42 23 20 25 43
TRICHOEPITHELIOMA [M] 0 1 ] o 1 ] 0 ] 0 0
BASAL CELL TUMODUR [M] 1 0 0 0 o] 0 0 1 0 0
SEBACEOUS CARCINOMA [M] 0 0 0 0 C 1 0 0 0 0
ZYMBAL'S GLAND: CARCIKOMA [M] 1 0 0 0] 0 1 0 1 0 0
SQUAMOUS—CELL CARCTINOMA [M] 0 0 0 0 1 0 1 0 0 0
SARCOMA [M] 0 1 1 0 0 1 0 i H 0
SCHWANNOMA [M] ] 1 0 0 0 0 ] 0 g 0
PAPILLOMA {B] 0 [ 0 1 0 0 0 0 | 0
F1BROSARCOMA [M] 1 1 0 2 2 0 0 o 0 0
FIBROMA MULTIPLE [B] 1 0 1 0 1 ] 0 0 0 0
FIBROMA [B] 7 2 ] 1 5 1 2 2 1 2
Dermal FIBROMA MULTIPLE {B] v} 1 0 H 0 0 0 0 0 0
Dermal F1BROMA [BI] 2 0 2 1 2 0 0 0 0 0
LIPOMA [B] 1 0 1 0 0 0 0 0 0 2

figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<0.001
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TABELE 51 (continued)

INCIDENCE OF LESICONS (NUMERIC)
MALES FEMALES
FIHDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & JGrp 5 |Grp 1 {Grp 2 |Grp 3 [Grp & {Grp 5
. 0 10 100 300 100c |0 10 100 300 1000
mg/kg |mgskg |mg/kg |mg/kg {mgskg |mg/kg [mg/kg img/kg img/kg |ma/kg
/day |sday |[/day |/day |fday |/day |/day |[/dsy |/day |/day
SKIN/SUBCUTIS: (50) (25) (19} {21) (50} {50) (28) (29 {30) {507
INTRACUTANEOUS CORNIFYING EPITHELICMA 0 0 0 0 1 0 0 0 0 0
MULTIPLE [B]
INTRACUTANEOQOUS CORMIFYING EPITHRELIOMA [Bl ] 2 0 0 [ 1 0 0 ] 0
Infiltration by histiocytic cells 0 0 0 1 0 0 0 0 0 1
Subcutaneous oedema 0 1 0 0 0 0 0 0 0 0
Epithelial hyperplasia 1 0 0 0 0 0 0 1 0 0
Dermal fibrosis 0 ] 0 0 o 0 0 0 0 0
Inflammation 1 0 2 1 3 0 0 1 2 0
Sebacecus cyst(s) 0 4] 0 0 1 0 0 0 0 0
bermal cyst(s) 0 1 0 0 5 1 0 1 1 0
Abscess(es) 0 0 1 ¢ 2 0 0 1 1 0
Autolysed, diagnosis difficult 0 1 0 0 0 0 0 0 0 0
Pododermatitis [ 3 2 2 4 [ 4 1 1 3
SPIHAL CORD: (50) (25) (19) (21> (503 {50) {28) (29) (30} (50)
No abnormality detected 49 25 19 19 46 50 27 29 29 50
Infiltration by lymphoma cells 0 0 0 2 0 ¢ 0 g 0 0
Haemorrhage{s) 0 0 0 1 0 0 0 0 o] 0
Heuronal degeneration 1 0 0 0 [ 0 1 0 i 0
Autolysed, diagnosis difficult 0 0 1 "] 0 0 0 0 0 0
Cervical not examined 1 0 0 0 0 0 0 o] 0 1

Figures in brackets represent the number of animals from which this tissue was examined histolcgically.
Significance of differences in a pairWise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<Q.001
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TABLE 51 (continued) =
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INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 {Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
0 10 100 300 1000 {0 10 100 300 1000
mg/kg |mg/kg |ma/kg |mg/kg [mg/kg {mg/kg [mg/kg [mg/kg [mg/kg |mg/kg
/day |/day |/day /day fday |/day |fday |/day |/day |/day
SPINAL CORD: (50 (25) (19 (21) (50} | (50) (28) (2%) (30 (50)
Lumbar not examined 1 1 4 0 3 0 0 2 6 4
SPLEEN: {507 (25} | (1! 2N (49) (4%9) (27) 29 (30} (503
—
No abnormality detected 35 16 8 9 33 12 1 5 9 18 ~
Haemangiosarcoma present 1] 0 0 0 1 0 ] 0 0 ¢ -
Infiltration by histiocytic cells o 0 0 1 1 1 0 1 1 0
Infiltration by leukaemic cells ] 0 ] 0 1 0 0 0 0 0
Infiltration by lymphoma cells 0 o ] 2 o 1 1 0 0 1
Lymphoid depletion 0 1} a 0 0 1 0 0 0 1
Increased extramedullary haemopoiesis 1" 7 8 9 8 26 9 13 15 21
Inflammatory cell infiltrate 0 0 0 1 0 0 0 0 0 o]
Chronic serosal inftammation i 0 ] 0 0 ] 0 0 0 0
tymphoid hyperplasia 1 0 0 2 1 0 0 0 1 0
Small cyst(s) 0 0 ] ] 1 0 0 0 0 0 |
Congestion 2 0 ] 0 0 ] 0 0 0 o |
Increased brown pigment 1 3 3 0 4 10 7 10 & i1
Autolysed, diagnosis difficult 4 11 6 2 3 4 1 2 1 3
Infiltration by uterus tumour 0 a 0 ] 0 0 1 0 0 0

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0,01, *** p<0,001

Figures in brackets represent the number of animals from which this tissue Was examined histologically. ‘
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TABLE 51 (continued)
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INCIDEHCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 ]Grp & |Grp 5 |Grp 1 [Grp 2 |Grp 3 |Grp &4 |Grp 5
0 10 100 300 1900 |0 10 100 300 1000
mg/kg [mg/kg [mg/kg |ma/kg [mg/kg |ma/kg [ma/kg [mg/kg |mg/kg |mg/kg
/day j/day |/day |/day |/fday |/day |[/day |/day |/day |/day
STERNUM: (50) (23) (19 (21} {50) (50) {28) (29) (30 (50)
No abnormality detected 50 25 19 19 49 48 26 29 29 50
Iinfiltration by histiccytic cells o] 0 c 1 1 0 i 0 1 0
Infiltration by lymphoma cells 0 0 0 1 0 0 1 0 ) 0
Bone marrow hyperplasia 0 0 0 e o 2 ] 0 0 0 —
Autoclysed, diagnesis difficult 1 W] 0 1) 0 0 0 0 0 0 Z:
STOMACH: (50) (23) (15) (18> (50} (48) (27> {27) (293 (47)
Ro abnormality detected 19 i7 11 13 29 33 14 20 15 23
Dilated/cystic gland(s) 23 5 3 1 17 1 10 2 14 20
Keratinised cyst{s) 0 0 0 0 0 0 V] 1 0 0
Ulceration in glandular region 0 0 o 0 0 0 0 1 0 0
Ulceration in non-glandular region 3 0 1 1 1 1 2 1 0 0
Perivasculitis 0 0 0 0 2 0 0 0 0 0
Submucosal oedema in non-glandultar region 2 0 0] 1 0 1 1 1 D 0
Mineralisation 0 0 1 1 0 0 0 0 0 0
Inflammation 6 1 1 ] 3 1 2 1 1 5
Focal hyperplasia in non-glandular region 1 0 0 0 0 0 Q 0 0 0]
Hyperplasia in non-glandular region 3 1 1 3 3 3 5 2 ¢ 3
Autolysed, diagnosis difficult 8 12 8 5 <] [ 1 1 2 3

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0,001%
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TABLE 51 (continued) e
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INCIDENCE OF LESIONS {MUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 [Grp 3 {Grp & |Grp 5 {Grp 1 |Grp 2 |Grp 3 |Grp &4 |Grp 5
0 10 160 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg |mg/kg [maskg |mgfkg |ma/kg |mgfkg |mg/kg
/day |/day {sday |/day |/day |/day |/day |/day [sday |[/day
SUBMANDIBULAR LYMPH NODE: (6) (3) (2) (2) (3} (6 &D (4) D (12>
No abnormality detected 0 2 1 0 1 2 0 1 0 3
Infiltration by histiocytic cells 0 0 0 0 1 G 0 1 0 0
infiltration by lymphoma cells 0 0 0 ] 0 1 0 0 0 0
Reactive 6 0 1 1 o~ 3 1 2 1 7 —
Congestion v} 1 0 2 1 0 0 0 0 2 E:
TESTES: (50) (25} (19 | 21 (50}
Ho abnormality detected 37 21 16 18 35
Unilateral focal interstitial cell 0 0 0 1 0
hyperplasia
Bilateral focal interstitial cell 0 0 0 4 2
hyperplasia
Unif{ateral INTERSTITIAL-CELL ADENGMA [Bl 3 1 0 0 0 |
Bitateral INTERSTITIAL-CELL ADENOMA [BI 0 0 0 o 1
INTERSTITIAL-CELL ADEKOMA [B] 0 0 0 0 1
Infiltration by histiocytic cells 0 0 ] o 1
oniy one examined ] 1 0 0 0
Tubular atrophy g 3 3 1 10
Sperm granuloma 1 0 1 0 o]
Granuloma(ta) 1 0 0 0 ¢
Perivasculitis 2 0 0 0 1 J
Y

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** pP<0.G1, *** p<0,001






TABLE 51 (continued)

THCIDENCE OF LESICMS (WUMERIC)
MALES FEMALES
FIKDINGS TREATMENT |Grp 1 [Grp 2 [Grp 3 |Grp & |Grp 5 |Grp 1 [Grp 2 |Grp 3 |Grp & |Grp 5
] 10 100 300 1000 |0 10 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg mg/kg [mg/ke [ma/kg |mg/kg |mg/kg |mg/kg
fday /day fday fday |rsday |/day |/day fday fday |/day
TESTES: (503 (25) (19 (213 (50)
Mineralisation 0 1 0 1 1
Autolysed, diagnosis difficult 1 1 1 0 1
THDRAX: {1
MESOTHELIOMA [M] 1
THYMUS: {48) (23) (1M {18) (44) (48> 27 {26) (28) (463
No abnormality detected 40 21 19 16 37 35 20 19 17 26
THYMOMA [B] 1 o 0 0 0 0 a 0 0 0
Infiltration by histiocytic cells 0 0 0 1 2 0 0 0 1 0
Infiltration by leukaemic cells 0 0 V] 0 1 0 0 0 0 0
Infiltration by Lymphoma cells 0 1 0 1 1 0 ] 0 o 1
Focal lympheid hyperplasia 0 0 H 0 1 ] 0 0 0 0
Epithelial hyperplasia 2 0 0 0 g 3 0 0 0 3
Haemorrhage(s}) ¢ 0 0 o] 0 0 0 0 2 o
Perivascular fibrosis 1 0 o 0 0 0 0 0 0 0
Cyst{s) 5 1 0 0 1 12 7 7 7 18
Congestion 2 0 4] 0 1 0 0 0 0 ¢
Autolysed, diagnosis difficult 2 0 0 0 1 3 1 1 1 1

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0,01, ***

.|l
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P<0.00%
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TABLE 51 {continued) X
5=
W
9]
o)
S
W
INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 {Grp 2 |Grp 3 |Grp &4 |Grp 5
0 10 100 300 1000 |0 10 100 300 i0cc
mg/kg |mg/kg Ima/kg |mg/kg {mg/kg |mg/kg |mg/kg jmg/kg |mg/kg |masSkg
fday |/day |/day fday fday |/day fday fday |/day fday
THYRCIDS: {50) 21) (17 (21 (49} (50) (27) (2%) (2%9) (49)
No abnormality detected 35 19 15 16 33 34 21 18 22 31
Unilateral FOLLICULAR CARCINOMA [M] 0 0 0 1 0 0 0 0 0 0
Unilateral FOLLICULAR ADEWOMA [B] 0 0 0 1 2 0 0 0 0 0
Unilaterat focal follicular—cell 0 0 ¢ g 0 0 0 0 0 1 —
hyperplasia ~
Unilateral C-CELL CARCINOMA [M] 0 0 ¢ 0 1 0 0 0 0 0 o
Bilateral metastasising C—CELL CARCIRNOMA 0 0 H 1 0 ] 0 ] 0 0
[M]
Unilateral C-CELL ADENOMA MULTIPLE [B] 0 o] 0 0 0 0 0 0 1 1
Unilateral C—CELL ADENOMA [B] 9 1 1 2 7 ] 1 1 1 <]
Bilateral C-CELL ADENOMA [B] 0 v} H ¢ i 2 0 0 0 a |
Unilateral ADENOMA [B} 0 0 0 ¢ 1 0 0 0 0 0
Unilateral focal c—cell hyperplasia 2 1 o ¢ 4 g 4 1 0 5
Bilateral focal c-cell hyperplasia 1 0 v 0 2 1 1 o i ]
Dilated/cystic follicle{s) 2 0 ] 0 2 1 0 3 [ 6
only one examined 0 0 ¢ 1 0 H 0 0 ] 0
Diffuse c—cell hyperplasia 1 0 1 0 ¢ 2 0 6 1 5
Lymphocytic infiltration 1 0 0 0 v} 0 0 0 e 0
Perivasculitis 0 0 0 0 1 0 0 0 0 0
Bilateral diffuse folliecular—cell 0 0 0] 0 0 0 0 1 0 0 : |
hyperplasia :
Autolysed, diagnosis difficult 7 10 7 8 5 5 1 5 0 5

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise {(Fisher's) test between contrel and each treatment group: * P<0.05, ** P<0.01, *** p<0,001






TABLE 51 (continued)

{NCIDENCE QF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATHENT [Grp 1 [Grp 2 |Grp 3 [Grp & [Grp 5 (Grp 1 [Grp 2 [Grp 3 [Grp & |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg |ma/kg [mg/kg img/kg (mag/kg |mg/kg {mg/kg |mg/kg |[mg/kg [mg/kg
fday |/day |/day |/day |/day |[/day |[/day |/day |/day |/day
THYROIDS: (50 | €21} (17 (21 (&%) (50) 27 (29 (29 (49
Extra section(s} examined 1} 0 0 2 1 1 0 0 0 0
TONGUE: (4P
Epithelial hyperplasia 1
TRACHEA: (50) (23) (18) 21 (50) (50) (27) | (29) | (30) (49
No abnormality detected 49 23 18 20 50 50 27 29 30 49
Inflammatory cell infiltrate 1 0 0 0 0 0 0 0 ] 0
Autelysed, diagnosis difficult 1 0 0 0 0 2 0 1 v 1
Infiltration by thyroid tumour 0 0 0 1 0 0 0 0 0 0
URETER: (1
Infiltration by lymphoma cells 1
URINARY BLADDER: (49} | (25) 1) (20) (49) (50} 28) 29 (30) (49
No abnormality detected 47 23 15 15 45 50 27 29 30 49
Urothelial hyperplasia
{Grade +) 0 0 0 ¢ 1 0 0 o o 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0,01, #**¥

P<0.001
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TABLE 51 (continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMEKT |[Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & [Grp 5
0 10 100 300 1000 |G 10 100 300 1000
mg/kg (mg/kg |mg/kg |mg/kg |mg/kg |mgfkg [mg/kg [mg/kg {mg/kg |mg/kg
/day |fday |/day |[/day |{fday |/day |/day |[/day |/day |/day
URINARY BLADDER: (4% (25} {19y (207 (49) {50) (28} (29 (30} 49
Urothelial hyperplasia
{Grade ++) 0 [t i} 2 ] ] ] 0 0 0
Total incidence for score expanded 0 0 0 2 1 0 ] 0 0 0
finding
tnfiltration by lymphoma cells 0 0 0 1 0 0 0 0 0 0
Eosinophilic contents 0 2 0 1 3 0 0 0 0 0
Perivasculitis ] 0 0 0 1 0 0 0 0 0
Inflammation 2 0 1 3 0 0 0 0 0 0
Haemorrhage(s) 1 0 0 i 0 ] 0 0 0 o
Dilatation ] 0 3 0 0 0 0 Q H v}
Autolysed, diagnosis difficult 0 3 2 1 0 4 1 0 0 2
Infiltration by uterus tumour 0 0 0 0 0 0 1 0 0 0
UTERUS: {(49) (28} (29) (30> (49
No abneormality detected 38 26 19 20 39
STROMAL SARCOMA [M} 0 0 0 1 0
Metastasising endometrial CARCINOMA [M] 0 1 0 0 ]
Endometrial CARCINOMA [M] 0 0 0 2 0
Endometrial ADENOMA [B] 1 0 0 0 ]
POLYP MULTIPLE (B] 1 0 0 0 0
PoOLYP [B] 2 1 1 ] 3

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0,05, ** P<0,01, *** p<0.001
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TABLE 51 (continued}

INCIDENCE OF LESIOKS (KUHERIC)
B MALES FEMALES
FIRDINGS TREATMENT {Grp 1 [Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 jGrp & |Grp 5
0 10 100 300 1000 |0 10 100 300 1000
mg/kg img/kg |mg/kg {mg/kg [mg/kg |[mg/kg |mg/kg Ima/kg |ma/kg |mg/kg
/day |/fday l/day |/day |s/day |s/day |/day |/day |[/day |/day
UTERUS: 49y | (28) (29) (30 (4%9)
Infiltration by histiocytic cells 1 0 ] 1 0
Dilated/cystic gland(s) 6 ] 8 k4 4
Pyometra 0 0 1 0 0
Myometrial hypertrophy 0 0 0 0 1
Dilatation 1 0 2 3 3
Autolysed, diagnosis difficult 3 0 0 1 1
VAGIHA: (h
Nc sbnormal ity detected 1
VASCULAR SYSTEM: 1) 1G] (1) (1 (1
HAEMANGIOMA [B] 1 1 1 0 1
HAEMANG10SARCOMA [M] 0 o 0 1 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, ***

P<0.001
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TABLE 52

Glyphosate
104 Week Combined Chronic Feeding/Oncogenicity Study in Rats with 52 Week Interim Kill
Incidence of Histological Findings up to Week 52: Males and Females
Toxicity Study

MALES : INCIDENCE OF LESIONS ({NUMERIC)
SURVIVORS DECEDENTS
FIKRDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 [Grp 4 |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg! 10Cmg| 300mg|1000mg Omg 10mg| 100mg{ 300mg|1000my
kasdayikg/day|kg/day|kg/day|kg/day | kg/day|kg/day|ka/day|ka/day|kg/day
LIVER: (15) (15 (15 ¢15) {15} {2) 1

No abnormality detected 2 3 1 4 3 1 0
Basophilic focus{i)

(Grade +/-) i} 2 2 3 0 0 0
Total incidence for score expanded 0 2 2 3 0 ] 0
finding
Pale cell focus{i)

{Grade +/-} 1 4 1 0 3 ¢ ]

(Grade +++)} 0 0 1 0 0 i} 0
Total incidence for score expanded 1 4 2 0 3 t 0
finding
Clear cell focus(i)

(Grade +/-) 3 1 2 1 1 0 0

{Grade +) ] 1 1 0 0 0
Total incidence for score expanded 3 1 3 2 1 0 0 i
finding “
Periportal hepatocyte hypertrophy ] 0 4] 0 0 1 0 I
Spongiosis hepatis 0 o 0 1 0 0 0 L
Focus(i} of angiectasis 1 o 0 0 0 0 0 '
Focal cellular change with vascular 1 0 0 0 ¢ 0 o
changes
Foamy hepatocytes (bifurcatiocn of median 3 0 0 2 0 0 0
lobe)

Figures in brackets represent the number of animals from which this tissue was examined histologically.

significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<0,001
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TABLE 52 {continued}

MALES : [NCIDENCE OF LESICNS (NUMERIC)
SURVIVORS DECEDENTS
FIRDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |[Grp 5 |Grp 1 |Grp 2 |Grp 3 |[Grp & |Grp 5
Omg 10mg| 100mg| 300mg|4000mg Omg 10mg| 100mg| 30C0mg;1000mg
kg/day|kg/dayikg/day ka/day|kg/day|kg/day|ka/day|kg/day|kg/day|kg/day
LIVER: {15) (15 (15 (15) (15 (2> QB!
Bile duct hyperplasia 4 1 3 2 4 0 0
Vacuolation 3 6 3 1 3 0 0
Increased Kupffer-cell pigmentation 0 0 1 0 0 0 0
Mecrosis W] 0 1 1 0 1 0
Inflammatory change(s) 8 5 7 4 7 0 1
Congesticn 0 0 0 o 0 0 1
HEART: (15 {15) (2) 1)
Ho abnormality detected 3 7 1 1
Cardiomycpathy 12 8 1 o]
KIDNEYS: 15y [ ¢153 | 15y | (15> | (15) (D QB
No abnormality detected 2 1 Q¥ 5 6 0 1
Nephropathy
(Grade +/-} 10 4 1** 3% 4 0 0
(Grade +) 2 3 0 1 1 0 0
(Grade ++} 0 i} 1 0 0 1 ]
Total incidence for score expanded 12 7 PARL A 5 1 0
finding
Basophilic tubules
(Grade */-) 1 3 4 [ 2 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<D.0S, ** p<0,0f, **~

P<0.001
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TABLE 52 (continued)

MALES : [NCIDENCE OF LESIONS (HUMERIC)
SURVIVORS DECEDENTS
FINDINGS ' TREATMENT [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg| 100mg| 300mg)1000mg Omg 10mg| 100mg| 300mg}1000mg
kg/day|kg/day|kg/day|kg/day|kg/day|kg/day | kg/day|kg/day|kg/day|kg/day

KIDMEYS: (15) (15) (15) (15) (15 (1) (13

Total incidence for score expanded 1 3 4 4 2 0 o

finding :

Tubular dilatation

(Grade +/-} o 1 0 ] 1 0 0

Tatal incidence for score expanded G 1 0 0 1 0 0

finding

Urothelial hyperplasia 1 1 1 0 2 0 0

Mineral deposit(s) 0 0 0 0 1 0 0

Pyelitis 3 5 ] 2 1 0 0

Focus(i) of inflammation 0 1 0 t ] 0 0

Cyst(s) 0 0 0 1 2 0 0
LUNGS: {15) (15) {15} (157 (15} {2) (N

Hc abnormality detected 8 2 8 4 6 1 1

Alveolitis 2 1 1 4 0 ] 0

Area(s) of interstitial phneumonitis 2 0 3 1 4 1 i}

Focus(i) of increased alveolar 3 3 5 5 3 0 1}

macrophages

Focal inflammation 0 0 0 0 2 v} o

Lymphoid tissue increase 1 0 0 2 2 1 0

Medial hypertrophy ] 0 2 1 2 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<0,001
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TABLE 52 {continued}

MALES : INCIDEWCE OF LESIONS (KUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |[Grp 3 |Grp & |Grp 5
Omg 10mg| 100mg! 300mg| 1000mg Omg 10mg| 100mg| 30Cmg|1000mg
kg/day|kg/day|kg/day|kg/day|kg/day|kg/daylkg/day|ka/day|kg/day|kg/day
LUNGS: {15} (15) (153 | €153 (153 {2} (h
focal mineral deposit(s) 1 0 1 2 0 0 0
Agonal congestion 0 o 0 o] 0 1 0
SPLEEN: (15) (15) ) (H
No abnormality detected 15 15 2 1
ADRENALS: (19) {15) (2) (1}
No abnermality detected 8 [ 2 i
Unilateral meduliary hyperplasia ] 2 0 0
Unilateral cellular change (cortex) 3 3 0 o]
unilateral cellular change with 1 0 0 0
degeneration/vascular dilatation
Subcapsular pale cell focus(i) 2 5 0 0
Focal subcapsular cellular change 1 ] 0 0
THYMUS : (15) (13} (1 (h
No abnormality detected 13 : 11 0 0
THYMOMA(TA) [B] G 0 1 0
Increased atrophy 2 2 0 1

Figures in brackets represent the number of animals from which this tissue was examined histologicatly.

significance of differences .in a pairWise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0.001
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TABLE 52 (continued) EE
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MALES : INCIDENCE OF LESIONS (NUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT |Grp 1 |Grp 2 [Grp 3 |Grp & |Grp 5 iGrp 1 [Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg| 100mg| 300mg}1000mg Omg 10mg| 100mg| 300mg|$1000mg
kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day
TESTES: ’ (15) (15) (2) (hH
Mo abnormality detected 12 12 2 1
Interstitial—cell ADENOMA [B] 0 1 0 0
Tubular atrophy 3 2 0 0
[S—
PROSTATE: (15 (15) (23 (1 K
No abnormality detected 15 13 1 1
inflammation 0 2 1 0
SEMINAL VESICLES: 1)
Secretion decreased 1
BRAIN: (15) {15) (2) (1
No abnormality detected 15 15 ' 2 1
Fore-brain not available for examination 7 8 0 0
SPINAL CORD: (15) (15) (2) 1
No abnormality detected 15 15 2 1
Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0.001






TABLE 52 (continued)

MALES : INCIDENCE CF LESTONS (NUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT |Grp 1 [Grp 2 |[Grp 3 [Grp &4 |[Grp S |Grp 1 [Grp 2 |Grp 3 |Grp & [Grp 5
Omg 10mg) 100mg; 300mg|1000mg Omg 10mg| 100mg| 300mg|i000mg
kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|ka/day | kg/day
SKELETAL MUSCLE: (15) {15) {(2) (1)
Ko abnormality detected 15 15 2 1
PANCREAS: (15) (15) (2) (1)
No abnormality detected 10 13 1 1
Acinar atrophy 3 ] 1 0
Focal inflammation 2 1 ] 0
Pigment depesit(s) 4] 1 0 1]
SALIVARY GLAND: €15 § 15 | 15y | 15y | (1) 2) (h
MAMDIBULAR: NAD 15 15 14 10* Jhhw 2 0
MANDIBULAR: cellular alteration
(Grade +) 0 0 1 5% j2hkx 0 1
Tetal incidence for score expanded 0 0 1 5* 12k 0 1
finding
PARCTID: MAD 14 15 Gx* Jaka]  eorw 1 1
PAROTID: cellular alteration
(Grade +) v} 0 gx* g+ 4 1 0
{Grade ++) 0 0 1 4 TH* 0 0
(Grade +++) 0 0 0 0 [ 0 0
Total incidence for score expanded 0 0 Grkk | REEK] {5NkE 1 0
finding

Figures in brackets represent the number of animals from which this tissue was examined histologically,
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0,.01, *** p<0,.001
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TABLE 52 (continued) =~
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MALES : INCIDERCE OF LESIONS (NUMERIC)
SURVIVDORS DECEDERTS
FINDINGS TREATMERT Grp 1 |Grp 2 (Grp 3 |Grp & |Grp 5 |Grp 1 (Grp 2 |Grp 3 [Grp & [Grp 5
Omg 10mg| 100mg| 300mg|1000mg Omg 10mg| 100mg} 300mg[1000mg
kg/day|kg/day|kg/day|kg/day|kg/day |kg/day{kg/day|kg/day|kg/day|kg/day
SALIVARY GLAND: (15 (15) {15) (15) €15y {2 (hH
PAROTID: inflammaticn 0 0 ¢ 1 ] 0 0
PAROTID: not examined histologically 1 0 0 0 0 0 0
SUBLINGUAL: NAD 15 15 15 13 15 2 1
SUBLINGUAL: not examined histeologically 0 0 0 2 0 o] 0 —
o
SUBMANDIBULAR LYMPH NODE: (1) *®
Plasmacytosis 1
PITUITARY: {15) {15} (1 {1}
No abnormality detected 14 13 1
GLICMA [M] 0 0 0 1
Hyperplasia 1 2 0 ‘
SKIN/SUBCUTIS: 15) (15) (2) (1 |
Ho abnormality detected 14 15 2 1
Area of ulceration with chronic, active i 0 0 0
inflammation

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise {(Fisher's) test bhetween control and each treatment group: * P<0.05, ** p<0.01, *** p<0,001






TABLE 52 (continued)

MALES : INCIDENCE OF LESIONS (NUMERIC)

SURVIVORS DECEDENTS
FINDINGS TREATMENT |Grp 1 |Grp 2 [Grp 3 |Grp & |Grp 5 |Grp 1 [Grp 2 |Grp 3 |[Grp & |Grp 5
Cmg 10mg| 100mg| 300mg|1000mg Omg 10mg| 100mg| 300mg|i000mg
kg/dayikg/day|kg/day|kg/day kg/day|kg/day|kg/day|kg/day|kg/day|ka/day
MAMMARY GLANDS: (153 (15) {2} (1
No abnormality detected 15 15 2 1
URINARY BLADDER: {15) (19) (2) (13}
No abnormality detected 15 15 2 1
ADRTA: (153 (15) (2> 1}
Mo abnormality detected 15 15 2 1
MESENTERIC LYMPH NODE: (15} (15) (2> (1)
No abnormality detected 15 14 i 1
Increased macrophage aggregation 0 0 1 H
Contains lymphosarcoma 0 1 0 0
THYROIDS: (153 {15) ()
No abnormatity detected 9 11 1
FOLLICULAR ADENOMA [B] 1 0 0
C—CELL ADENOMA [B] 2 1 0
Diffuse c~cell hyperplasia 1 2 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0,01, *** p<0.00%
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TABLE 52 (continued) 23
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MALES : INCIDENCE OF LESIONS (NUMERIC)
SURYIVORS DECEDENTS
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 [Grp & [Grp 5
Omg 10mg! 100mg| 300mg;1000mg Omg 10mg| 100mg| 300mg|1000mg
kg/day{kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day
THYROIDS: {15) {15) (1)
Dilated/cystic follicle(s) 2 1 0
PARATHYROIDS: (14) {14} (2} {1
—
Mo abnormality detected 13 14 2 1 0
Pale cell focus{i) 1 0 0 <
TRACHEA: (15) {15) ' (2) 1)
Ho abnormality detected 15 15 2 1
OESOPHAGUS: (15> (153 (2> (13}
No abnormality detected 15 15 2 l
STOMACH: } (15) (15) (23 (H ‘
No abnormality detected 8 1" 2 0 |
Dilated/cystic gland(s) 7 4 0 0
Ulceration with inflammation/necrosis o 0 i} 1

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** pP<0,01, *** p<0.001






TABLE 52 {(continued)

MALES : THCIDENCE OF LESTCNS (HUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp §
- Omg 10mg| 100mg| 300mg|1000mg Omg 10mg| 100mg| 300mg|iC00mg
kg/day|ka/day|kg/day|kg/day|kgsday|kg/day|kg/day|kg/day|kg/day ka/day
DUGDENUM: €15) (15 (1 (N
No abnormality detected 15 15 1 1
JEJUHUM: {15) {15) (1
No abnormality detected 15 15 1
ILEUM: (15} {15) 1)
No abnormality detected 15 15 | 1
CAECUM: (15 €153 th
No abhormality detected 15 15 1
COLON: (153 (15 (@]
No abnormatity detected 15 15 1
RECTUM: (15) (15) QD ()
Ho abnormality detected 15 15 1 1

Figures in brackets represent the number of animals from which this tissue was examined histclogically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** pP<0,01, *** p<0.001
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TABLE 52 (continued)

MALES : INCIDENCE OF LESIONS (NUMERIC)

SURYIVORS DECEDENTS

FINDINGS ) TREATMENT |Grp 1 |Grp 2 |Grp 3 [Grp & |Grp 5 jGrp 1 |Grp 2 [Grp 3 |[Grp &4 |Grp 5
Omg 10mg| 100mg| 300mg;1000mg Omg 10mg| 100mg}{ 300mg]1000mg
kg/day|kg/day|kg/day | kg/day|kg/day}kg/day|kg/day kg/dayjkg/day|kg/day

SCIATIC KWERVE: {15) {15) (2) (1)
No abnormality detected 15 15 2 1
STERNUM: (152 (15) (2} (1
No abnormality detected 14 14 o 1
Fat vacuolation absent 0 1 0 ]
Bone marroW reactive 0 o 1 0
Localised depressed haemopoiesis 1 0 0 0
Contains histiocytic sarcoma 0 0 1 0
LYMPHORET[CULAR/HAEMOPOIETIC TISSUE: (1) (1)
Metastasising HISTIOCYTIC SARCOMA(TA) [M] 0 1
LYMPHOSARCOMA [M] 1 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between contrcl and each treatment group: * P<0.05, ** P<0.07, *** p<0.001
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TABLE 52 {continued}

FEMALES : INCIDENCE OF LESIONS {NUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT [Grp % |Grp 2 |Grp 3 jGrp &4 |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg| 100mg| 3CGOmg| 1000mg Omg 19mg| 100mg! 300mg}1000mg
kg/day|kg/day|kg/day |kg/day|kg/day|kg/day | kg/day|kg/day|kg/day|kg/day
LIVER: (15) (15) (15) (15 | 153 {2)

No abnormatity detected 1 i 2 1 3 1
HEPATOCELLULAR ADENCMA [B] 1 0 0 0 0 0
Basophilic focus(i}

(Grade +/-) 6 7 7 6 7 0

{Grade +) 4 1 3 3 2 0

(Grade ++} 2 2 0 2 v 0

{Grade +++) 1 1 1 0 0 o
Total incidence for score expanded 13 11 1 1" 9 0
finding
Pale cell focus{i)

{Grade +/-) 3 1 2 4 1 ]
Total incidence for score expanded 3 1 2 4 1 0
finding
Clear cell focus¢i)

(Grade +/-) 1 0 0 2 1 0
Total incidence for score expanded 1 C v} 2 1 ¢
finding
Focal hepatoceliular hypertrophy 1 1 0 0 0 0
Periportal hepatocyte hypertrophy 0 0 0 1 0 0
Spengiosis hepatis 0 0 1 1 ¢ 0
Subcapsular dilated sinusoids 0 2 0 0 0 0

£298ey TNl
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Figures in brackets represent the number of animals from which this tissue was examined histclogicaliy.
Significance of differences in a pairwise (Fisher!s) test between control and each treatment group: * P<0.05, ** p<0.01, *** p<0.001






TABLE 32 (continued)

FEMALES : INCIDENCE OF LESIONS (NUMERIC)

SURVIVORS DECEDENTS

FINDINGS TREATMENT |Grp T [Grp 2 |Grp 3 |Grp 4 |Grp 5 [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg|{ 10Cmg| 300mg|1000mg Omg 10mg| 100mg} 300mg{1000mg
kg/day|ka/day|kg/day|kg/day|kg/day | kg/day| kg/day|kg/day | kg/day{kg/day

LIVER: (15 | (15 | ¢15) €15 | (15) (2)
Foamy hepatocytes (bifurcation of median 3 3 4 2 1 0
lobe)

Increased Kupffer—cell pigmentation 1 0 0 0 0 0
Necrosis 2 0 2 0 0 1
Inflammatory change(s) 5 2 3 5 6 0
Hepatocytes contain red blood cetls (a 2 0 o 0 t 0

few)

Diffuse mitotic increase 0 1 0 0 0 0
Increased multinuclieate giant-cell(s) ¢ 1 0 0 1 0
Focal fibrosis ] 1 0 H 0 ]
HEART: (15} (15) (12
No abnormality detected 6 10 0
Cardiomyopathy 9 5 i
K1DNEYS: (15) (15) {15y (15) (15) (1)
No abnormality detected 3 4 5 [} 8 1
Nephropathy
{Grade +/-) 5 5

w
£~
£~
oo

(Grade +) 1 1 0 1 2

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** p<0.01, *** P<0.00]

€298ty Idl

v61






TABLE 52 (continued)

FEMALES : INCIDENCE OF LESIORS (NUMERIC)
SURVIVORS DECEDENTS
FENDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 jGrp 2 |Grp 3 |Grp & |[Grp 5
Omg 10mg| 100mg| 300mg|1000mg Omg 10mg| 100mg| 300mg|[1000mg
kg/day|kog/day|kg/day|kg/day ka/day|ka/day|ka/day|ka/day|kg/day|kg/day

KIDMEYS: (15 (153 {15} (15) {15} (1)

Nephropathy

- (Grade ++) 0 o 0 0 1 0

Total incidence for score expanded [ 6 5 5 7 0

finding -

Basophilic tubules

{Grade +/-) H 0 1 2 0 0

Total incidence for score expanded 0 0 1 2 0 i}

finding

Tubular dilatation

{Grade +/-) 0 1 1 0 c 0

Total incidence for score expanded 0 1 1 0 ] 0

finding

Urctheliatl hyperplasia 8 5 5 2 Quw 0

Unilateral pelvic dilatation 1 0 o 0 0 ]

Mineral deposit{s) 4 4 2 1 0 0

Increased tubular pigment deposit(s) i 0 0 0 2 0

Cyst(s) 1 0 Q 0 ] 0
LUNGS: (15} | (15) (15) (i15) (15 (1

No abnormal ity detected 8 g 8 7 11 1

Alveolitis 2 0 1 1 0 0

Figures in brackets represent the number of animals from which this tissue Was examined histologically.

Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0,00%
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TABLE 52 {continued)

FEMALES : INCIDENCE OF LESIONS (MUMERIC)
SURVIVCRS DECEDENTS
FINDINGS TREATHMENT iGrp 1 |Grp 2 |Grp 3 |Grp & [Grp 5 (Grp 1 |Grp 2 |Grp 3 |Grp &4 |Grp 5
Omg 10mg| 100mg| 3C00mg!} i1000mg Omg 10mg| 100mg| 300mg|1000mg
kg/day|kg/day|kg/day|ka/day|kg/day|kg/day | kg/day|ka/day|kg/day|kg/day

LUNGS: (15 | (35) €15) (153 (15) (1

Area{s} of interstitial pneumonitis 2 4 1 1 3 0

Focus{i}) of increased alveclar 4 1 5 7 1 0

macrophages

focal inflammation 0 1 0 1 0 0

Focal epithelialisation 0 1 0 0 0 o

Lympheid tissue increase 0 0 1 0 0 0

Medial hypertrophy 0 0 0 1 1 o

Focal mineral deposit(s) 0 0 1 ] H v}
SPLEEN: (15} (13) (D!

No abnormality detected 15 13 0

Increased haemosiderin ] 2 o]

Increased extramedul lary haemopoiesis 0 0 1
ADRENALS: (15} (15} {1

No abnormality detected 5 4 1

PHAEOCHROMOCYTOMA [B] i 0 0

Cortical CARCINOMA [M] 1 H 0

Unilateral cellular change (cortex} 1 2 ]

Figures in brackets represent the number of animals from which this tissue was examined histolegically.

Significance of differences in a pairWwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<Q,001
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TABLE 52 (continued)

FEMALES : INCIDENCE OF LESIONS (KUMERIC)

SURVIVORS DECEDENTS

FINDINGS ' TREATMENT |[Grp 1 |Grp 2 |Grp 3 [Grp & |Grp 5 |Grp 1 [Grp 2 |Grp 3 |Grp & jGrp 5
Omg i0mg| 100mg| 300mg|1000mg Omg iCmg| 1C0mg| 300mg|1000mg
kg/day|kg/day|kg/day|kg/day{kg/day|kg/day|kg/day|kg/day|kg/day|kg/day

ADRENALS: (15) (13 (1
Unilateral cellular change with 0 2 Y
degeneration/vascular dilataticn
Subcapsular pale cel! focus(i) 0 1 0
Haemorrhagic degeneration 8 9 0

THYMUS : (15 (15) (1
No abnermality detected 8 12 1
Epithelial hyperplasia 1 0 0
Cystic duct(s} 5 2 0
Increased atrophy 1 1 0

OVARIES: (15 (15} (N
No abnormality detected 4 4 0
Absence of recent corpus luteum " 11 0
Interstitial tissue increased 0 ] 0
Follicular cyst(s) 10 7 1
Cyst{s) i 1 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairWwise {(Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<(,001
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TABLE 52 (continued)

FEMALES : INCIDENCE OF LESIONS (NUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp ! [Grp 2 |Grp 3 |Grp & (Grp 5
Omg 10mg{ 100mg| 300mg;1000mg Omg 10mg; 100mg{ 300mg|1000mg
kg/day|kg/day|kg/day|kg/day|kg/day|ka/daylkg/day|kg/daykg/day|ka/day
UTERUS: {15) (15} (2)
No abnormality detected 8 9 2
Dilated/cystic gland{s} 4 5 0
Dilatation in both hoerns 1 0 ]
Focal squamous metaplasia 0 1 4]
Glandular epithelial hyperplasia 1 0 0
Focal endometrial hyperplasia 0 1 0
Glandular abscess{es) 1 0 0
BRAIN: (15) {15) {2)
Ho abnormality detected 15 14 2
Compression by pituitary 0 1 0
Fore-brain not available for examination 10 Qx** 0
SPINAL CORD: (15) (1% (2)
No abnormality detected 15 15 2
SKELETAL MUSCLE: {15) (15) (2)
No eabnormality detected 15 15 2

Figures in brackets represent the number of animals from which this tissue was examined histologically. S
significance of differences in a pairwise (Fisher's) test between control and each treatment group:; * P<D,05, ** p<0,0f, *** P<D.UU1K o

o
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TABLE 52 {continued)

FEMALES : INCIDENCE OF LESIONS (KUMERIC)

SURVIVORS DECEDENTS
FINDINGS TREATMENT (Grp 1 [Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 {Grp & |Grp 5
Omg 10mg| 100mg| 300mg|1000mg Omg 10mg! 100mg| 300mg|1000mg
kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day

PANCREAS: (15} (15} (1
Ne abnormality detected 15 13 1
Acinar atrophy . 0 2 1]

SALIVARY GLAND: (15) {15) (15) (153 {15) (1)
MANDIBULAR: NAD 15 15 15 15 g** 1
MAND!BULAR: celilular alteration

. {Grade +) 0 0 0 0 Fak ¢
Total incidence for score expanded 0 0 g 0 Tr* 0
finding
PAROTID: HAD 15 14 13 Fiahd 1Hkk 1
PAROTID: cellular alteration
(Grade +} 0 0 2 5* B 0
{Grade +t) 0 0 0 3 5% 0
(Grade +++) 0 0 0 0 1 0
Total incidence for score expanded 0 0 2 BrF | javwx 0
finding
PARCTID: not examined histolegically 0 1 0 0 0 o
SUBLTNGUAL: NAD 15 13 13 13 15 1
SUBLINGUAL: not examined histologically 0 2 2 2 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test between control and each treatment group: * P<0.05, ** P<0.01, *** p<0.001
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TABLE 52 (continued)

FEMALES : INCIDENCE OF LESIONS (NUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp 5 [Grp 1 [Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg]| 100mg| 300mg|1000mg Omg t0mg{ 100mg| 300mg|[1000mg
ka/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|ka/day|kg/day

SUBMANDIBULAR LYMPH NODE: (N

Reactive 1
PITULITARY: {153 (14) (2)

No abnormality detected 10 10 2

Anterior lLobe ADENOMA [B} 3 2 ]

Hyperplasia 2 2 0

Focal mineral deposit{s) 0 1 0

Intermediate lobe cyst(s) 0 1 0
SKIN/SUBCUTIS: (15) (15} (2}

No abnormality detected 15 15 1

Large abscess{es} 0 0 1
MAMMARY GLANDS: (15} (15) (2)

No abnormality detected 6 12 2

Intraductal CARCINOMA [M] 1 0 0

Focal hyperplasia 1 0 o

Dilated/cystic duct(s) 4 3 ¢

Secretion present 8 3 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

significance of differences in a pairwise (Fisheris} test between control and each treatment group: * pP<0.05, ** p<0.01, *** p«<).001
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TABLE 52 (continued)

FEMALES : INCIDENCE OF LESIONS (NUMERIC})

SURVIVORS DECEDENTS

FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp &4 |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg| 100mg| 300mgl|1000mg Omg 10mg{ 100mg| 300mg|1000mg
kg/dayjkg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day kg/day

MAMMARY GLANDS: {15) (15> (2>
Alveolar development 1 0 0
URINARY BLADDER: (13) {15) (1
Ro abnormality detected 15 15 1
ADRTA: (152 : (15 (2
No abnormality detected 15 15 2
MESENTERIC LYMPH NODE: (15> (15) (2}
No abnermality detected 14 15 2
Congestion 1 0 0
THYROIDS: {15) (15 (4 D)
No abnormality detected 11 10 1
C-CELL ADENOMA [B} 1 0 0
Unilateral focal c-cell hyperplasia 1 0 ]
Diffuse c~cell hyperplasia 2 & 0
Dilated/cystic follicle(s) 1 2 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairWwise (Fisher's) test between control and each treatment group: * P<0.05, ** pP<0,0%, *** p<0_{0}
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TABLE 52 (continued)

FEMALES : INCIDENCE OF LESIONS (NUMERIC)
SURVIVORS DECEDENTS
FINDINGS TREATMENT [Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 |Grp 1 |Grp 2 |Grp 3 |Grp 4 lGrp 5
Omg 10mg! 100mg| 300mg|1000mg Omg 10mg{ 100mg| 3C0mg|1000mg
kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day|kg/day
PARATHYROIDS 2 (14) (12) (@)
No abnormality detected 14 12 2
TRACHEA: (15) (15> (3
No abnormality detected 15 15 1
OESOPHAGUS: €15} (153 (2)
No abnormality detected 15 15 2
STOMACH: (15 (153 (1
No abnormality detected 9 1 1
Dilated/cystic gland(s} & 4 ]
DUCDEKUM: (15) (153 (13
No abnormality detected 15 15 1
JEJUNUM: (15) (15} N
No abnormality detected 15 15 1

Figures in brackets represent the number of animals from which this tissue was examined histologically.
significance of differences in a pairWise (Fisher's) test between contrel and each treatment group: * P<0.05, ** p<0.01, *** p<(,00]
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TABLE 52 (continued}

FEMALES : INCIDENCE OF LESIONS (NUMERIC)
SURVIVGRS CECEDENTS
FINDIKGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5 (Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 5
Omg 10mg| 100mg| 300mg|1000Cmg Omg 10mgj 100mg| 300mg|1000mg
kg/day|kg/day|kg/fday|kg/day|kg/day{kg/day|kg/day|kg/day kg/day|kg/day
ILEUM: (15) (152 (1)
No abnormality detected 15 15 1
CAECUM: o ¢15) ¢i5) <t
Ko abnormality detected 15 15 1
COLON: (15) (15} &)
No abnormality detected 15 15 1
RECTUM: (15} (15) &)
No abnormaility detected 15 15 1
SCIATIC MERVE: (153 (15} (2}
No abnormality detected 15 15 2
STERNUM: (15) {15) (2)
Ko abnormality detected 15 15 2

£cosey Il
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Figures in brackets represent the number of animals from which this tissue was examined histologicalily.
Significance of differences in a pairwise (Fisher's}) test between control and each treatment group: * P<0.05, ** p<0,01, *** p<0.001
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15-FEB-1997 453
EXCEL INDUSTRIES LTD. - J
GLYPHOSATE TECHNICAL

TABLE - Z

Tumor Incidence

PROJECT ID: 1231 GROUP: Oppm SEX: MALE DAYS: ALL
FATES: ALL

ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4029 727 TESTES B SEMINOMA 1
4043 681 MAMMARY GLAND B FIBROADENOMA 1

Total Animals/Group: 50

Total Primary Tumors: 2

Total Animals with Tumors: 2

Total Animals with Multiple Tumors: 0

Total Benign: 2

Total Malignant: 0

Total Malignant with Metastasis: 0

Avg. DAYS on Test for
Animals with Tumors: 704





15-FEB-1997 453
EXCEL INDUSTRIES LTD. - J
GLYPHOSATE TECHNICAL

TABLE - Z

Tumor Incidence

PROJECT ID: 1231 GROUP: Oppm SEX: MALE DAYS: ALL
FATES: ALL

ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4029 727 TESTES B SEMINOMA 1
4043 681 MAMMARY GLAND B FIBROADENOMA 1

Total Animals/Group: 50

Total Primary Tumors: 2

Total Animals with Tumors: 2

Total Animals with Multiple Tumors: 0

Total Benign: 2

Total Malignant: 0

Total Malignant with Metastasis: 0

Avg. DAYS on Test for
Animals with Tumors: 704





15-FEB-1997 454

EXCEL INDUSTRIES 1LTD. -~
GLYPHOSATE TECHNICAL
TABRLE - Z

Tumor Incidence

PROJECT 1ID: 1231 GROUP: Oppm SEX: FEMALE DAYS: ALL
FATES: ALL

ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4054 728 MAMMARY GLAND B ADENOMA : 2
4055 627 MAMMARY GLAND B ADENOMA 1
4058 728 MAMMARY GLAND B CYSTADENOMA 1
4063 643 MAMMARY GLAND M ADENOCARCINOMA 2
4067 472 MAMMARY GLAND B FIBROADENOMA 2
4068 728 SKIN B SUBCUT.TISSUE,FIBROMA,HARD 1
4070 550 SKIN B SUBCUT.TISSUE,FIBROMA,HARD 2
4074 728 MAMMARY GLAND B ADENOMA | 1
4076 633 MAMMARY GLAND B PAPILLARY ADENOMA 1
4085 489 MAMMARY GLAND B FIBROADENOMA 2
4092 729 MAMMARY GLAND B ADENOMA 2
4095 683 MAMMARY GLAND B FIBROADENOMA 2
4099 402 MAMMARY GLAND B FIBROADENOMA 2





15-FEB-1997
EXCEL INDUSTRIES LTD.
GLYPHOSATE TECHNICAL

TABLE - 2

Tumor Incidence

PROJECT ID: 1231 GROUP: Oppm SEX: FEMALE DAYS: ALL
FATES: ALL
ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
Total Animals/Group: 50
Total Primary Tumors: 13
Total Animals with Tumors: 13
Total Animals with Multiple Tumors: 0
Total Benign: 12
Total Malignant: 1
Total Malignant with Metastasis: 0
- Avg. DAYS on Test for
Animals with Tumors: 626





15-FEB-1997 - 456

EXCEL INDUSTRIES LTD: R
GLYPHOSATE TECHNICAL
TABLE - 2

Tumor Incidence

PROJECT ID: 1231 GROUP: 3000ppm SEX: MALE DAYS: ALL
FATES: ALL

ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4107 729 TESTES B INTERSTITIAL CELL TUMOUR 1
4108 637 MAMMARY GLAND B FIBROADENOMA 1
4115 578 MAMMARY GLAND B ADENOMA 2
4143 730 MAMMARY GLAND B FIBROADENOMA 2
4150 275 LIVER C HEPATOCELLULAR CARCINOMA 4
SPLEEN + LYMPHOMA MALIGNANT LYMPHOCYTIC
LUNGS + LYMPHOMA MALIGNANT LYMPHOCYTIC
MES. LYMPH NODE + LYMPHOMA MALIGNANT LYMPHOCYTIC

Total Animals/Group: 50

Total Primary Tumors: 5

Total Animals with Tumors: 5

Total Animals with Multiple Tumors: 0

Total Benign: ' 4

Total Malignant: 1

Total Malignant with Metastasis: 1

Avg. DAYS on Test for

Animals with Tumors: , 590
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TABLE - Z

Tumor Incidence

PROJECT ID: 1231 GROUP: 3000ppm SEX: FEMALE DAYS: ALL
FATES: ALL
ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4161 577 MAMMARY GLAND B FIBROADENOMA 2
4165 730 MAMMARY GLAND B ADENOMA 2
4170 730 MAMMARY GLAND B ADENOMA 1
4178 450 MAMMARY GLAND B PAPILLARY ADENOMA 1
4179 637 MAMMARY GLAND B ADENOMA 1
4181 730 OVARIES B ADENOMA 1
4183 556 MAMMARY GLAND B ADENOMA 2
4188 686 MAMMARY GLAND B ADENOMA 1
Total Animals/Group: ' 50
Total Primary Tumors: 8
Total Animals with Tumors: 8
Total Animals with Multiple Tumors: 0
Total Benign: 8
Total Malignant: 0
Total Malignant with Metastasis: 0

Avg. DAYS on Test for
Animals with Tumors: 637
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EXCEL INDUSTRIES LTD. T e
GLYPHOSATE TECHNICAL
TABLE - Z

Tumor Incidence

PROJECT ID: 1231 GROUP: 15000ppm SEX: MALE DAYS: ALL
FATES: ALL
ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4221 731 MAMMARY GLAND B ADENOMA 1
4241 733 TESTES B INTERSTITIAL CELL TUMOUR 1
4242 733 SKIN B SUBCUT. TISSUE, LIPOMA 2
4244 733 TESTES B INTERSTITIAL CELL TUMOUR 1
4245 627 SKIN B SUBCUT. TISSUE, FIBROMA 1
Total Animals/Group: 50
Total Primary Tumors: 5
Total Animals with Tumors: 5
Total Animals with Multiple Tumors: 0
Total Benign: 5
Total Malignant: 0
Total Malignant with Metastasis: 0

Avg. DAYS on Test for

Animals with Tumors: 711
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TABLE - 2

Tumor Incidence

PROJECT ID: 1231 GROUP: 15000ppm SEX: FEMALE DAYS: ALL
FATES: ALL
ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4257 582 MAMMARY GLAND B FIBROADENOMA 1
4262 590 MAMMARY GLAND B FIBROADENOMA 1
4273 733 SKIN B SUBCUT. TISSUE, FIBROMA 2
4281 372 MAMMARY GLAND B ADENOMA 1
4285 733 MAMMARY GLAND B FIBROADENOMA 1

4290 493 MAMMARY GLAND : 'f?B;iADENOMA 1

4296 734 MAMMARY GLAND IﬁROADENOMA 2

4300 734 MAMMARY GLAND B ¢ [FIBROADENOMA 1

Total Animals/Group: . - . B
Total Primary Tumors: R
Total Animals. with Tumors: .
Total Animals with Multiple Tumors:
Total Benign: .
Total Malignant:
Total Malignant with Metastasis:
Avg. DAYS on Test for

Animals with Tumors: 621

OO WO WwOo
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TABLE - Z

4

60

Tumor Incidence

PROJECT ID: 1231
FATES: ALL

GROUP: 25000ppm SEX: MALE

DAYS: ALL

ID DAYS TISSUE OF ORIGIN TUMOR TYPE

PETO

Total
Total
Total
Total
Total
Total
Total

Animals/Group:

Primary Tumors:

Animals with Tumors:

Animals with Multiple Tumors:
Benign: :
Malignant:

Malignant with Metastasis:

Avg. DAYS on Test for

Animals with Tumors:

OO OOOOO

(@]
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TABLE - Z

461

Tumor Incidenc

e

PROJECT ID: 1231 GROUP: 25000ppm SEX: FEMALE DAYS: ALL
FATES: ALL
ID DAYS TISSUE OF ORIGIN TUMOR TYPE PETO
4351 735 MAMMARY GLAND B FIBROADENOMA 1
4352 735 MAMMARY GLAND B FIBROADENOMA 2
4354 402 MAMMARY GLAND B FIBROADENOMA 1
4378 468 SKIN B ACANTHOMA 1
4392 708 MAMMARY GLAND B FIBROADENOMA 1
4393 500 MAMMARY GLAND B FIBROADENOMA 1
Total Animals/Group: 0
Total Primary Tumors: 6
Total Animals with Tumors: 6
Total Animals with Multiple Tumors: 0
Total Benign: 6
Total Malignant: 0
Total Malignant with Metastasis: 0
Avg. DAYS on Test for
Animals with Tumors: 591
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TABLE

- Z

Summary Tumor Incidence

PROJECT ID: 1231
DAYS: ALL
GROUP:

FATES: ALL

SEX

: MALE
Oppm

3000ppm

15000ppm

25000ppm

Total Animals/Group

Total Primary Tumors

Total Animals with Tumors

Total Animals w/ Multiple Tumors
Total Benign

Total Malignant

Total Malignant with Metastasis

O O N O N N O FH

H H & O v o I
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EXCEL INDUSTRIES LTD.
GLYPHOSATE TECHNICAL

TABLE - Z
Summary Tumor Incidence

PROJECT ID: 1231 FATES: ALL
DAYS: ALL SEX: FEMALE
GROUP: Oppm 3000ppm 15000ppm 25000ppm

# # # #
Total Animals/Group 50 50 50 50
Total Primary Tumors 13 8 8 6
Total Animals with Tumors 13 8 8 6
Total Animals w/ Multiple Tumors 0 0 0 0
Total Benign 12 8 8 6
Total Malignant 1 0 0 0
Total Malignant with Metastasis 0 0 0 0
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TABLE - Z

Selected Animals

PROJECT ID: 1231
DAYS : ALL
FINDINGS : * Selected

GROUP : Oppm 3000ppm 15000ppm 25000ppm
SEX : MALE MALE MALE MALE
No. of ANIMALS : 50 50 50 50
4029 4107 4221 @ ------
4043 4108 4241 @ e-----
------ 4115 4242 -
------ 4143 4244 —————-
------ 4150 4245 —emm e

The above animals have at least one of the following findings.

* Findings selected are

LIVER:
HEPATOCELLULAR CARCINOMA

SPLEEN:
LYMPHOMA MALIGNANT LYMPHOCYTIC

LUNGS :
LYMPHOMA MALIGNANT LYMPHOCYTIC

MES. LYMPH NODE:
LYMPHOMA MALIGNANT LYMPHOCYTIC

TESTES:
INTERSTITIAL CELL TUMOUR
SEMINOMA

SKIN:
SUBCUT. TISSUE, FIBROMA
SUBCUT. TISSUE, LIPOMA

MAMMARY GLAND:
ADENOMA
FIBROADENOMA
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : LIVER FATES : ALL
FINDING : HEPATOCELLULAR CARCINOMA
FATAT, TUMORS
Group Number of Dose Observed Expected Observed
Animals Level - Expected
1M: Oppm 47 0.00 0 0.24 -0.24
2M: 3000ppm 49 3000.00 1 0.26 0.74
3M: 15000ppm 49 %15000.00 0 0.26 -0.26
4M: 25000ppm 47 %25000.00 0 0.24 -0.24
T Value -7713.542
NON-FATAL TUMORS
Group Number of Dose Observed Expected Rt
Animals Level .- Expected
1M: Oppm 47 0.00 0 0.00 0.00
2M: 3000ppm 49 3000.00 0 0.00 0.00
3M: 15000ppm 49 %$15000.00 0 0.00 0.00
4M: 25000ppm 47 %25000.00 0 0.00 0.00
T Value : 0
TOTAL TUMORS
Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1M: Oppm 47 0.00 0.24 -0.24 0.00
2M: 3000ppm 49 3000.00 1 0.26 0.74 3.92
3M: 15000ppm 49 %15000.00 0 0.26 -0.26 0.00
4M: 25000ppm 47 %25000.00 0 0.24 -0.24 0.00
T Value %-7713.54200
Variance : %97933568.00000
Z Value ~0.77945
One Tailed Probability: 0.25000
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TABLE - Z

PROJECT ID: 1231
TISSUE : SPLEEN
FINDING : LYMPHOMA MALIGNANT LYMPHOCYTIC

Group Number of Dose Observed Expected Observed
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 18 3000.00 0 0.00 0.00
3M: 15000ppm 21 %15000.00 0 0.00 0.00
4M: 25000ppm 47 %25000.00 0 0.00 0.00
T Value : 0
NON-FATAL TUMORS
Group Number of Dose Observed Expected H-{Oﬁéerved
Animals Level e Expected
1M: Oppm 48 0.00 0 0.00 000
2M: 3000ppm 18 3000.00 0 0.00 0.00
3M: 15000ppm 21 %15000.00 0 0.00 0.00
4M: 25000ppm 47 %25000.00 0 0.00 0.00
T Value : 0
TOTAL TUMORS
Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1M: Oppm 48 0.00 0.00 0.00 1.00
2M: 3000ppm 18 3000.00 0 0.00 0.00 1.00
3M: 15000ppm 21 %$15000.00 0 0.00 0.00 1.00
4M: 25000ppm 47 %25000.00 0.00 0.00 1.00
T Value 0.00000
Variance : 0.00000
Z Value 0.00000
One Tailed Probability: 0.50000
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : LUNGS FATES : ALL
FINDING : LYMPHOMA MALIGNANT LYMPHOCYTIC

Group Number of Dose Observed Expected Observed
Animals Level - Expected
iM: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 49 3000.00 0 0.00 0.00
3M: 15000ppm 48 %$15000.00 0 0.00 0.00
4M: 25000ppm 47 %$25000.00 0 0.00 0.00
T Value : 0
NON-FATAL TUMOR
Group Number of Dose Observed Expected .7
Animals Level
1M: Oppm 48 0.00 0 0.00
2M: 3000ppm 49 3000.00 0 0.00
3M: 15000ppm 48 %$15000.00 0 0.00 T 0.00
4M: 25000ppm 47 %25000.00 0 0.00 " 0.00
T Value : 0 )
TOTAL TUMORS
Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00 1.00
2M: 3000ppm 43 3000.00 0 0.00 0.00 1.00
3M: 15000ppm 48 %$15000.00 0 0.00 0.00 1.00
4M: 25000ppm 47 %$25000.00 0 0.00 0.00 1.00
T Value 0.00000
Variance : 0.00000
Z Value 0.00000
One Tailed Probability: 0.50000
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PROJECT ID: 1231

TISSUE : MES. LYMPH NODE FATES : ALL

FINDING : LYMPHOMA MALIGNANT LYMPHOCYTIC
FATAL TUMORS
Group Number of Dose Observed Expected Observed
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 18 3000.00 0 0.00 0.00
3M: 15000ppm 21 %$15000.00 0 0.00 0.00
4M: 25000ppm 47 %¥25000.00 0 0.00 0.00
T Value o]
NON-FATAL TUMOR
Group Number of Dose Observed  Expected :
Animals Level = Expected
1M: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 18 3000.00 0 0.00 0.00
3M: 15000ppm 21 %15000.00 0 0.00 0.00
4M: 25000ppm 47 %$25000,00 0.00 0.00
T Value : 0
TOTAL TUMORS
Group Number of Dose Observed  Expected Observed ML Value
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00 1.00
2M: 3000ppm 18 3000.00 0 0.00 0.00 1.00
3M: 15000ppm 21 %15000.00 0 0.00 0.00 1.00
4M: 25000ppm 47 %$25000.00 0 0.00 0.00 1.00
T Value 0.00000
Variance : 0.00000
Z Value 0.00000
One Tailed Probability: 0.50000
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EXCEL INDUSTRIES LTD. I
GLYPHOSATE TECHNICAL
TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : TESTES FATES : ALL
FINDING : INTERSTITIAL CELL TUMOUR

Group Number of Dose Observed Expected Observed
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 49 3000.00 0 0.00 0.00
3M: 15000ppm 49 %15000.00 0 0.00 0.00
4M: 25000ppm 47 %$25000.00 0 0.00 0.00
T Value : 0

Group Number of Dose Obsexrved  Expected :
Animals Level L Expécted
1M: Oppm 48 0.00 0 0.00 ", Q.00
2M: 3000ppm 49 3000.00 1 0.36 " 0.64
3M: 15000ppm 49 %15000.00 2 0.89 1.11
4M: 25000ppm 47 $25000.00 0 1.75 1075
T Value : -25225.03
TOTAL TUMORS
Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00 1.00
2M: 3000ppm 49 3000.00 1 0.36 0.64 2.79
3M: 15000ppm 49 %15000.00 2 0.89 1.11 2.25
4M: 25000ppm 47 %25000.00 0 1.75 -1.75 0.00
T Value : %-25225.02730
Variance : %117651824.00000
Z Value : -2.32559

One Tailed Probability: 0.01500
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EXCEL INDUSTRIES LTD. T .
GLYPHOSATE TECHNICAL
TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : TESTES FATES : ALL
FINDING : SEMINOMA

Group Number of Dose Observed Expected Observed
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 49 3000.00 0 0.00 0.00
3M: 15000ppm 49 %$15000.00 0 0.00 0.00
4M: 25000ppm 47 %$25000.00 0 0.00 0.00
T Value : 0

Group Number of Dose Observed Expected - bgerved

Animals Level i ﬁxpécted
1M: Oppm 48 0.00 1 0.27 .7 0.3
2M: 3000ppm 49 3000.00 0 0.26 © . -0.26
3M: 15000ppm 49 $15000.00 0 0.25 v -0.25
4M: 25000ppm 47 %$25000.00 0 0.21 -0.21"
T Value : -9952,.381
TOTAL TUMORS
Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1M: Oppm 48 0.00 1 0.27 0.73 3.71
2M: 3000ppm 49 3000.00 0 0.26 -0.26 0.00
3M: 15000ppm 49 %$15000.00 0 0.25 -0.25 0.00
4M: 25000ppm 47 %$25000.00 0 0.21 -0.21 0.00
T Value : %-9952.38090
Variance : %94378688.00000
Z Value : ~1.02445

One Tailed Probability: 0.20000
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TABLE - 2

PROJECT ID: 1231
TISSUE : SKIN
FINDING : SUBCUT. TISSUE, FIBROMA

Group Number of Dose Observed Expected Observed
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 18 3000.00 0 0.00 0.00
3M: 15000ppm 21 $15000.00 0 0.00 0.00
4M: 25000ppm 47 %$25000.00 0 0.00 0.00
T Value : 0
NON-FATAL TUMORS
Group Number of Dose Observed Expedted"3
Animals Level '
1M: Oppm 48 0.00 0 0.42
2M: 3000ppm 18 3000.00 0 0.07
3M: 15000ppm 21 %$15000.00 1 0.14 T 0.86
4M: 25000ppm 47 %$25000.00 0 0.38 -0.38"
T Value : 3375
TOTAL TUMORS
Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1M: Oppm 48 0.00 0 0.42 -0.42 0.00
2M: 3000ppm 18 3000.00 0 0.07 -0.07 0.00
3M: 15000ppm 21 $15000.00 1 0.14 0.86 7.38
4M: 25000ppm 47 %25000.00 0 0.38 -0.38 0.00
T Value 3375.00000
Variance : %130359392.00000
Z Value 0.29560
One Tailed Probability: 0.40000






15-FEB-1997 477
EXCEL INDUSTRIES LTD. .
GLYPHOSATE TECHNICAL

TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : SKIN FATES : ALL
FINDING : SUBCUT. TISSUE, LIPOMA

Group Number of Dose Observed Expected Cbserved
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00
2M: 3000ppm 18 3000.00 0 0.00 0.00
3M: 15000ppm 21 %$15000.00 0 0.00 0.00
4M: 25000ppm 47 %$25000.00 0 0.00 0.00
T Value : 0

Group Number of Dose Observed  Expected
Animals Level
1M: Oppm 48 0.00 0 0.00
2M: 3000ppm 18 3000.00 0 0.00
3M: 15000ppm 21 $15000.00 1 0.10
4M: 25000ppm a7 %25000.00 0 0.90

T Value : -9000

Group Number of Dose Observed Expected Cbserved ML Value
Animals Level - Expected
1M: Oppm 48 0.00 0 0.00 0.00 1.00
2M: 3000ppm 18 3000.00 0 0.00 0.00 1.00
3M: 15000ppm 21 %15000.00 1 0.10 0.90 10.00
4M: 25000ppm 47 %$25000.00 0 0.90 -0.%0 0.00
T Value : %-9000.00000
Variance : %8999936.00000
Z Value : -3.00001

One Tailed Probability: 0.00200
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TABLE - Z

PROJECT ID:
MAMMARY GLAND
ADENOMA

TISSUE :
FINDING :

1231

1M: Oppm
2M: 3000ppm
3M: 15000ppm
4M: 25000ppm

Number of
Animals

(= R

Dose

Level

0.00
3000.00
%15000.00
%25000.00

T Value : 0

DAYS : ALL
FATES : ALL
FATAL TUMORS

Observed Expected Observed
- Expected

0 0.00 0.00

0 0.00 0.00
0 0.00 0.00
0 0.00 0.00

Group

1M: Oppm
2M: 3000ppm
3M: 15000ppm
4M: 25000ppm

Observed Expeétéd.ﬁ

Group

1M: Oppm
2M: 3000ppm
3M: 15000ppm

4M: 25000ppm

Number of Dose
Animals Level
1 0.00 o 0.20
3 3000.00 1 0.60
1 %15000.00 1 1.20 -0.20
0 %25000.00 0 0.00 0.00
T Value -1800.001
TOTAL TUMORS
Number of Dose Observed  Expected Observed
Animals Level - Expected
1 0.00 0 0.20 -0.20
3 3000.00 1 0.60 0.40
1 %15000.00 1 1.20 -0.20
0 %$25000.00 0 0.00 0.00
T Value : %-1800.00085
Variance : %27360000.00000
Z Value -0.34412
One Tailed Probability: 0.40000

0.00

1.67
0.83
1.00
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL
FINDING FIBROADENOMA
FATAL TUMORS
Group Number of Dose Observed Expected Observed
Animals Level - Expected .
1M: Oppm 1 0.00 0 0.00 0.00
2M: 3000ppm 3 3000.00 0 0.00 0.00
3M: 15000ppm 1 %¥15000.00 0 0.00 0.00
4M: 25000ppm 0 %$25000.00 0 0.00 0.00
T Value : 0
NON-FATAL TUMORS"
Group Number of Dose Observed Expected;:-
Animals Level -
1M: Oppm 1 0.00 1 0.58
2M: 3000ppm 3 3000.00 1.33
3M: 15000ppm 1 $15000.00 ) 1.08 -1.08 K
4M: 25000ppm 0 %25000.00 0 0.00 0.00.
T Value : -14250
TOTAL TUMORS
Group Number of Dose Obsgerved Expected Observed ML Value
Animals Level - Expected
1M: Oppm 1 0.00 1 0.58 0.42 1.71
2M: 3000ppm 3 3000.00 2 1.33 0.67 1.50
3M: 15000ppm 1 %15000.00 0 1.08 -1.08 0.00
4M: 25000ppm 0 %$25000.00 0 0.00 0.00 1.00
T Value %$-14250.00100
Variance : %111187504.00000
Z Value -1.35141
One Tailed Probability: 0.09000
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TABLE
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- Z

ALL

PROBABILITY
= OR MORE
EXTREME CHI SQUARE YATES CORRE
1.00000 ? 0.969280 0.000439

1.00000
1.00000

Zero Values - No Chi Square

PROJECT ID: 1231 . DAYS ALL
TISSUE LIVER FATES
FINDING HEPATOCELLULAR CARCINOMA
CONTROL >  CONTROL <
POS. NEG. ONE-TAILED PROPORTION PROPORTION  TWO-TAILED
GRP RESP RESP TOTAL PROBABILITY  TREATED TREATED  PROBABILITY
Mx 0 47 a7
24 1 48 43 0.51042 1.00000 0.51042 1.02083
M 0 49 43 1.00000 1.00000 1.00000 2.00000
aM 0 47 47 1.00000 1.00000 1.00000 2.00000

Zero Values - No Chi Square
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EXCEL INDUSTRIES LTD. -
GLYPHOSATE TECHNITUAL
TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : SPLEEN FATES : ALL

FINDING : LYMPHOMA MALIGNANT LYMPHOCYTIC

CONTROL > CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY EXTREME CHI SQUARE YATES CORRE
1M* 0 48 48
2M 1 17 18 0.27273 1.00000 0.27273 0.54545 0.27273 ? 2.707692 0.264423
3M 0 21 21 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
4M 0 47 47 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
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EXCEL INDUSTRIES LTD.

GLYPHOSATE TECHNICAL
TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : LUNGS FATES :

FINDING : LYMPHOMA MALIGNANT LYMPHOCYTIC

CONTROL > CONTROL <

PROBABILITY
= OR MORE
EXTREME

1.00000
1.00000
1.00000

CHI SQUARE YATES CORRE

? 0.989796 0.000107
Zero Values - No Chi Square
Zero Values - No Chi Square

PdS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY
1M* 0 48 48
2M 1 48 49 0.50515 1.00000 0.50515 1.01031
M Q 48 48 1.00000 1.00000 1.00000 2.00000
4M 0 47 47 1.00000 1.00000 1.00000 2.00000
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EXCEL INDUSTRIES LTD. - -
GLYPHOSATE TECHNICAL
TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : MES. LYMPH NODE FATES : ALL

FINDING : LYMPHOMA MALIGNANT LYMPHOCYTIC

CONTROL > CONTROL <« PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY EXTREME CHI SQUARE YATES CORRE

4]

1 17 18 0.27273 1.00000 0.27273 0.54545 0.27273 ? 2.707692 0.264423
3M 0 21 21 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square

0 47 47 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
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TABLE - Z

?

?

CHI SQUARE YATES CORRE
0.989796 0.000107
2.000430 0.489743

Zero Values - No Chi Square

PROJECT ID: 1231 DAYS : ALL
TISSUE : TESTES FATES : ALL
FINDING : INTERSTITIAL CELL TUMOUR
CONTROL >  CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION  TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY  TREATED TREATED  PROBABILITY EXTREME
M* 0 48 48
2M 1 48 49 0.50515 1.00000 0.50515 1.01031 1.00000
M 2 47 49 0.25258 1.00000 0.25258 0.50515 0.49485
a4 0 47 47 1.00000 1.00000 1.00000 2.00000 1.00000
FINDING : SEMINOMA
CONTROL >  CONTROL < PROBABILITY
POS. NEG. ONE-TAILED  PROPORTION  PROPORTION = OR MORE
GRP RESP RESP TOTAL PROBABILITY EXTREME

TREATED _ TREATED

Me 1 47 a8 L
M 0 49 49 0.49485 0.49485 .0.49485
M 0 49 a9 0.49485 0.49485" ° 0.49485
aM o a7 a7 0.50526 0.50526 Qwooooo

CHI SQUARE YATES CORRE
1.031467 0.000107
1.031467 0.000107
0.989583 0.000112
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : SKIN FATES : ALL

FINDING : SUBCUT. TISSUE, FIBROMA

CONTROL > CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY EXTREME CHI SQUARE YATES CORRE
1M* 0 48 48 )
2M 0 18 18 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
3M 1 20 21 0.30435 1.00000 0.30435 0.60870 0.30435 ? 2.319328 0.183462
4M 0 47 47 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square

FINDING : SUBCUT. TISSUE, LIPOMA

CONTROL >  CONTROL <

PROBABILITY
POS. NEG. ONE-TAILED  PROPORTION  PROPORTION = OR MORE
i TREATED EXTREME CHI SQUARE YATES CORRE

GRP RESP RESP TOTAL PROBABILITY TREATED".

M* 0 48 48 L
2M (] 18 18 1.00000 1.0(5(_)‘00" ) ‘J_..OOOOO Zero Values - No Chi Square
3M 1 20 21 0.30435 1.06009" ; &.30435 ? 2.319328 0.183462
4M o] 47 47 1.00000 1.000_0.9. ' {g.ooooo Zero Values - No Chi Square
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL

FINDING : ADENOMA

CONTROL > CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY EXTREME CHI SQUARE YATES CORRE
1M* o] 1 1
2M 1 2 3 0.75000 1.00000 0.75000 1.50000 1.00000 ? 0.444444 0.444444
3M 1 o] 1 0.50000 1.00000 0.50000 1.00000 1.00000 ? 2.000000 0.000000
4M 0 o] o]

1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square

FINDING : FIBROADENOMA

PROBABILITY
= OR MORE
EXTREME CHI SQUARE YATES CORRE

CONTROL > CONTROL <
POS. NEG. ONE-TAILED  PROPORTION ‘
GRP RESP RESP TOTAL PROBABILITY TREATED"

M* 1 0 1 i
2M 2 1 3 0.75000 o.7$oodlwf ? 0.444444 0.444444
3M 0 1 1 0.50000 o.sBooof‘Q, ? 2.000000 0.000000
4M o] 0 0 1.00000 1.0000’9\, Zero Values -~ No Chi Square
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Selected Animals

PROJECT ID: 1231

DAYS : ALL
FINDINGS : * Selected

GROUP : Oppm 3000ppm 15000ppm 25000ppm

SEX : FEMALE FEMALE FEMALE FEMALE

No. of ANIMALS 50 50 50 50
4054 4161 4257 4351
4055 4165 4262 4352
4058 4170 4273 4354
4063 4178 4281 4378
4067 . 4179 4285 4392
4074 4181 4290 4393
4076 4183 ) 4296 = ------
4085 4188 4300 . . @ ------
4092 ~mme-- eemm-- B
4095 e-----  —--=- D
4099 —— mmmel T eees

The above animals have at

* Findings selected are

OVARIES:
ADENOMA

SKIN:
ACANTHOMA
SUBCUT. TISSUE, FIBROMA

MAMMARY GLAND:
ADENOCARCINOMA
ADENOMA
PAPILLARY ADENOMA
FIBROADENCMA
CYSTADENCMA

least one of the following findings.
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : OVARIES FATES : ALL
FINDING : ADENOMA

Group Number of Dose Observed  Expected Observed
Animals Level - Expected
1F: Oppm 49 0.00 0 0.00 0.00
2F: 3000ppm 49 3000.00 0 0.00 0.00
3F: 15000ppm 48 %15000.00 0 0.00 0.00
4F: 25000ppm 50 %25000.00 0 0.00 0.00
T Value : 0

Group Number of Dose Observed ~ Expected * Observed
Animals Level - Expécted
1F: Oppm 49 0.00 0 0.00 . 0.00
2F: 3000ppm 49 3000.00 1 0.35 ~0.65
3F: 15000ppm 48 $15000.00 0 0.35 -0.35

4F: 25000ppm 50 $25000.00 0 0.29 ~0.29

T Value : -10705.88

Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1F: Oppm 49 0.00 0 0.00 0.00 1.00
2F: 3000ppm 49 3000.00 1 0.35 0.65 2.83
3F: 15000ppm 48 $15000.00 0 0.35 -0.35 0.00
4F: 25000ppm 50 %$25000.00 0 0.29 -0.29 0.00
T Value : %-10705.88280
Variance : %78560560.00000
Z Value : -1.20787

One Tailed Probability: 0.15000
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : SKIN FATES : ALL
FINDING : ACANTHOMA

Group Number of Dose Observed  Expected Observed
Animals Level - Expected

1F: Oppm 48 0.00 0 0.00 0.00

2F: 3000ppm 22 3000.00 0 0.00 0.00
3F: 15000ppm 22 %¥15000.00 0 0.00 0.00
4F: 25000ppm 50 %25000.00 0 0.00 0.00

T Value : 0

Group Number of Dose Observed Expected ,ObServed

Animals Level - - Expected

1F: Oppm 48 0.00 0 0.35 © -0.35

2F: 3000ppm 22 3000.00 0 0.15 -0.15
3F: 15000ppm 22 %15000.00 0 0.15 - -0.15
4F: 25000ppm 50 %25000.00 1 0.35 0.65

T Value : 13448.82

Group Number of Dose Observed  Expected Obgerved ML Value
Animals Level - Expected
1F: Oppm 48 0.00 0 0.35 -0.35 0.00
2F: 3000ppm 22 3000.00 0 0.15 -0.15 0.00
3F: 15000ppm 22 %15000.00 0 0.15 -0.15 0.00
4F: 25000ppm 50 %25000.00 1 0.35 0.65 2.82
T Value : %13448.81930
Variance : %123034800.00000
Z Value : 1.21247

One Tailed Probability: 0.15000
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PROJECT ID: 1231 DAYS : ALL
TISSUE : SKIN FATES : ALL
FINDING : SUBCUT. TISSUE, FIBROMA
FATAL TUMORS
Group Number of Dose Observed Expected Observed
Animals Level - Expected
1F: Oppm 48 0.00 0 0.00 0.00
2F: 3000ppm 22 3000.00 ] 0.00 0.00
3F: 15000ppm 22 %15000.00 0 0.00 0.00
4F: 25000ppm 50 %25000.00 0 0.00 0.00
T Value : 0
NON-FATAL TUMORS
Group Number of Dose Observed  Expected Observed
Animals Level -'Expected
1F: Oppm 48 0.00 0 0.00 0.00
2F: 3000ppm 22 3000.00 0 0.00 0.00
3F: 15000ppm 22 %15000.00 1 0.14 0.86
4F: 25000ppm 50 %25000.00 0 0.86 -0.86
T Value : -8620.69
TOTAL TUMORS
Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1F: Oppm 48 0.00 0 0.00 0.00 1.00
2F: 3000ppm 22 3000.00 0 0.00 0.00 1.00
3F: 15000ppm 22 %15000.00 1 0.14 0.86 7.25
4F: 25000ppm 50 %25000.00 0 0.86 -0.86 0.00
T Value %-8620.69040
Variance : %11890624.00000
Z Value -2.50000
One Tailed Probability: 0.00700
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL
FINDING : ADENOCARCINOMA

Group Number of Dose Observed Expected Observed
Animals Level - Expected
1F: Oppm 48 0.00 0 0.00 0.00
2F: 3000ppm 22 3000.00 0 0.00 0.00
3F: 15000ppm 22 %¥15000.00 0 0.00 0.00
4F: 25000ppm 50 %25000.00 0 0.00 0.00
T Value : 0

Group Number of Dose Observed Expected ‘Observed

Animals Level _ - Expected

1F: Oppm 48 0.00 1 0.41 ' 0.59

2F: 3000ppm 22 3000.00 0 0.07 -0.07
3F: 15000ppm 22 $15000.00 0 0.08 -0.09
4F: 25000ppm 50 $25000.00 0 0.43 -0.43

T Value : -12320.88

Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1F: Oppm 48 0.00 1 0.41 0.5% 2.45
2F: 3000ppm 22 3000.00 0 0.07 -0.07 0.00
3F: 15000ppm 22 %$15000.00 0 0.09 -0.09 0.00
4F: 25000ppm 50 %25000.00 0 0.43 -0.43 0.00
T Value : %-12320.98830
Variance : %138366080.00000
Z Value : -1.04744

One Tailed Probability: 0.15000
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TABLE - Z

PROJECT ID: 1231 . DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL
FINDING : ADENOMA

Group Number of Dose Observed Expected Observed
Animals Level - Expected
1F: Oppm 48 0.00 0 0.00 0.00
2F: 3000ppm 22 3000.00 0 0.00 0.00
3F: 15000ppm 22 %15000.00 0 0.00 0.00
4F: 25000ppm 50 %$25000.00 0 0.00 0.00
T Value : 0

Group Number of Dose Observed  Expected " Observed

Animals Level - Bxpected

1F: Oppm a8 0.00 4 3.39 T 0.6l

2F: 3000ppm 22 3000.00 5 1.04 3.96
3F: 15000ppm 22 %15000.00 2 1.16 ) 0.84
4F: 25000ppm 50 $25000.00 0 5.41 © -5.41

T Value : -110799.1

Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1F: Oppm 48 0.00 4 3.39 0.61 1.18
2F: 3000ppm 22 3000.00 5 1.04 3.96 4.80
3F: 15000ppm 22 %$15000.00 2 1.16 0.84 1.72
4F: 25000ppm 50 %25000.00 0 5.41 -5.41 0.00
T Value : %-110799.14100
Variance : % 1264.42061E+06
Z Value : -3.11595

One Tailed Probability: 0.00100
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GLYPHOSATE TECHNICAL
TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL
FINDING : PAPILLARY ADENOMA

Group Number of Dose Observed Expected Observed
Animals Level - Expected

1F: Oppm 48 0.00 0 0.00 0.00

2F: 3000ppm 22 3000.00 0 0.00 0.00
3F: 15000ppm 22 %15000.00 0 0.00 0.00
4F: 25000ppm 50 %25000.00 0 0.00 0.00

T Value : 0

Group Number of Dose Observed  Expected ‘‘Obgerved

Animals Level s Expécted

1F: Oppm 48 0.00 1 0.74 ©0.26

2F: 3000ppm 22 3000.00 1 0.24 0.76
3F: 15000ppm 22 %15000.00 0 0.23 - -0.23
4F: 25000ppm 50 $25000.00 0 0.79 -0.79

T Value : -20849.08

Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1F: Oppm 48 0.00 1 0.74 0.26 1.34
2F: 3000ppm 22 3000.00 1 0.24 0.76 4.19
3F: 15000ppm 22 %$15000.00 0 0.23 -0.23 0.00
4F: 25000ppm 50 %25000.00 0 0.79 -0.79 0.00
T Value : %-20849.08200
Variance : %261083808.00000
Z Value : -1.29032

One Tailed Probability: 0.10000
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PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL
FINDING : FIBROADENOMA

Group Number of Dose Observed Expected Observed
Animals Level - Expected
1F: Oppm 48 0.00 0 0.00 0.00
2F: 3000ppm 22 3000.00 0 0.00 0.00
3F: 15000ppm 22 %15000.00 0 0.00 0.00
4F: 25000ppm 50 %25000.00 0 0.00 0.00
T Value : 0

Group Number of Dose Observed Expected Obéerved

Animals Level - Expected
1F: Oppm 48 0.00 4 3.73 ©0.27
2F: 3000ppm 22 3000.00 1 1.16 i -0.16
3F: 15000ppm 22 $15000.00 5 1.53 - 3.47
4F: 25000ppm 50 %25000.00 5 8.58 ~ -3.58

T Value : -37904.6

Group Number of Dose Observed Expected Observed ML Value
Animals Level - Expected
1F: Oppm 48 0.00 4 3.73 0.27 1.07
2F: 3000ppm 22 3000.00 1 1.16 -0.16 0.86
3F: 15000ppm 22 %$15000.00 5 1.53 3.47 3.26
4F: 25000ppm 50 %$25000.00 5 8.58 ~3.58 0.58
T Value : %-37904.60200
Variance : % 1317.85408E+06
Z Value : -1.04414

One Tailed Probability: 0.15000
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PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL
FINDING : CYSTADENOMA

Group Number of Dose Observed Expected Observed
Animals Level - Expected

1F: Oppm 48 0.00 0 0.00 0.00

2F: 3000ppm 22 3000.00 0 0.00 0.00
3F: 15000ppm 22 %15000.00 0 0.00 0.00
4F: 25000ppm 50 %25000.00 0 0.00 0.00

T Value : 0

Group Number of Dose Observed Expected :vobserved

Animals Level .;“Expected

1F: Oppm 48 0.00 1 0.49 ‘. 0.51

2F: 3000ppm 22 3000.00 0o 0.05 © . -0.05
3F: 15000ppm 22 %$15000.00 0 0.06 - -0.06
4F: 25000ppm 50 %25000.00 0 0.40 -0.40

T Value : -11015.87

Group Number of Dose Observed  Expected Observed ML Value
Animals Level - Expected
1F: Oppm 48 0.00 1 0.49 0.51 2.03
2F: 3000ppm 22 3000.00 0 0.05 -0.05 0.00
3F: 15000ppm 22 %15000.00 0 0.06 -0.06 0.00
4F: 25000ppm 50 %$25000.00 0 0.40 -0.40 0.00
T Value : %-11015.87300
Variance : %141380704.00000
2 Value -0.92645

One Tailed Probability: 0.20000
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PROJECT ID: 1231 DAYS : ALL
TISSUE : OVARIES FATES : ALL

FINDING : ADENOMA

CONTROL > CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY EXTREME CHI SQUARE YATES CORRE
1F* 0 49 49
2F 1 48 49 0.50000 1.00000 0.50000 1.00000 1.00000 ? 1.010309 0.000000
3F 0 48 48 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
4F 0 50 50 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : SKIN FATES : ALL

FINDING : ACANTHOMA

CONTROL > CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY EXTREME CHI SQUAREV YATES CORRE
1F* 0 48 48
2F [¢] 22 22 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
3F 0 22 22 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
4ar 1 49 S0 0.51020 1.00000 0.51020 1.02041 1.00000 ? 0.969897 0.000421

FINDING : SUBCUT. TISSUE, FIBROMA

CONTROL > CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED - PROBABILIT¥ EXTREME CHI SQUARE YATES CORRE
1F* 0 48 48
2F 0 22 22 1.00000 1.00000 1.00000 2.006063. 1.00000 Zero Values - No Chi Square
3F 1 21 22 0.31429 1.00000 0.31429 0.62857_ ‘ 0.31429 ? 2.213439 0.162357
4F 0

50 50 1.00000 1.00000 1.00000 2.00000 1.00000 Zero Values - No Chi Square
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?

?

CHI SQUARE

0.464976
0.464976
1.052405

CHI SQUARE

2.789645
0.011048
4.343972%

CHI SQUARE

0.329490
0.464976
1.052405

CHI SQUARE

0.326340
2.789645

YATES CORRE

0.162357
0.162357
0.000421

YATES CORRE

1.652850
0.125843
2.476172

YATES CORRE

0.039480
0.162357
0.000421

YATES CORRE

0.005099
1.652850

PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL
FINDING : ADENOCARCINOMA
CONTROL >  CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION  TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY  TREATED TREATED  PROBABILITY EXTREME
1F* 1 47 a8
2F 0 22 22 0.68571 0.68571 1.00000 1.37143 1.00000
3IF 0 22 22 0.68571 0.68571 1.00000 1.37143 1.00000
4F 0 50 50 0.48980 0.48980 1.00000 0.97959 0.48980
FINDING : ADENOMA
CONTROL >  CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION  TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY  TREATED TREATED  PROBABILITY EXTREME
1F* 4 44 48 .
2F 5 17 22 0.07879 0.97695 0.10184 0:20367 0.12762
3F 2 20 22 0.34281 0.72371 0.61910 1.23820 1.00000
4F 0 50 50 0.05387 0.05387 1.00000 0.10773 0.05387
FINDING : PAPILLARY ADENOMA
CONTROL >  CONTROL < PROBABILITY
POS. NEG. ONE-TAILED DPROPORTION PROPORTION  TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY  TREATED TREATED  PROBABILITY EXTREME
1F* 1 47 48
2F 1 21 22 0.43727 0.90435 0.53292 1.06584 0.97019
IF 0 22 22 0.68571 0.68571 1.00000 1.37143 1.00000
4F 0 50 50 0.48980 0.48980 1.00000 0.97959 0.48980
FINDING : FIBROADENOMA
CONTROL >  CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION  TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY  TREATED TREATED  PROBABILITY EXTREME
1F* 4 44 48
2F 1 21 22 0.35369 0.49517 0.85852 0.99034 1.35369
3F 5 17 22 0.07879 0.97695 0.10184 0.20367 0.12762
4F 5 45 50 0.26198 0.73578 0.52620 1.05240 1.52461

?

0.081565

0.004129
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TABLE - Z

PROJECT ID: 1231 DAYS : ALL
TISSUE : MAMMARY GLAND FATES : ALL

FINDING : CYSTADENOMA

CONTROL > CONTROL < PROBABILITY
POS. NEG. ONE-TAILED PROPORTION PROPORTION TWO-TAILED = OR MORE
GRP RESP RESP TOTAL PROBABILITY TREATED TREATED PROBABILITY EXTREME CHI SQUARE YATES CORRE
1F* 1 47 48
2F 0 22 22 0.68571 0.68571 1.00000 1.37143 1.00000 ? 0.464976 0.162357
3F "] 22 22 0.68571 0.68571 1.00000 1.37143 1.00000 ? 0.464976 0.162357
4F 0 50 50 0.48980 0.48980 1.00000 0.97959 0.48980 ? 1.052405 0.000421
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Table 25 -1 Histopathology — Incidence of microscopic neoplastic lesions
in male rats (Satellite group)

Interim kill after 26 weeks of treatment

Dose

(ppm) 0
10

3000 10000 30000
10 10 10

Site & Lesion

No. of animals examined

Cardiovascular System
Heart:
Aorta:

Hematopoietic & Lymphatic System
Bone marrow (femur) :
Bone marrow (sternum) :
Bone marrow (vertebra) :
Thymus:
Lymph nodes (cervical) :
Lymph nodes (mesenteric) :
Spleen:

Respiratory System
Trachea:
Lung:

Digestive System
Submaxillary gland:
Sublingular gland:
Esophagus:

Stomach (non-glandular portion) :

Stomach (glandular portion) :
Small intestine:
Large intestine:
Liver:
Pancreas:
Urinary System
Kidney:
Urinary bladder:
Genital System
Testis:
Epididymis:
Seminal vesicle:
Coagulating gland:
Prostate:
Endocrine System
Pituitary:
Thyroid:
Parathyroid:
Adrenal :
Nervous System
Cerebrum:
Cerebel lum:
Brain stem:
Spinal cord cervicalg=
Spinal cord (thoracic) :
Spinal cord (lumbar) :
Sciatic nerve:
Musculo-Skeletal System
Bone (sternum) :
Bone (femur) :
Bone (vertebra) :
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( N=): Number of animals examined microscopically at the site.
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Table 25 - 2 Histopathology — Incidence of microscopic neoplastic lesions
in male rats (Satellite group)
Interim kill after 26 weeks of treatment

Dose (ppm) 0 3000 10000 30000

No. of animals examined 10 10 10 10

Site & Lesion

Musculo-Skeletal System {cont. )
Bone (vertebra) {cont. ) :
Tibio-femoral joint:
Skeletal muscle (n triceps surae):
Sense Organs
Eye:
Harderian gland:
Integumentary System
Skin:
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A~ e e~
i fid et ok ek
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=
1]
—
—

[y
(=]

—~ ——— — — —

No. of benign neoplasms

[=
[=J
o

No. of malignant neoplasms

[=]

(=3

No

of benign & malignant neoplasms

(=]

(o= ]

No.

of animals with benign neoplasm(s)

0

0

No

of animals with malignant neoplasm(s) 0

0

—
(=] o (=] o (=3 o oo coo

No.

of animals with neoplasm(s)

0

0 0

(=]

( N=): Number of animals examined microscopically at the site.
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Table 25 -3 Histopathology - Incidence of microscopic neoplastic lesions
in male rats (Satellite group)
Interim kill after 52 weeks of treatment

Dose (ppm) 0 3000 10000 30000
Site & Lesion

No. of animals examined 10 10 10 10

Cardiovascular System
Heart:
Aorta:

Hematopoietic & Lymphatic System
Bone marrow (femur) :
Bone marrow (sternum) :
Bone marrow (vertebra) :
Thymus:
Lymph nodes}cervical)=
Lymph nodes (mesenteriec) :
Spleen:

Respiratory System
Trachea:
Lung:

Digestive System
Submaxillary gland:
Sublingular gland:
Esophagus:

Stomach (non-glandular portion) :

Stomach (glandular portion) :
Small intestine:
Large intestine:
Liver:
Panereas:
Urinary System
Kidney:
Urinary bladder:
Genital System
Testis:
Epididymis:
Seminal vesicle:
Coagulating gland:
Prostate:
Endocrine System
Pituitary:
(B) Anterior adenoma
Thyroid:
(B) Follicular adenoma
(B) C-cell adenoma
Parathyroid:
Adrenal:
Nervous System
Cerebrum:
Cerebellum:
Brain stem:
Spinal cord (cervical) :
Spinal cord (thoracic):
Spinal cord (lumbar) :
Sciatic nerve:
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( N=): Number of animals examined microscopically at the site
Malignancy:  (B)., benign neoplasm.
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Table 25 - 4 Histopathology ~ Incidence of microscopic neoplastic lesions

in male rats (Satellite group)
Interim kill after 52 weeks of treatment

Dose (ppm) 0 3000 10000 30000
Site & Lesion

No. of animals examined 10 10 10 10

Musculo-Skeletal System

Bone (sternum) :

Bone (femur) :

Bone (vertebra) :

Tibio-femoral joint:

Skeletal musele (m triceps surae):
Sense Organs

[

—~~ —— I— I — T —
= == $%zzz
e N N
e —
[ —

Eye: = g{ 1 { 1 1 10
Harderian gland: = 1 1 1 10
Integumentary System

Skin: =)(10) (10 10) (10

(B) Papilloma 1 0 0 0

(B) Fibroma 0 1 0 0

No. of benign neoplasms 1 3 3 0
No. of malignant neoplasms 0 0 0 0
No. of benign & malignant neoplasms 1 3 3 0
No. of animals with benign neoplasm(s) 1 3 3 0
No. of animals with malignant neoplasm(s) 0 0 0 0
No. of animals with neoplasm(s) 1 3 3 0

( N=): Number of animals examined microscopically at the site.
Malignaney:  (B). benign neoplasm
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Table 25 -5 Histopathology — Incidence of microscopic neoplastic lesions

in male rats (Satellite group)
Interim kill after 78 weeks of treatment

Dose (ppm) 0 3000 10000 30000
Site & Lesion

No. of animals examined 6 5 10 8

Cardiovascular System
Heart:
Aorta:
Hematopoietic & Lymphatic System
Bone marrow (femur) :
Bone marrow (sternum) :
Bone marrow (vertebra) :
Thymus:
Lymph nodes (cervical) :
Lymph nodes (mesenteric) :
Spleen:
Respiratory System
Trachea:
Lung:
(B) Adenoma
Digestive System
Submaxillary gland:
Sublingular gland:
Esophagus:
Stomach (non—glandular portion) :
Stomach (glandular portion) :
Small intestine:
Large intestine:
Liver:
(B) Hepatocellular adenoma
Pancreas:
Urinary System
Urinary bladder:
Genital System
Testis:
Epididymis:
Seminal vesicle:
Coagulating gland:
Prostate:
Endocrine System
Pituitary:
(B) Anterior adenoma
Thyroid:
(B) C-cell adenoma
Parathyroid:
Adrenal:
(B) Cortical adenoma
(B) Pheochromocytoma
Nervous System
Cerebrum:
Cerebel lum:
Brain stem:
Spinal cord(cervical):
Spinal cord (thoracic) :
Spinal cord (lumbar) :
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( N=): Number of animals examined microscopically at the site.
Malignancy: (B). benign neoplasm
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Table 25 - 8 Histopathology - Incidence of microscopic neoplastic lesions

in male rats (Satellite group)
Interim kill after 78 weeks of treatment

Dose (ppm) 0 3000 10000 30000

No. of animals examined 6 5 10 8

Site & Lesion

Nervous System {cont. )
Spinal cord (lumbar) {cont. ) :
Seiatic nerve:
Musculo-Skeletal System
Bone (sternum) :
Bone (femur) :
Bone (vertebra) :
Tibio-femoral joint:
Skeletal muscle (m triceps surae):
Sense Organs
Eye:
Harderian gland:
Integumentary System
Skin: 6
g% Keratoacanthoma 1
Fibroma 0

TF
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— I~ PN SN p——— .
= == = =:|= ? ==
— A e e

1]

o o Co oo o Co Co G0 o o Co Co
St S e L L

No. of benign neoplasms 9

No. of malignant neoplasms 0

o P ow
o P an

No. of benign & malignant neoplasms

(=]
[+2]

No. of animals with benign neoplasm(s)

No. of animals with malignant neoplasm(s)

[=~ B == R = - R R =
[=]
PO

No. of animals with neoplasm (s)

( N=): Number of animals examined microscopically at the site.
Malignancy:  (B). benign neoplasw
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Table 25 -7 Histopathology — Incidence of microscopic neoplastic lesions
in male rats (Main group)

Terminal kill after 104 weeks of treatment

Dose (ppm) 0 3000 10000 30000

Site & Lesion

No. of animals examined

18

2

0

1

8

29

Cardiovascular System
Heart:
(B) Schwannoma
Aorta:
Hematopoietic & Lymphatic System
General:
M) Mononuclear cell leukemia
Bone marrow (femur) :
Bone marrow (sternum) :
Bone marrow (vertebra) :
Thymus:
Lymph nodes (cervical) :
Lymph nodes (mesenteric) :
Spleen:
Respiratory System
Trachea:
Lung:
(B) Adenoma
(M) Squamous cell carcinoma
Digestive System
Submaxillary gland:
Sublingular gland:
Esophagus:
Stomach (non-glandular portion) :
Stomach (glandular portion) :
Leiomyosarcoma
Small intestine:
) Leiomyoma
(M) Adenocarcinoma
Large intestine:
Liver:
(M) Hepatocellular carcinoma
Pancreas:

(B) Acinar cell adenoma
Islet cell adenoma
Islet cell carcinoma
Urinary System
Kidney:
Adenoma

g} Lipoma

Urinary bladder:
Genital System
Testis:
(B) Interstitial cell tumor
Epididymis:
Seminal vesicle:
Coagulating gland:
(B) Adenoma
Prostate:
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( N=): Number of animals examined microscopically at the site
Malignancy:  (B). benign neoplasm: M), malignant neoplasm.

)

o





(IET 94-0150)

page 1 - 142

Table 25 - 8 Histopathology ~ Incidence of microscopic neoplastic lesions
in male rats (Main group)

Terminal kill after 104 weeks of treatment

Dose (ppm) 0 3000 10000 30000

No. of animals examined 18 20 18 29

Site & Lesion

Endocrine System

Pituitary: (N=)(18) (2) (18 ) (29)
83 Anterior adenoma 13 14 13 21
Adenoma in intermediate part 0 1 0 0
< Mass not in section > 0 0 0 1
Thyroid: (N=)(18) (20) (18) (29)
gg Follicular adenoma 2 1 0 0
C-cell adenoma 2 5 0 1
(M) C-cell carcinoma 0 0 1 0
Parathyroid: E = 3( 18 } (20 ; } 18 ; ? 29}
Adrenal: N=)(18) (20 18 29
(B) Pheochromocytoma 8 4 3 4%
Nervous System
Cerebrum: (N=)(18) (20) (18) (29)
(B) Glioma 0 0 0 1
Cerebel lun: (N=)(18) (20) (18) (29)
(B Granular cell tumor 0 0 1 0
Brain stem: (N=)(18) (20) (18) (29 ;
Spinal cord (cervical) : (N=)(18) (20) (18) (29
Spinal cord (thoracie) : (N=)(18) (20) (18) (29)
Spinal cord (lumbar) : (N=)(18) (20) (18) (29)
Sciatic nerve: (N=)(18) (20) (18) (29)
Musculo-Skeletal System
Bone (sternum) : (N=)(18) (20) (18) (29)
Bone (femur) : (N=)(18) (20) (18) (29)
Bone (vertebra) : (N=)(18) (20) (18) (29)
Tibio-femoral joint: (N=)(18) (20) (18) (29)
Skeletal muscle (m triceps surae): (N=)(18) (20 ) (18) (29)
Sense Organs
Eye: (N=)(18) (20) (18) (29)
(B) Schwannoma 1 0 0 0
Harderian gland: (N=)(18) (20) (18) (29)
Auricle: (N=)(3) (o) (0) (2)
(B) Papilloma 1 - - 0
Malignant schwannoma 0 - - 1
Integumentary System
Skin: (N=)(18) (20) (18) (29)
(B) Papilloma 1 3 2 0
(B) Keratoacanthoma 1 2 0 B
(B) Trichoepithelioma 0 1 0 0
(B) Sebaceous gland adenoma 0 1 0 0
83 Basal cell adenoma 0 0 0 1
Fibroma 1 0 3 2
(B) Lipoma 2 1 2 1
Basal cell carcinoma 0 0 0 1
Fibrosarcoma 0 1 1 0
(M) Malignant schwannoma 0 0 0 1
Mammary gland: (N=)(C 1) (3) (1) (1)
Fibroadenoma 1 2 0 0
Adenocarcinoma 0 0 1 1

( N=): Number of animals examined microscopically at the site.

Malignancy:  (B), benign neoplasm: (). malignant neoplasm
*: Significantly different from the control at 5 % level of probability
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Table 25 -9 Histopathology — Incidence of microscopic neoplastic lesions
in male rats (Main group)
Terminal kill after 104 weeks of treatment
Dose (ppm) 0 3000 10000 30000
Site & Lesion
No. of animals examined 18 20 18 29
No. of benign neoplasms 37 40 26 48
No. of malignant neoplasms 0 2 7 5
No. of benign & malignant neoplasms 37 42 33 53
No. of animals with benign neoplasu (s) 18 19 15 27
No. of animals with malignant neoplasm (s) 0 2 7 5
No. of animals with neoplasm (s) 18 19 18 27






(IET 94-0150)

page 1 - 144
Table 25 - 10 Histopathology - Incidence of microscopic neoplastie lesions
in male rats (Main group)
Killed in extremis or found dead
Dose (ppm) 0 3000 10000 30000
Site & Lesion
No. of animals examined 32 30 32 21
General Organs
(M) Systemic histiocytic sarcoma 0 0 1 0
(M) Systemic malignant fibrous
histiocytoma 2 0 0 0
Cardiovascular System
Heart: (N=)(32) (30 ) (32) (21)
(B) Schwannoma 0 1 1 0
Aorta: (N-)(32) (3) (32) (21 )
Hematopoietiec & Lymphatic System
General: (N=-)(32) (30) (32) ( 21)
Myelogenic leukemia 1 0 0 0
Malignant lymphoma 0 2 1 0
Bone marrow (femur) : (N=)(32) (3) (31) (21)
Bone marrow (sternum) : (N= )E 32) f 30 } 32 E 21}
Bone marrow (vertebra) : (N=)(32) (30 32 21
Thymus: (N=)(32) 2 29) (32) (21 ;
Lymph nodes (cervical) : (N=)(32) (29) (3) (21
Lymph nodes (mesenteric) : E N= }i 32 ; { 30 ; E 32 } E 21 }
Spleen: N= 32 30 32 21
(M) Histioeytic sarcoma 0 1 0 0
Respiratory System
Nasal cavity: i N= }} 0 ; E 2 } E 0 } E 3}
Trachea: ( N= 32 30 32 21
Lung: (N=)(32) (30) (82) (21)
Adenoma 0 1 0 0
Adenoccarcinoma 0 0 0 1
Digestive System
Submaxillary gland: (N=)(32) (29) (30 } (21)
Sublingular gland: EN—*- ; { 32 ; 29 ; 30 21
Esophagus: N=) ( 32 30 32) (21
StOmachgnon—glandular portion) : (N=)(32) (3) (32) (21
Stomach (glandular portion) E N= }} 32 } E 30 ; E 32 } f 2];
Small intestine: N= 32 30 32 21
(M) Malignant schwannoma F 0 1 0 0
Large intestine: } N= gg 32) g 30 ; (32 } g 21)
Liver: N= 32) 30) (32 21 )
(B) Hepatocellular adenoma 0 0 1 0
Hepatocellular earcinoma 0 1 2 0
Pancreas: (N=)(32) (3) (32) (21)
(B) Acinar cell adenoma 0 0 1 1
(B) Islet cell adenoma 1 0 0 1
Urinary System
Kidney: (N=)(32) (30) (32 ) (21)
(B) Adenoma 0 0 0 3
Urinary bladder: (N=)(32) (3) (32) (21)
Genital System
Testis: (N=)(31) (30 ) (32) (21)
(B) Interstitial cell tumor 2 1 0 0
Epididymis: (N=)(31) (30 ) (32) (21)
Seminal vesicle: (N=)(32) (30) (32) (21)

( N=): Number of animals examined microscopically at the site.

®.

Malignanecy:

benign neoplasm:

22

&~

M. malignant neoplasm
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Table 25 - 11 Histopathology — Incidence of microscopic neoplastic lesions
in male rats (Main group)
Killed in extremis or found dead
Dose (ppm) 0 3000 10000 30000

Site & Lesion

No. of animals examined 32 30 32 21

Genital System {cont. )
Seminal vesicle {econt. ) : (N=)(
Coagulating gland: (N=)(
Prostate: } N= ;%
N
) (
) (

[Z-N IR
(SR ol o]
O ek ok

Penis:
Endocrine System
Pituitary: ( N=
N

—
o e 00

(B) Anterior adenoma
Thyroid: (
Follicular adenoma 1
C-cell adenoma
Follicular adenocareinoma
C-cell ecarcinoma
Parathyroid: (N=)(
Adrenal: ( N=
gg Cortical adenoma
Pheochromoeytoma
(M) Cortical adenocarcinoma
Nervous System
Cerebrum:
Glioma
Malignant reticulosis
Cerebel lum:
Brain stem:
Spinal cord?cervical :
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Spinal cord (thoracic) :
Spinal cord (lumbar) :
Sciatic nerve:
Musculo-Skeletal System

Bone (sternum) :
Bone (femur) :

(B) Osteochondroma
BOne[vertebra)=
Bone (others) :

(M) Osteosarcoma
Tibio-femoral joint:
Skeletal muscle (m triceps surae):

Sense Organs
Eye:
Harderian gland:
Ear:
(M) Zymbal’s gland carcinoma
Integumentary System
kin:
(B) Papilloma
§§ Keratoacanthoma
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(B) Lipoma
Squamous cell carcinoma
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( N=): Number of animals examined microscopically at the site.
Malignancy:  (B). benign neoplasm: (M). malignant neoplasm
*: Significantly different from the control at 5 % level of probability
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Table 25 - 12 Histopathology — Incidence of microscopic neoplastic lesions

in male rats (Main group)
Killed in extremis or found dead

Dose (ppm) 0 3000 10000 30000
Site & Lesion

No. of animals examined 32 30 32 21

Integumentary System {cont. )

Skin {cont. ) : (N=)(32) (3) (3) ( 21)
Liposarcoma 1 0 0 0
Hemangiosarcoma 0 0 1 0

(M) Malignant hemangiopericytoma 0 0 0 1
(M) Osteosarcoma 0 1 0 1
(M) Histiocytic sarcoma 0 0 1 0
Memmary gland: (N=)(C2) C2) (1) (1)
(B) Adenoma 1 0 0 0
Fibroadenoma 1 1 1 0
Adenocarcinoma 0 0 0 1
Body Cavities
Thoraeic cavity: (N=)C0) (o) (1) (o)
(M) Malignant mesothelioma - - 1 -
Abdominal cavity: (N=)( 1) (4) (3)( 1)
(M) Malignant schwannoma 0 0 1 0
M) Malignant mesothelioma 0 1 0 0
No. of benign neoplasms 45 42 26 39
No. of malignant neoplasms 8 7 12 6
No. of benign & malignant neoplasms 53 49 38 45
No. of animals with benign neoplasu (s) 26 28 18 20
No. of animals with malignant neoplasm(s) 8 7 12 4
No. of animals with neoplasm(s) 30 28 24 20

( N=): Number of animals examined microscopically at the site.
Malignancy:  (B). benign neoplasm: M. malignant neoplasm
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Table 25 - 13 Histopathology - Incidence of microscopic neoplastic lesions
in male rats (Main and satellite groups)
All animals examined
Dose (ppm) 0 3000 10000 30000
Site & Lesion

No. of animals examined 7§ 75 80 78

General Organs

Urinary System

Kidney:
(B) Adenoma

(N=)(76) (75) (80)

0

0

0

(M) Systemic histioeytic sarcoma 0 0 1 0
Systemic malignant fibrous
histiocytoma 2 0 0 0
Cardiovascular System
Heart: (N=)(76) (75) (80) ( 78 )
(B) Schwannoma 0 1 1 1
Aorta: (N=)(76) (75) (80) ( 78 )
Hematopoietic & Lymphatic System
General: (N=)(76) (75) (80) (78)
(M) Myelogenic leukemia 1 0 0 0
(M) Malignant |ymphoma 0 2 1 0
Mononuclear cell leukemia 0 1 0 0
Bone marrow (femur) : (N=)(76) (75) 2 79) (78 ;
Bone marrow (sternum) : (N=)(76) (75) (80 ) (78
Bone marrow (vertebra) : ( N= )% 76 } % 75) (80 ; ( ?8;
Thymus: (N=) (76 74) (8 ) (78
Lymph nodes (cervical) : (N=)(76) (74) (78 ; (78)
Lymph nodes (mesenteric) : (N=)(76) (75) (80) ( 78 )
Spleen: (N=)(76) (75 ) (80) ( 78 )
(M) Histioeytic sarcoma 0 1 0 0
Respiratory System
Nasal cavity: ( N= }( 0) (2) (0) ( 3)
Trachea: (N=)(76) (75) (80) (78)
Lung: (N=)(76) (75) (80) ( 78 )
(B) Adenoma 2 3 1 3
Squamous cell carcinoma 0 0 1 0
Adenocarcinoma 0 0 0 1
Digestive System
Submaxillary gland: (N=)(76) (74 ) (78) ( 78 )
Sublingular gland: (N=)(76) (74) (78 ) (78)
Esophagus: , % N= ;f 76 } E 75 } E 80 ; { ?8;
Stomach (non-glandular portion) : N= 76 75 80 78
Stomach (glandular portion) : (N=)(76) (75) (80 ) (78)
(M) Leiomyosarcoma 0 0 1 0
Small intestine: (N=)(786) (75) (80 ) (78)
(B) Leiomyoma 0 0 0 1
M) Adenocarcinoma 0 0 1 0
(M) Malignant schwannoma 0 1 0 0
Large intestine: (N=)(76) (75) } 80 ) { 78 )
Liver: (N=)(76) (75) (80) 78 )
Hepatocellular adenoma 1 0 2 1
Hepatocellular carcinoma 0 1 2 1
Pancreas: : (N=)(78) (75) (80 ) (78)
(B) Acinar cell adenoma 0 1 1 2
(B) Islet cell adenoma 4 1 1 1
(M) Islet cell carcinoma 0 0 1 0

—
-3
- Qo
—

( N=): Number of ani
Malignancy: (B).

malignant neoplasm

mals examined microscopically at the site.
benign neoplasm: (M),
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Table 25 - 14 Histopathology — Incidence of microscopic neoplastic lesions

in male rats (Main and satellite groups)

All animals examin

ed

Dose
Site & Lesion

(ppm) 0 3000 10000 30000

No. of animals

examined 76 75 80 78

Urinary System {cont. )
Kidney {cont. } :
) Lipoma
Urinary bladder:
Genital System
Testis:
(B) Interstitial cell tumor
Epididymis:
Seminal vesicle:
Coagulating gland:
(B) Adenoma
Prostate:
Penis:
Endoerine System
Pituitary:
(B) Anterior adenoma
(B) Adenoma in intermediate

< Mass not in section >

Thyroid:
(B) Follicular adenoma
(B) C-cell adenoma

(M) Follicular adenocarcinoma

M) C-cell carcinoma
Parathyroid:
Adrenal :
(B) Cortical adenoma
(B) Pheochromocytoma

Cortical adenocarcinoma
Nervous System

Cerebrum:
(B) Glioma
(M) Malignant reticulosis
Cerebel lum:
(B) Granular cell tumor
Brain stem:
Spinal cord (cervical) :
Spinal cordéthoracic):
Spinal cord (lumbar) :
Sciatic nerve:
Musculo-Skeletal System
Bone (sternum)
Bone (femur) :
) Osteochondroma
Bone (vertebra) :
Bone (others) :
Osteosarcoma
Tibio-femoral joint:
Skeletal muscle (w triceps sura
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Table 25 - 15 Histopathology - Incidence of microscopic neoplastic lesions
in male rats (Main and satellite groups)
All animals examined
Dose (ppm) 0 3000 10000 30000
Site & Lesion

No. of animals examined 76 75 80 78

Sense Organs

Eye: (N=)(76) (74) (78) (78 )
(B) Schwannoma 1 0 0 0
Harderian gland: (N=)(76) (74) (78 ) (78)
Ear: (N=)(C0) (1) (1) (o0)
(M) Zymbal's gland carcinoma = 0 1 -
Auricle: (N=)(3) (1) (0) ¢ 2)
(B) Papilloma 1 0 - 0
(M) Malignant schwannoma 0 0 = 1
Integumentary System
Skin: (N=)(78) (75) (80) (78)
g? Papilloma 2 5 3 0
) Keratoacanthoma 4 3 0 7
gg Trichoepithelioma 0 1 0 0
Sebaceous gland adenoma 0 1 0 0
(B) Basal cell adenoma 0 0 0 3
G% Fibroma 4 4 4 5
(B) Lipoma 4 2 2 1
(M) Squamous cell carcinoma 0 0 1 1
(M) Basal cell carcinoma 0 0 0 1
(M) Fibrosarcoma 0 1 1 0
(M) Liposarcoma 1 0 0 0
(M) Hemangiosarcoma 0 0 1 0
(M) Malignant hemangiopericytoma 0 0 0 1
(M) Osteosarcoma 0 1 0 1
(M) Malignant schwannoma 0 0 0 1
(M) Histioeytic sarcoma 0 0 1 0
Mammary gland: (N=)(C 4) (5) (2) ( 2)
) Adenoma 1 0 0 0
(B) Fibroadenoma 2 3 1 0
Adenocarcinoma 0 0 1 2
Body Cavities
Thoracic cavity: (N=)(C0) (0) (1) ( 0)
Malignant mesothelioma = - 1 -
Abdominal cavity: (N=)( 1) ( 5) ( 4) ( 2}
(M) Malignant schwannoma 0 0 1 0
(M) Malignant mesothelioma 0 1 0 0
No. of benign neoplasms 92 91 64 92
No. of malignant neoplasms 8 9 19 11
No. of benign & malignant neoplasms 100 100 83 103
No. of animals with benign neoplasm (s) 51 54 43 51
No. of animals with malignant neoplasm (s) 8 9 19 9
No. of animals with neoplasm (s) 55 54 52 51

( N=): Number of animals examined microscopically at the site
Malignanecy: (B). benign neoplasm: (M), malignant neoplasm
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Table 26 - 1 Histopathology — Incidence of microscopic neoplastic lesions
in female rats (Satellite group)

Interim kill after 26 weeks of treatment

Dose

(ppm) 0
10

3000 10000 30000
10

Site & Lesion

No. of animals examined 10 10

Cardiovascular System

Heart:
Aorta:

Hematopoietic & Lymphatic System

Bone narr0wffemur)=
Bone marrow (sternum) :
Bone marrow (vertebra) :
Thymus :
Lymph nodes
Lymph nodes
Spleen:

cervical) :
mesenterie) :

Respiratory System

Trachea:
Lung:

Digestive System

Submaxillary gland:

Sublingular gland:

Esophagus:

Stomach (non-glandular portion) :
Stomach (glandular portion) :
Small intestine:

Large intestine:

Liver:

Pancreas:

Urinary System

Kidney:
Urinary bladder:

Genital System

Ovary:
Uterus:

(B) Polyp/endometrial stromal p
Vagina:

Endocrine System

Pituitary:
(B) Anterior adenoma
Thyroid:
Parathyroid:
Adrenal:

Nervous System

Cerebrum:

Cerebel lun:

Brain stem:

Spinal cord(cervical) :
Spinal cord (thoracie) :
Spinal cord (lumbar) :
Sciatic nerve:

Musculo-Skeletal System

Bone (sternum) :
Bone (femur) :
Bone (vertebra) :
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Table 26 - 2 Histopathology - Incidence of mieroscopic neoplastic lesions

in female rats (Satellite group)
Interim kill after 26 weeks of treatment

Dose (ppm) 0 3000 10000 30000
No. of animals examined 10 10 10 10

Site & Lesion

Musculo-Skeletal System {cont. )

Bone (vertebra) {cont. ) : ( N= 10 10 10 10
Tibio-femoral joint: ( N= 10 10 10 10
Skeletal muscle (m triceps surae): ( N= 10 10 10 10
Sense Orgens

Eye: % N= }} 10 } { 10 ; ? 10 } } 10
Harderian gland: N= 10 10 10 10

Integumentary System
kin: ( N= g} 10 g é 10 } f 10 } f 10
Mammary gland: ( N= 10 10 9 10
No. of benign neoplasms 2 0 0 0
No. of malignant neoplasms 0 0 0 0
No. of benign & malignant neoplasms 2 0 0
No. of animals with benign neoplasm(s) 2 0 0 0
No. of animals with malignant neoplasm(s) 0 0 0 0
No. of animals with neoplasm(s) 2 0 0 0

( N=): Number of animals examined microscopically at the site.
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Table 26 - 3 Histopathology — Incidence of microscopic neoplastic lesions
in female rats (Satellite group)

Interim kill after 52 weeks of treatment

Dose

(ppm) 0
10

3000 10000 30000
10 10 10

Site & Lesion

No. of animals examined

Cardiovascular System
Heart:
Aorta:

Hematopoietic & Lymphatic System

Bone marrow (femur) :

Bone marrow (sternum) :
Bone marrow (vertebra) :
Thymus:

Lymph nodes (cervical) :
Lymph nodes (mesenteric) :
Spleen:

Respiratory System
Trachea:

Lung:

Digestive System
Submaxillary gland:
Sublingular gland:
Esophagus:

Stomach (non-glandular portion)
Stomach (glandular portion) :

Small intestine:
Large intestine:
Liver:
Pancreas:
Urinary System
Kidney:
Urinary bladder:
Genital System
Ovary:
Uterus:
(B) Polyp/endometria
Vagina:
(B) Polyp
Endocrine System
Pituitary:
(B) Anterior adenoma
Thyroid:
Parathyroid:
Adrenal:
Nervous System
Cerebrum:
Cerebel lum:
Brain stem:
Spinal cord cervical}:
Spinal cord (thoracic
Spinal cord (lumbar) :
Seiatic nerve:
Musculo-Skeletal System
Bone (sternum) :
Bone (femur) :
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Table 26 - 4 Histopathology — Incidence of microscopic neoplastic lesions

in female rats (Satellite group)
Interim kill after 52 weeks of treatment

Dose (ppm) 0 3000 10000 30000
No. of animals examined 10 10 10 10

Site & Lesion

Musculo-Skeletal System {cont. )

Bone (femur) {cont. ) : (N=)(10) (10) (10) ( 10 )
) Osteochondroma 0 0 0 1
Bone (vertebra) : N= } 10 10 10 10
Tibio-femoral joint: N= 10 10 10 10
Skeletal muscle (u triceps surae) : (N=) (10 10 10 10
Sense Organs
Eye: N= } § 10 } E 10 } i 10 } E 10 ;
Harderian gland: N= 10 10 10 10
Integumentary System
kin: (N=)(10) (10) (10) (10)
Mammary gland: (N=)(10) (10) (10) (10)
(B) Fibroadenoma 1 0 1 0
No. of benign neoplasms 2 2 6 3
No. of malignant neoplasms 0 0 0 0
No. of benign & malignant neoplasms 2 2 6 3
No. of animals with benign neoplasnm(s) 2 2 4 2
No. of animals with malignant neoplasm (s) 0 0 0 0
No. of animals with neoplasm (s) 2 2 4 2

( N=): Number of animals examined microscopically at the site.
Malignancy:  (B). benign neoplasm,

232
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Table 26 - 5 Histopathology — Incidence of microscopic neoplastic lesions

in female rats (Satellite group)
Interim kill after 78 weeks of treatment

Dose (ppm) 0 3000 10000 30000
Site & Lesion
No. of animals examined 8 9 8 8
Cardiovascular System
Heart: (N=)( 8) (9) ( 8) 5 8)
Aorta: (N=)( 8) (9) ( 8) 8)
Hematopoietic & Lymphatic System
Bone marrow (femur) : (N=)( 8) (1 9) ( 8) ( 8)
Bone marrow (sternum) : ( N= %( 8 ; f 9 } (8 g ( 8)
Bone marrow (vertebra) : (N=)( 8 9) ( 8) ( 8)
Thymus: N= 8 ; 9 } } 8 8
Lymph nodes (cervical) : N= 8 9 8 8
Lymph nodes (mesenteric) : N= 8 } 9 } é 8 8
Spleen: N= 8 9 8 8
RESpir%tOrﬁ System . g{ 5 g f ; ; E g g E 5 }
rachea: =
Lung: N= 8 9 8 8
DigestivegSystem
Submaxillary gland: E N=)( 8 ; E 9 } 8 i 8)
Sublingular gland: N= 8 9 8 8
Esophagus: N= 8 } 9 } 8 } 8
Stomach (non-glandular portion) : N= 8 9 8 8
Stomach (glandular portion) : (N=)( 8) (9) ( 8) z 8)
Small intestine: (N=)( 8) (9) ( 8) 8 )
karge intestine: gﬁ-g{ 3} f g} % g; é g;
lver: -
Panereas: (N=)( 8) (9) ( 8) ( 8)
Urinar§ gystem " : ; g ;
idney: -
Urinary bladder: E N= ;5 8 ; E 9 } { 8 } { 8 }
Genitaé System (N)(8) (9) (8 ) (8]
vary: -
Uterus: (N=)( 8) (9) (8) (8 )
(M) Adenocarcinoma 0 1 0 0
Vagina: (N=)( 8) (9) (8) (8)
(B) Polyp 0 0 0 1
Endocrine System
Pituitary: (N=)(8) (9) (8) ( 8)
(B) Anterior adenoma 6 5 4 7
Thyroid: (N=)( 8) (9) (8)(8)
(B) C-cell adenoma 0 0 1 2
Parathyroid: ( N= )f 8 g } 9 ; E 8 ; ( 8}
Adrenal: (N=)( 8 9 8) ( 8
Nervoué System
erebrum: N= 8 9 8 8
Cerebel lum: { N= ; { 8 g { 9 } 5 8 } ? 8 ;
Brain stem: { N= ; } 8 } { 9 } { 8 } { 8 }
Spinal cord (cervical) : N= 8 9 8 8
Spinal cord{thoracic)= (N=)( 8) E 9) ( 8) { 8%
Spinal cord (lumbar) : (N=)( 8) 9) ( 8) 8
Sciatic nerve: (N=)( 8) (9) (8) ( 8)

(N=): Number of animals examined microscopically at the site,
Malignancy:  (B). benign neoplasm: M. malignant neoplasm.
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Table 26 - 6 Histopathology — Incidence of microscopic neoplastic lesions
in female rats (Satellite group)

Interim kill after 78 weeks of treatment

Dose (ppm) 0 3000 10000 30000

No. of animals examined 8 9 8 8

Site & Lesion

Musculo-Skeletal System

Bonefsternum): E N= )} 8 } E 9 } f 8 } 5 8)
Bone (femur) : N=)( 8 9 8 8)
Bone (vertebra) : (N=)( 8) (9) (8) (8)
Tibio-femoral joint: (N=)( 8) ( 9) (8) (8)
Skeletal muscle (n triceps surae): ( N- ) 8) (9) (8) (8)
Sense grgans . ] 4 :
ye: = 8
Harderian gland: } N= {E 8 } E ) } } 8 { { 8]
Auricle: (N=)(C0) (o) (1) (o)
(B) Papilloma - - 1 &
Integumentary System
kin: © (N=)(8) (9) (8)(8)
(B) Lipoma 0 1 0 0
Mammary gland: (N=)( 8) (9) (38 ) ( 8)
Adenoma 0 1 1 0
Fibroadenoma 1 3 2 0
Adenocarcinoma 1 1 0 0
No. of benign neoplasms 7 10 9 10
No. of malignant neoplasms 1 2 0 0
No. of benign & malignant neoplasms 12 9 10
No. of animals with benign neoplasm(s) 7 5 4 8
No. of animals with malignant neoplasm(s) 1 2 0 0
No. of animals with neoplasm(s) 7 6 4 8

( N=): Number of animals examined microscopically at the site.
Malignancy:  (B). benign neoplasm: (M), malignant neoplasm
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Histopathology — Incidence of microscopic neoplastic lesions

in female rats (Main group)
Terminal kill after 104 weeks of treatment

Dose
Site & Lesion

(ppm) 0

3000 10000 30000

No. of animals examined 15 19 16 14

Cardiovascular System
Heart:
Aorta:
Hematopoietie & Lymphatic System
Bone marrow (femur) :
Bone marrow (sternum) :
Bone marrow (vertebra) :
Thymus
Lymph nodes (cervical) :
Lymph nodes (mesenteric) :
Spleen:
Respiratory System
Trachea:
Lung:
Digestive System
Submaxillary gland:
Sublingular gland:
Esophagus:
Stomach (non-glandular portion) :
Stomach (glandular portion) :
Small intestine:
) Leiomyoma
Large intestine:
(M) Malignant histiocytoma
Liver:
(B) Hepatocellular adenoma
Pancreas:
(B) Islet cell adenoma
Urinary System
Kidney:
(B) Lipoma
Urinary bladder:
Genital System
Ovary:
}g Granulosa cell tumor
Luteoma
Uterus:

(B) Polyp/endometrial stromal polyp

Granular cell tumor
Adenocarcinoma
Vagina:
Endocrine System
Pituitary:
(B) Anterior adenoma
Anterior adenocarcinoma
Thyroid:
(B) Follicular adenoma
(B) C-cell adenoma
Parathyroid:
Adrenal:

) () 1) )
(N=)(15)(19)(16)(14)
N: 15 19 i 16 % 14
N 15 19 16 14
N: 15 19 16 14
L] () L
) () g
I (1 1) )
PRI IRE
L] (8 ) )
0 0 1 0
(N“)(15)(19)(15)(14)
1 0 0 0
(N")(15)(1911)(lg)(13)
(N”)(IS)(19)(16)(14)
1 0 0
(N=)(15)(19)(13)(14)
, 0 1 0 0
(N=)(15) (19) (16) (14)

(X=)(15) (19) (Ig) (14)
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( N=): Number of animals examined microscopically at the site.

Malignancy:  (B). benign neoplasm:
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in female rats (Main group)

Terminal kill after 104 weeks of treatment
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Histopathology — Incidence of microscopic neoplastic lesions

Dose
Site & Lesion

(ppm) 0

3000 10000 30000

No. of animals examined

15 19

16

14

Endoerine System {cont. )

Adrenal {cont. ) : (N=)(15) (19) (16) (14)
(B) Cortical adenoma 0 0 1 0
(B) Pheochromocytoma 1 0 2 1
Nervous System
Cerebrum: (N=)(15) (19) (16) (14)
(M) Malignant reticulosis 0 1 0 0
Cerebel lum: E N= } { 15 } E 19 ; f 16 ; f 14 }
Brain stem: N= 15 19 16 14
Spinal cordfcervicalg= 5 N= if 15 } { 19 ; f 16 } { 14}
Spinal cord (thoracic) : N= 15 19 16 14
Spinal cord (lumbar) : (N=)(15) { 19) % 16 ) E ]4%
Seiatic nerve: (N=)(15) (19) (16) (14
Musculo-Skeletal System
Bone (sternum) : E N= ; E 15 ; g 19 ; 2 16 } E 14 }
Bone (femur) : N=)(15 19 16 14
Bone (vertebra) : (N=)(15) (19) (16) (14)
(B) Chordoma 1 0 0 0
Bone (others) : (M=) 4) (1) (0) (1)
(B) Osteochondroma 2 0 - 1
Tibio-femoral joint: (N=)(15) (19) (16) (14)
Skeletal musele (m triceps surae): (N=) (15 ) (19) (18) (14)
Sense Organs " : - ; }
Eye: = 1 1 14
Harderian gland: 5 N= g[ 15 } E 19) E 16 ; E 14 )
Ear: (N=)(C0) (1) (0) (1)
Integumentary System
Skin: (N=)(15) (19) (16) (14 )
(B) Papilloma 0 0 1 0
) Fibroma 2 2 0 1
Lipoma 2 ] 1 0
Mammary gland: (N=)(15) (19) (16) (14 )
Adenoma 0 1 0 0
Fibroadenoma 10 13 12 10
Adenocarcinoma 2 2 5 1
Body Cavities
Abdominal cavity: (N=)( 1) (0) (1) ( 0)
Lipoma 0 = 1 -
Malignant schwannoma 1 = 0 -
No. of benign neoplasms 38 45 36 29
No. of malignant neoplasms 6 3 5 1
No. of benign & malignant neoplasms 44 48 41 30
No. of animals with benign neoplasm (s) 15 19 15 14
No. of animals with malignant neoplasm (s) 4 3 5 1
No. of animals with neoplasm(s) 15 19 15 14

( N=): Number of animals ex
Malignaney: (B).

benign neoplasm:

amined microscopically at the site
M. malignant neoplasm
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Table 26 - 9

(IET 94-0150)
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in female rats (Main group)
Killed in extremis or found dead

Histopathology - Incidence of microscopic neoplastic lesions

Dose
Site & Lesion

(ppm) 0

3000 10000 30000

No. of animals examined 35 31 34 36
General Organs
(M) Systemic histiocytic sarcoma 1 0 0 0
Cardiovascular System
Heart: (N=)(35) (31) (34) ( 36)
(B) Schwannoma 0 0 0 1
Aorta: (N=)(35) (31) (34) (36 )
Hematopoietic & Lymphatic System
General : (N=)(35) (31) (34) (36)
(M) Malignant lymphoma 1 1 1 2
Bone marrow (femur) : { N= j 5 35 } E 31 g g 34 ; { 36 }
Bone marrow (sternum) : = 35 31 34 36
Bone marrow (vertebra) : ¥= g gg ; { g% ; { gi } { gg%
Thymus: =
Lymph nodes{cervical)= N= } 35 } 5 31 } { 32 } f 36}
Lymph nodes (uesenteric) : N=) (35 31 34 36
Spleen: (N=)(35) (30) (34) (36 )
Respiratory System
Nasal cavity: (N=)(2) (o) (3 ) (1)
Squamous cell carcinoma 1 = 0 0
Trachea: § N=) (35 ; 5 31 ; { 34) f 36 )
Lung: N=) (35 31 34) (36)
Digestive System
Submaxillary gland: (N=)(35) f 31) (32) (36)
Sublingular gland: (N= }( 35) (31) (32) (36)
Esophagus: (N=)(35) (31) (34) ( 36)
Stomach (non—glandular portion) : (N=) (35 ; (30) (34) (36)
Stomach (glandular portion) : (N=) (35 30 34) (36)
Small intestine: { N=) ( 85 } 31 34 } 36 ;
Large intestine: N= 35 31 34 36
Liver: (N-)(35) (31) (34) 36 )
Pancreas: (N=)(35) (31) (34) ( 36)
(B) Islet cell adenoma 2 1 1 1
Islet cell carcinoma 0 1 0 0
Urinary‘System
Kidney: (N=)(35) (31) (34) (386 )
M) Trensitional cell careinoma 1 0 0 0
Urinary bladder: (N=)(35) (381) (34) (36)
(B) Papilloma 0 1 0 0
Genital System
Ovary: ( N=) (35 ; (31) (34 ; E 36}
Uterus: (N=)(35) (31) (34 36
gﬂ Polyp/endometrial stromal polyp 1 4 0 2
Malignant schwannoma 0 0 0 1
< Mass not in section > 1 0 0 0
Vagina: (N=)(35) (81) (34) (36)
gg Polyp 1 0 0 0
Leiomyosarcoma 0 0 0 1
Clitoral gland: (N=)( 1) (0) (0) (0)
1 - - -

Squamous cell earcinoma

( N=): Number of animals examined microscopically at the site

Malignancy:  (B). benign neoplasm:

!
()
~1

M. malignant neoplasm
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Table 26 - 10

Histopathology - Incidence of microseopic neoplastic lesions

Killed in extremi

in female rats (Main group)
s or found dead

Dose (ppm) 0 3000 10000 30000
Site & Lesion
No. of animals examined 35 31 34 36
Endocrine $ystem
Pituitary: _ (N=)(35) (31) (33) ( 36 )
(B) Anterior adenoma 34 29 28 31
Thyroid: (N=) (85 ) (31) (32 ) (36)
gg Eoll{?ulzr adenoma g g g ?
e = 3 adenoma
Parathyroid: (N=)(33) (31 ) (32) (36)
Adrenal: (N=)(35) (31) (34) (36)
(B) Cortical adenoma 0 1 0 0
Gangl ioneuroma 0 1 0 0
Pheochromocytoma 1 0 0 0
Nervous System
Cerebrum: (N=)(35) (31) (33) ( 36 )
Meningioma 0 1 0 0
Malignant reticulosis 1 0 0 0
Cerebel lum: (N=)(35) (31) (33) ( 36 )
(B) Granular cell tumor 0 0 1 0
Brain stem: (N=)(35) (381) (33) ( 36 )
Spinal cord (cervical): ( N= ;E 35 ; (31 } f 34 ; f 38}
Spinal cord (thoracic) : (N=)(35) (31 34 36
Spinal cord (lumbar) : { N= }% 35 } 5 31 } E 34 ; E 36}
Sciatic nerve: N= 35 31 3 36
Musculo-Skeletal System
Bone (sternum) : (N=)(35) (31) (34) E 36 %
Bone (femur) : (N=)(35) (31) (34) (36
Bone€vertebra)= % N= ] g 35 } { 31 } { 34 ; { 36 }
Bone (others) : N= 2 2 2 4
(B) Osteochondroma 0 0 0 2
Tibio—femoral joint: (N=)(385) (31) (34) (36)
gkelatal muscle (m triceps surae): ( N=) ( 35 ) (31) (34) (36)
Sense Organs
Eye: (N=) g 35) { 31) (32) { 36 )
Harderian gland: ( ﬁ- ) Sg ) 3% ) | 3? ) 3g]
Ear: =
i I (IR REIRET RS
(B) Fibroma 1 0 0 0
Integumentary System
Skin: (N=)(35) (31) (34) (36 )
% Papilloma 0 1 0 0
Keratoacanthoma 0 0 0 1
Fibroma 2 1 2 3
Lipoma 2 0 2 0
< Mass not in section > 0 0 3 0
Hammary gland: (N=)(35) (31) (34) ( 36 )
g} Adenoma 1 0 0 0
Fibroadenoma 13 14 12 20
(M) Adenocarcinoma 8 5 6 7

( N=): Number of animals examined microscopically at the site.

Malignancy:  (B). benign neoplasm:

. malignant neoplasm.
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Table 26 - 11 Histopathology — Incidence of microscopic neoplastic lesions
in female rats (Main group)
Killed in extremis or found dead
Dose (ppm) 0 3000 10000 30000

Site & Lesion

No. of animals examined 35 31 34 36

No. of benign neoplasms 61 59 51 62
No. of malignant neoplasms 14 7 7 11
No. of benign & malignant neoplasms 75 66 58 73
No. of animals with benign neoplasm (s) 34 29 31 35
No. of animals with malignant neoplasm (s) 12 7 7 11
No. of animals with neoplasm(s) 34 31 31 36
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Table 26 - 12 Histopathology - Incidence of microscopic neoplastic lesions
in female rats (Main and satellite groups)
All animals examined
Dose (ppm) 0 3000 10000 30000
Site & Lesion

No. of animals examined 78 79 78 78

General Organs

(M) Systemic histiocytic sarcoma 1 0 0 0
Cardiovascular System (V) (78) (78) (78) (78]
Heart: = 78 79 8
(B) Schwannoma TRY g ) ¢ g w 0 ) ( 1 )
Aorta: - 7 7 78 78
Hematopoietic & Lymphatic System
General: (N=)(78) (79) (78) (78)
(M) Malignant lymphoma 1 1 1 2
Bone marrow (femur) : N=) (78 79 } 78 78
Bone marrow (sternum) : N= 78 79 78 78
Bone marrow (vertebra) : §= ;g ;g ;g ;g
Thymus: =
Lymph nodes$GErVica|)= 7 } N= ; 78 ; f 79 ; } 76 } E 78
Lymph nodes (mesenteric) : N=)(78 79 78 78
_ Spleen: (N=-)(78) (78) (78) (78
Respiratory System
Nasal cavity: (N=)C2) C0) (3) (1)
(M) Squamous cell carcinoma 1 B 0 0
) ) ) )
Lung: =
Digestive System
Submaxillary gland: (N=)(78) (79) (76) ( 78)
gublingular gland: E ﬁ“ }g ;g } E ;g ; E ;g g ( gg %
sophagus: -
Stomach (non-glandular portion) : (N=)(78) (78) (78) } 78 )
Stomach (glandular portion) : (N=)(78) (78) (78) (78 )
Small intestine: (N=)(78) (79) (78) ( 78 )
) Leiomyoma 0 0 1 0
Large intestine: (N=)(78) (79) (78) (78)
(M) Malignant histiocytoma (F) ?1 ) 73 ) ¢ 72 ' 73)
Liver: = 8
(B) Hepatocellular adenoma 1 1 0 0
Pancreas: (N=)(78) (79) (78) ( 78 )
(B) Islet cell adenoma 3 2 1 1
(M) TIslet cell carcinoma 0 1 0 0
Urinary‘System
Kldne(g;L_ (N=)(7g) (7513) (73) (73)
ipoma
Transitional cell earcinoma 1 0 0 0
Urinary bladder: (N=)(78) (79) (78) (78)
(B) Papilloma 0 1 0 0
Genital System
Ovary: (N=)(78) (79 ) (78) ( 78)
gﬂ granulosa cell tumor é g ? g
uteoma
Uterus: (N=)(78) (79 ) (78) ( 78 )
(B) Polyp/endometrial stromal polyp 5 8 2 5
Granular cell tumor 1 0 0 0
(M) Adenocarcinoma 1 1 0 0

(N=): Number of animals examined microscopically at the site
Malignancy:  (B). benign neoplasm: M. malignant neoplasm
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Table 26 - 13 Histopathology ~ Incidence of microscopic neoplastic lesions

in female rats (Main and satellite groups)
All animals examined

Dose
Site & Lesion

(ppm) 0

3000 10000 30000

No. of animals examined 78

79

78

78

Genital System {cont. )
Uterus cont. ) :
M) Malignant schwannoma

< Mass not in section >

Vagina:
Polyp
Leiomyosarcoma
Clitoral gland:

Squamous cell carcinoma

Endocrine System
Pituitary:
(B) Anterior adenoma

Thyroid:
(B) Follicular adenoma
(B) C-cell adenoma
Parathyroid:
Adrenal:
&? Cortical adenoma

Anterior adenocarcinoma

Ganglioneuroma
Pheochromoeytoma
Nervous System
Cerebrum:
Meningioma
Malignant reticulosis
Cerebel lum:
(B) Granular cell tumor
Brain stem:
Spinal cord (cervical) :
Spinal cord (thoracic) :
Spinal cord (lumbar) :
Sciatic nerves
Musculo-Skeletal System
Bone (sternum) :
Bone (femur) :
(B) Osteochondroma
Bone (vertebra) :
(B) Chordoma
Bone (others) :
(B) Osteochondroma
Tibio-femoral joint:

Skeletal muscle (w triceps surae) :

Sense Organs
Eye:
Harderian gland:
Ear:
Auricle:
(B) Papilloma
Fibroma

(N=) (7

o]
—

(=)

—

(N=)( 1)

bt ek D b QO bk O

—
=
]
—
—
o -3
—

(N=) (7

CO 0 o © 00— W CO
—

= =
[
e
—_—
~5 -~

oo nNDNo o
——

—_
=
[
—
—
-3
St

=
nou [
-3

PN P P — —
= z?zzz
NN~ =3
©O 00 CO 000 © OO = ©
e S N e St N S SN S S N e N S

It

—_—

[

=
]
e e T e e e
-~ -~ 2
o N Ne We

=
¥ FF|F
~3 =3

N SN — I~ — — — — —
===
TR
-~ -3
HOWW®® 00N D

[

—_
-3

)

—_— —
-3
loocowo ow

—_—~
~N -3

w O == oW =3

—_—
-3
~—

-3
LWL O D
e e s —

e e B o B B

OO WoWwWo W

~~a ~3~3

COoO-HMNWWw

=~
OO o

—_—
-~

oo
—

~3

00 00 CO 0O =3 —

3~ =~3-~3~3
N N et Nt et et vt — e et

~N =~ ~3=3 ~ =3
oo o

~3
S 3D

-~~~
— OO 0000 W
g

—_
~3
>3

S

CO Co oo O
R S L - A

N N3 =3
N e e e N S S e N e

oo COWWLO 00—

N 33

e N T T S
-3

CcCowwe

( N=): Number of animals examined microscopically at the site,
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Table 26 - 14 Histopathology — Incidence of microscopic neoplastic lesions

in female rats (Main and satellite groups)
All animals examined

Dose (ppm) 0 3000 10000 30000
No. of animals examined 78 79 78 78

Site & Lesion

Integumentary System

Skin: (N=)(78) (79) (78) (78)
(B) Papilloma 0 1 1 0
) Keratoacanthoma 0 0 0 1
Fibroma 4 3 2 4
Lipoma 4 1 3 0
< Mass not in section > 0 0 3 0
Mammary gland: (N=)(78) (79) (77) ( 78 )
Adenoma 1 2 1 0
Fibroadenoma 25 30 27 30
Adenocarcinoma 11 8 11 8
Body Cavities
Abdominal cavity: (N=)C 1) (2) (1) ¢ 0)
Lipoma 0 0 1 =
Malignant schwannoma 1 0 0 -
No. of benign neoplasms 110 116 102 104
No. of malignant neoplasms 21 12 12 12
No. of benign & malignant neoplasms 131 128 114 116
No. of animals with benign neoplasm(s) 60 55 54 59
No. of animals with malignant neoplasm (s) 17 12 12 12
No. of animals with neoplasm (s) 60 58 54 60

( N=): Number of animals examined microscopically at the site
Malignancy:  (B). benign neoplasm: M. malignant neoplasm
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Table 17 C

A Chronic Feeding Study
of Glyphosate (ROUNDUP® Technical) in Mice
Pathology Report

Summary-Incidence of Neoplastic Findings - Male Mice
Total - Male Mice
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TABLE 15

Glyphosate
104 Meek Dietary Carcinegenicity Study in Mice
Incidence of Histological Findings : Males and Females

INCIDENCE OF LESIONS (HUMERIC)

MALES FEMALES
FIMNDINGS TREATMENT {Grp 1 lGrp 2 |Grp 3 |Grp &4 |Grp 1 |Grp 2 |Grp 3 |Grp &
c 100 300 1000 0 100 300 1000

mg/kg |mg/kg |mg/kg jmg/kg mg/kg jmg/kg |[mg/kg jmg/kg
fday |/sday |/day |/day |fday |/day |/day |/day

GENERALISED CONDITION: (113} (5} (4) () (5} (1) (3 (7N
Amyloidosis 6 1 1 7 3 7 1 5
ABDOMEN: (h (2) (H gD
Haemorrhage(s) 0 1 0 ]
Inflammation/fat necrosis 1 1 1 1

ACCESSORY SEX GLAND(S): (1) (1) {1)

PREPUTIAL GLAKD: purulent 1 1 1
inflammation/abscess(es)

ADRENALS: (50} (23) 21 (48) (50) (32) (24) | (50)

No abnormality detected 14 13 8 25* 4 1 4 6
Unilateral PHAEOCHROMOCYTOMA [M] 0 1 0 0 0 0 0 0
Unilateral subcapsular CORTICAL CARCINOMA o 1 0 0 0 1 0 0
(K]
Unilateral PHAEOCKROMOCYTOMA [B] 0 o 0 1 o 0 0 4]
Unilateral CORTICAL ADENOMA [B] ] 0 0 o 0 0 0 0
Unilateral subcapsular CORTICAL ADENOMA 0 1 2 0 1 0 H 0
81

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** P<Q,01, *** p<0, 001
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TABLE 15 (continued)

INCIDENCE OF LES{ONS (NUMER!IC}

MALES FEMALES
FINDINGS TREATHENT [Grp 1 |Grp 2 |Grp 3 [Grp & |[Grp 1 {Grp 2 [Grp 3 |Grp 4
o 100 300 1000 |0 100 300 1000
mg/kg Img/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mgskg
/day |/day |/day |/day |/sday |/day |/day |/day
ADRENALS: (50) {23) (21 (48) {50) {32) (24) {50)
Subcapsular hyperplasia 19 5 4 14 40 2% 18 40
(Associnted) subcapsular hyperplasia 0 1 1 0 1 0 0 0
Unilateral medullary hyperplasia 1 1 1 1 0 0 0 H
Focal cortical hyperplasia 0 0 0 2 H 1 0 H
Diffuse cortical hyperplasia 0 0 0 0 1 1 0 0
Unitateral focus(i) of subcapsular 1 0 0 0 0 0 0 0
medul lary cell(s)
Infiltration by lymphoma cells 1 0 0 2 3 2 1 1
Increased corticomedullary pigmented 0 0 0 0 3 1 3 [
foamy cells
Unilateral focus(i) of cellular change i ] 0 0 0 a ] 0
(cortex}
Accessory cortical nodule{s) 1 0 0 1 2 4 2 7
Unilateral thrombus 0 ] 0 H 1 0 0 0
Unitateral inflammatory cell infiltrate 0 0 0 0 0 0 1 0
Focal/diffuse cortical hypertrophy 14 1 5 & 1 o] 0 0
Focal cortical degeperation 0 1 0 2 0 0 0 ]
Congestion 0 1 0 0 0 0 0 0
Amyloidosis 6 1 1 2 3 5 1 3

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise {Fisher's) test: * P<0.05, ** p<0.01, *** p<0,001
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TABLE 15 (continued}

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 [Grp & [Grp 1 [Grp 2 |Grp 3 |Grp &
a 100 300 1000 0 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg [mg/kg |mg/kg jmg/kg |mg/kg
/day |/day |/day |/day |/day |/day |/day |/day
ADRTA: {50) (24) (20) (50) | (48) {32) (24y | (50)
No abnormality detected 49 24 20 48 45 30 20 48
Lymphoma cells in surrounding tissue ] 0 o 2 3 2 [ 2
BONE: (2} (1
Metastasising OSTEOSARCOMA [M] 0 1
BRAIN: (49} {24) 21 (50) {50) (33) (24) (50)
No abnormality detected L4 20 14 36> 40 28 18 39
MEXNINGIOMA [B] 0 o] 1 0 0 0 0 0
Compression by pituitary i 0 0 0 1 0 0 1
Meningeal infiltration by lymphoma cells ] 0 0 0 2 1 2 1
Mineral deposit{s) 4 ] 7 13% A 4 5 8
Meningeal inflammatory cell infiltrate 0 0 1 0 1 ] 0 0
Focus¢i) of bacterial inflammation 0 0 0 0 0 1] ¢ 1
Cerebral haemorrhage(s) o 0 0 v} 1 o 0 0
Ventricular dilatation 0 ] 0 1 0 0 ] 0
Cerebral cyst(s) 0 o 0 0 i Q 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** pP<0.01, *** p<0.00"
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TABLE 15 (continued)

8188eYy ITHI

INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 [Grp 2 |Grp 3 [Grp & (Grp 1 |Grp 2 {Grp 3 lGrp &
0 100 3o0 1000 |0 100 300 1000
mg/kg |mg/kg [mg/kg |mg/kg [mg/kg |mg/kg |ma/kg |mg/kg
/day |/day |/day |/day |/day |/day |/day |/day
CAECUM: (42) (18) (16} (412 (47} (33} (22} (49)
No abnormality detected 38 18 16 39 43 29 22 45
Mucosal hyperplasia 0 0 0 0 1 0 H 1
Infiltration by lymphoma cells 1 0 0 1 2 0 0 0
Submucosal! oedema 3 0 0 0 i [ 0 1
Mucosal necrosis with/without 0 0 o 1 0 0 o 1
inflammation
Amyloidosis 0 0 H 0 0 1 0 ]
CERVIX: (2 (2)
Dilatetion/cyst{s) 2 2
COAGULATING GLANDS: (1 (1) ()
Dilated 1 1 1
Inflammation 0 1 1
COLON: (47) 21 (1™ (48) (49 (33> (23} (49)
Ne abnormality detected 1A 21 19 48 48 32 23 49
Infiltration by lymphoma cells 1 0 0 0 i 1 0 0
Submucosal oedema 2 0 0 0 0 0 0 0

69

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test: * P<0,05, ** P<0.01, *** p<(.001






TABLE 15 (continued)

INCIDEKCE OF LESIONS (NUMERIC)

gr9sey IdI

MALES FEMALES
FINKDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 1 |Grp 2 (Grp 3 [Grp &
0 100 300 1000 40 100 300 1000

mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg img/kg
/day |/day |t/day |[/day |/day |/day |/day |/day

DIAPHRAGM: 1) (N n 1)
Chronic inflammatory cell infiltrate o] 4] 1 0
Conteins secondary tumour 1 1 ] 1
DUDDENUM: (45) (17 (163 (44) (49) (31 19 (48)
No abnormality detected 39 17 16 39 45 28 18 34
Infiltration by tymphoma cells 1 0 0 1 1 0 1 1
Inflammation in muscle layer 0 0 ] 0 1} 1 0 ]
Amyloidosis 4 0 4 4 3 3 0 3
Submucosal focus of pancreatic tissue 1 o 0 0 ] 0 H v}
EYES: (7} (N 1 (2} (3 1 (2} (2)
No abnormality detected 6 1 1 1 3 1 2 2
Unilaterat keratitis 1 0 0 1 0 a 0
GALL BLADDER: (44) (45} (43) (41) (44) (43) Chi) (46)
Mo abnormality detected 40 42 37 37 30 36 34 37
Mucosal hyperplasia 0 1 0 0 v 0 1 o
Mesothelial hyperplasia a 0 0 0 1 0 0 v}
Infiltration by lymphoma cells 1 0 0 1 2 4 [ 2

0L

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's} test: * P<0.05, ** P<0.01, *** p<0,00






TABLE 15 (continued)

IHCIDENCE OF LES!ONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 [Grp 3 |Grp & |Grp 1 [Grp 2 [Grp 3 |Grp &
0 100 300 1000 0 100 300 1000
mg/kg |mg/kg (mg/kg img/kg [mg/kg [mg/kg |mg/ka [mg/kg
/fday |/day |/day |/day |/day |(/day |/day |/day
GALL BLADDER: (44) (45) 43) (41} (44) (43) (hi) (46}
Dilated 2 2 3 3 12 3 5 7
Inflammation 1 0 1 a ] 0 0 1
Cyst(s} 0 0 1 0 0 0 a 0
Contains secondary tumour 0 t 1 "0 0 0 0 0
HARDERTAN GLAKD: (1) (2) (2}
Unilateral ADENMOMA [8] 1 1 2
Unilateral bacterial abscess{es) 0 1 0
HEART: {50) (25) (21) ¢50) (50) (33> (24) (50}
No abnormality detected 27 14 12 27 36 1% 12 31
Infiltration by histiocytic cells 0 2 a 0 v} ] 3 0
Infittration by lymphoma cells 2 0 0 4 4 4 5 3
Cardiomyopathy With/Without necrosis 17 6 5 14 ] 5 0 5
Myocardial mineral deposit(s) 0 0 0 0 0 o 1 0
Widespread myoccardial vacuolation 1 H 0 v} 0 H 0 o
Atrial thrombosis 2 1 2 0 1 1 2 3
Perivasculitis 5 2 2 2 3 2 1 5
Inflammatory changes 2 0 3 3 0 2 1 5
Haemorrhage(s) 0 1} 0 1 0 0 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in & pairwise (Fisher's) test: * P<0,05, ** P<0.01, *** p<0.001

8198¢ey INI

[L






TABLE 15 (continued)

INCIDENCE OF LESIONS (KUMERIC)

MALES FEMALES

FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 1 [Grp 2 [Grp 3 |Grp &

0 100 300 1000 10 100 300 1000

ma/kg |ma/kg |mg/kg |mg/kg |mg/kg jmgskg |ma/kg ]ma/kg

fday |/day /fday fday fday |/day fday fday

HEART: (50) {25} (21) (50} (50) {33) (24) (50
Focal fibrosis 1 1 1 0 o 0 0 v}
Valvular bacterial endocarditis 0 0 0 ] 1 0 0 2
Amyloidosis 3 0 0 0 0 0 1 0]
Epicardial lymphoid cell(s) 0 0 0 0 1 ] 1 0
Contains secondary tumour 0 o] 1 1 0 1 0 0

ILEUM: 43y | (19} (16} (41} (45} (32) (22) (48)
Mo abnormality detected 36 17 16 35 40 25 21 42
Infittration by lymphoma cells 1 1 0 0 1 i 0 1
Amyloidosis 6 1 [ 6 3 5 1 5

JEJUNUM: (43} | (19} (18) (45) {48) (30) (20) (48)
No abnormality detected 37 18 18 41 45 26 20 b4
Infiltration by lymphoma cells 1 0 0 i 1 1 0 0
Amyloidosis 5 1 0 3 2 3 0 4

KIDNEYS: (50) (50) (50) (50) (50} | (49 (50) {50)
No abnormatity detected 8 2 [ b " 7 g 2*
Unilateral TUBULAR CARCINOMA [M] 1 1 0 o 0 0 0 a

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise {Fisher's) test: * P<0.05, ** p<0.01, *** p<0,004
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TABLE 15 {continued)

INCIDENCE OF LESTONS (NUMERIC)

MALES FEMALES

FINDIKGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |[Grp & |Grp 1 |Grp 2 |Grp 3 |Grp 4

0 100 300 1000 |0 100 300 1000

mg/kg {mg/kg [mg/ka |mg/kg mg/ka |mg/kg |mg/kg [mg/kg

fday |/day fday fday l|/day |/day fday | /day

KIDNEYS: (50) (50) (S0) (50) (50} (49) (50) (50

Unilatera! TUBULAR ADENOMA [B] 1 1 0 G o] 0 0 0
Unilateral focus(i) of tubular 1 0 0 o 0 1 0 0
hyperplasia
Unilateratl focal urothelial hyperplasia 1 0 o [H 0 ] o 0
Infiltration by histiocytic cells 0 1 v} 1 0 2 3 0
Infiltration by lymphoma cells 2 0 i 4 10 g 8 8
Unilateral focus(i) of fat cell(s) 0 0 0 1 o 0 0 o
Basophilic tubules 5 5 7 3 1 2 4 4
Focat tubular atrophy 2 5 5 5 & 3 3 5
Tubular ditatation 1 0 2 4 1 3 3 0
Pelvic dilatation 1 1 2 1 1 4 2 1
Papillary necrosis 1 0 1 0 v} 1 1 0
Foce!l nephritis 0 2 0 0 0 0 0 1
Mineral deposit{s) 2 4 2 4 0 a 0 0
Cortical tubular pigment deposit(s} 0 1 2 0 0 1 1 1
Cortical tubular-cell vacuolation 0 ] 0 o 0 1 o 0
tUnilateral thrombus 0 0 0 1 0 ] 0 0
Unilateral chronic capsular thickening 0 0 0 1 0 0 0 0
Pyelitis 0 1 0 1 0 ] 1} 0
Perivasculitis 1 4 1 3 1 ] 0 0
Nephropathy 3 34 28 27 26 16 25 27
Unilateral coagulative necrosis 0 0 0 2 0 0 0 bl

Figures in brackets represent the number of animals from which this tissue was examined histelogically.
Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** p<0.01, *** p<0, 001
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TABLE 15 (continued)

INCIDENCE OF LESIOKS (NUMERIC)

MALES FEMALES

FINDINGS TREATHMERT |Grp 1 |Grp 2 [Grp 3 |Grp &4 |Grp 1 |Grp 2 |Grp 3 |Grp &

] 100 300 1000 0 100 300 1000

mg/kg |mg/kg img/kg |mg/kg |ma/kg |mg/kg |mg/kg Img/kg

/day i/day |/day |/day |/day |/day |/day |/day

K!DNEYS: {50) (50} {50} (50) ({50) (49) (50) {50}
Interstitial/perivascular lymphoid 3 5 4 6 5 10 3 10
focus(i)
Tubular hypertrophy 0 1 2 0 0 e 0 0
Cortical tubular eosinophilic droplet(s) 0 0 0 0 v 1 2 0
Cyst(s) 11 21 22 15 5 11 3 9
Congestion o] 0 4] 1 0 0 0 0
Amyloidosis [} 2 1 3 3 5 1 3
Contains secondary tumour 0 0 1 1 0 1 0 o
LIVER: {50) (50) {50) (50 (50) (49) (50) (50}

No abnormality detected 17 21 16 12 17 12 15 20
HEPATOCELLULAR CARCINOMA(TA) [M] 8 5 & 7 1 0 0 0
HEPATOCELLULAR ADEWOMA{TA) [B] 8 12 1" 4 1 0 2 0
(Associated) HEPATOCELLULAR ADENOMA{TA) 1 1 [ 4 0 0 0 0
[B]
Infiltration by histiocytic cells 0 2 0 1 0 3 3 0
Infiltration by lLymphoma cells 2 0 1 5 9 8 8 5
Focal oval-cell hyperplasia 0 0 o 1 0 4] 0 0
Hepatocyte atypia o] 1 1 1 a 0 0 1
Contains haemangiosarcoma 0 0 0 3 0 o 0 1
Hepatocyte rarefaction 3 1 0 1 0 2 2 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

significance of differences in & pairWwise (Fisher's) test: * P<0.05, ** p<(_.01, *** p<0,001
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TABLE 15 (continued)
INCIDENCE OF LESIONS (KUMERIC)
MALES FEMALES

FINDINGS TREATMENT (Grp 1 |Grp 2 {Grp 3 |Grp & |Grp 1 |Grp 2 |Grp 3 |[Grp 4

0 100 300 1000 0 100 300 1000

mg/kg [mg/kg [mg/kg [mgskg {mg/kg {ma/kg |ma/kg |mg/kg

fday |/day |/day |/dey |/day |/day |/day |[/day

LIVER: (50) (50) (50) (50} (50) (49 (50} (50}

Hecrosis With inflammation 1 1 0 2 0 1 1 0
Kupffer cell pigmentation 0 0 0 3 1 o 0 0
Palef/clear cell focus(i} 3 2 0 0 0 0 0 4]
Basophilic focus(i} 3 0 0 1 0 ] 0 0
Focus(i) of lymphoid cell(s) 4 2 [} 2 6 5 6 10
Extramedullary haemopoiesis 1 2 o 3 3 6 3 3
Hepatocyte vacuclation 1 5 1 3 2 4 1 1
Thrombus H o 1 0 0 1 0 v}
Perivasculitis 0 0 o 1 0 0 0 0
Focus(i) of mineralisation 0 c 0 1 0 ] ] 0
Centrilcbular hepatocyte enlargement 1 0 1 1 0 2 1 1
Area(s) of degeneration/necrosis 1 2 1 5 3 2 3 3
Cyst{s) 0 0 0 0 o 0 1 1
Dilated sinusoids/angiectasis 0 0 2 0] 0 1 0 0
Vascular amyloidosis 3 1 0 ¢ 2 3 1 2
Increased cell turnover 2 1 1 4 1 3 2 1
Vascular endothelial pavementing by 0 1 0 0 0 0 0 0
neutrophils
Inflammatory changes With/without 6 5 9 1 10 9 6 8
mineralisation
Multinucleate hepatocytes 0 0 0 0 0 0 0 1
Contains secondary tumour 0 0 i 1 2 1 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically,

Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** p<0,01, *** p<0.001
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TABLE 15 (continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT (Grp 1 [Grp 2 |[Grp 3 [Grp & {Grp 1 {Grp 2 {Grp 3 [Grp 4
0 100 300 1000 (0 100 300 1000
mg/kg [mg/kg [mgskg |mg/kg |mgskg [mgs/kg [mg/kg |mg/kg
/day /day /day /day fday |/day fday | /day
LUNGS: {507 (507 (50) (50) (50) (49) (50> (507
No abnormality detected i8 17 15 15 15 18 17 12
ALVEOLAR/BRONCHIOLAR CARCINOMA(TA) [M} 10 7 8 9 3 2 1 5
ALVEOLAR/BRONCHIOLAR ADENOMA(TA) [Bl 9 15 11 13 7 3 3 6
(Associated) ALVEOLAR/BRONCHIOLAR 3 0 1 3 0 2 0 3
ADENOMA(TA) [BI]
Infiltration by histiocytic cells 0 2 a 1 o 1 2 g
Infiltration by lymphoma cells 2 1 1 é 10 8 8 10
Alveolar epithelialisation o H 2 1 1 0 1 0
Focal adencmatosis 0 0 1 0 0 v} o 0
Interstitial/perivasculer lymphoid cells 0 2 1 ) 3 7 & 8
Interstitial pneumonitis 3 1 4 3 1 2 2 1
Increased alveolar macrophages 7 10 8 13 6 9 8 9
B.A.L.T. increase 2 1 3 2 2 0 2 0
Alveolitis 4 2 5 2 4 2 1 5
Perivasculitis v} 1 1 0 2 2 1 1
Alveolar cedema 0 ] c 0 i} 0 0 2
Inflammatory changes 1 1 0 0 1 1 4 v}
Alveolar haemorrhage{s) v} 1 1 1 2 4 1 3
Focal alveolar fibrosis 0 0 1 0 0 0 0 1
Focal pleural eosinophilic depeosit(s) 0 0 0 0 0 0 1 ¢
Congestion 2 3 3 2 1 1 0 1
Bronchopneumonia 1 0 2 0 0 0 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** pP<0.01, "** p<(.001
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TABLE 15 {continued}

INCIDENCE OF LESIONS (KUMERIC)

8198¢evy IMI

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & JGrp 1 |Grp 2 |Grp 3 |Grp &
0 100 300 1000 0 100 300 1000

mg/kg |mg/kg |mg/kg |mg/kg |maskg mg/kg [mg/kg |mgskg
/day |/day |/day |/day |/day |/day |[/day |/day

LUNGS: (50) (50) (50) (50) (50) (49) (50 (50}
Focal pleural fibrosis/thickening 0 0 1 ¢ 0 1 2 1
Solitary focus of wvascular mural 0 ¢ 0 0 0 0 0 1
thickening
Contains secondary tumour 1 0 1 1 0 0 2 1

LYMPH NODE(S): (8) {12) (9) (20) (18) (16> {15) (13)
Dne or more has lymphoid hyperplasia . 0 o o 0 0 i 0 0
One or more infiltrated by histiccytic 0 0 0 0 0 2 2 1
cells
One or mere infiltrated by lymphoma 2 0 0 5 8 7 6 [
cells
Cne or more has vascular medial 0 ] ] 0 1 H 0 0
hypertrophy
One or more has extramedullary 0 0 i 0 i 0 0 0

haemopoiesis

One or more has pigment deposits 0 0 0 0 2 0 o 0
One or more reactive 0 0 0 0 1 2 1 v
One or more has inflammatory cell v} 0 1 1 0 0 0 1
infiltrate

One or more has plasmacytosis 1 2 1 3 o ] 1 0

LL

Figures in brackets represent the number of animals from which this tissue Was examined histologically.
Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** P<0,01, *** p<0.001






TABLE 15 {(continued)

INCIDENCE OF LESIONS {NUMERIC)

MALES FEMALES
FINDINGS TREATMENT (Grp 1 |Grp 2 |Grp 3 [Grp &4 |Grp 1 |Grp 2 |Grp 3 |Grp 4
0 100 300 1000 |@& 100 300 1000
mg/kg |mg/kg [mg/kg |mg/kg [mg/kg [mg/kg {mg/kg [mg/kg
/day |/day fday /day fday |/day /fday Jday
LYMPH NODE(S): {8} (123 () (20) {18) (16) {15 (13}
One or more has multinucleate 0 0 0 1 0 0 ] 0
macrophages
Che or more congested ] 0 0 0 0 2 H 0
One or more has amyloidosis ] ] 0 0 ] 1 0 0
One or more cohtains secondary tumour 0 0 0 2 0 1 2 0
LYMPHORETICULAR/HAEMOPOIETIC TISSUE: (4) (4) {13 {83 (14) {15) (12> {14)
KISTIOCYTIC SARCOMA (M] 0 2 0 2 0 3 3 1
LYMPHOMA [M] 4 2 1 6 14 12 9 13
MAMMARY GLAMNDS: (44) (14) (20) (42) (49) (33) (24) (50)
No abnormality detected 42 14 20 42 42 28 17 42
CARCINCMA(TA) [M] 0 0 0 0 2 0 1 0
ADENOACANTHOMA MULTIPLE [B} 0 0 0 0 0 0 0 1
Alveolar development 0 0 0 0 2 2 0 5
Infiltration by lymphoma cells 0 0 0 0 3 3 3 0
Dilated/cystic duct(s) 1 0 0 0 1 0 1 0
Increased secretion present 0 0 0 0 1 0 0 3
Thrombosis 0 0 0 b} ] 0 1 H
Inflammation 2 0 o 1} 0 0 o] 1]

Figures in brackets represent the number of animals from which this tissue Was examined histclogically.

Significance of differences in a pairWise (Fisher's) test: * P<0.05, ** pP<0,.01, *** p<0.001
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TABLE 15 (continued)

INCIDENCE OF LESIONS (NUMERIC)
MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 1 lGrp 2 |Grp 3 |Grp 4
0 100 300 1000 |0 100 300 1000
mg/kg |mg/kg |mg/kg img/kg |mg/kg [mg/kg [mg/kg |mg/kg
/day |/day |sdey \|/day |/day |[/day |/day |/day
MAMMARY GLANDS: (44) | (14)y | (200 (42) | C49) | (33) | (24) | (50
Amyloidosis 0 0 0 0 0 v} 1 0
Site only examined 39 12 17 k3l 0 0 0 3
MEDIASTINUM: (hH
Infiltration by lymphoma cells 1
MESENTERIC LYMPH MODE: {46} (20) {18) (47) (48} (3N (22) {49
Nc abnormality detected 30 13 1 29 28 10 14 33
Infiltration by histiocytic cells 0 0 0 0 0 1 0 0
Infiltration by lymphoma cells 2 1 0 5 8 7 ] 8
Lymphoid hyperplasia o 0 0 0 0 1 4} 0
Extramedullary haemopoiesis 0 1 2 2 1 0 0 0
Increased lymphocytolysis/lymphoid 0 0 2 ] 1 1 0 0
depletion
Pigmented macrophages 1 1 1 2 3 0 0 1
Reactive 0 0 0 v} 1 0 0 c
Plasmacytosis 0 0 0 1 0 i 0 i}
Oedema 0 0 o 0 0 2 0 1
Inflemmatory chenges 2 1 2 1 0 & 0 1
Cyst{s) 0 0 0 0 1 0 0 2

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairWwise {(Fisher's) test: * P<0.05, ** p<0.01, *** p<0.001
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TABLE 15 {continued)

INCIDEKCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 lGrp 4 |Grp 1 |Grp 2 [Grp 3 |Grp &
0 100 300 1000 |0 100 300 1000
mo/kg (mg/kg |mgskg |mg/kg |mg/kg |mg/kg |mg/kg |ma/kg
/day |/day |/day |/day |fday |/day |/day |/day
MESENTERIC LYMPH NODE: (46} (20) (18) (4T) (48) (3N (22} (4%)
Congestion 7 3 3 4 [ 4 i 3
Amyloidosis 5 1 ] 3 2 4 1 4
Contains secondary tumour ] 0 0 1 o 0 0 0
MESEMTERY: (2} (1 (3 h 1)
Infi{tration by histiocytic cells 0 1 0 0 0
Infiltration by Llymphoma cells 0 0 2 0 1
Perivasculitis 0 v} 1 0 a
Chronic, active inflammation 1 0 0 0 0
Contains secondary tumour 1 0 c 1 0
HASAL CAVITY: (1 (1
Mucosal inflammation 0 1
Haemorrhage(s) 1 0
OESOPHAGUS: (50) (24) (21} (50) (50) (32) (24) {50)
No abnormality detected 50 24 21 50 50 32 24 48
Submucosal inflammation ] 0 0 i} 0 0 0 2

Figures in brackets represent the number of animals from which this tissue was examined histclogically.
Significance of differences in & pairwise (Fisher's) test: * P<0.05, ** p<0.01, *** p<0.001
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TABLE 15 (continued)

INCIDEHCE OF LESI1O0KS (NUMERIC)

8198ty IMI

MALES FEMALES
FINDIKGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp & {Grp 1 |Grp 2 |Grp 3 |Grp 4
0 100 300 1000 O 100 300 1000

mg/kg |mg/ka |mg/kg jma/kg |mg/kg |mg/kg |ma/kg [mg/kg
/day |/day {/day |/day |/day |/day |/day |/day

OVARIES: (50 35 (24) (50}

Ho abnormality detected 8 3 1
Unilateral GRANULOSA CELL TUMOUR(S) [M] 1 o] 0 0
Unitateral metastasising LUTEAL CELL 0 0 1
TUMOUR [M]

Unilateral tubulostromal ADENOMA [B]
Uniiateral focus{i} of tubulostromal
hyperplasia

(Associated} bilateral tubulostromatl
hyperplasia

Unilateral focus(i) of papillary
hyperplasia

Bilateral Sertoliform tubutar hyperplasia
Interstitial cell hyperplasia
Infiltration by histiocytic cells
Infiltration by lymphoma cells
Unilateral mineral depecsit(s)
Pigment deposit(s)

Unilateral thrombus

Perivasculitis

Absence of recent corpus luteum
Cyst{s)

Uniltateral angiectasis

o o oo
L= = ]
o o
[ ¥ R

O = =~ O —
ONOW 2O 20
OMNP 020N 00
AHAWN OO WO

I8

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** p<(.01, *** p<0,001






TABLE

15 (continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATHMENT (Grp 1 |[Grp 2 |[Grp 3 |Grp & [Grp 1 |Grp 2 |Grp 3 |Grp 4
0 100 300 1000 0 100 300 1000
mg/kg [mg/kg |mg/kg [mg/kg |mgskg |mg/kg |mg/kg |ma/kg
/day Fday fday |/day J/day Fday fday | /day
OVARIES: (50) | (33) [ (24} | (50
Amyloidosis 2 3 0 3
Increased {uteal tissue 0 1 3 1
Contains secondary tumour 0 0 1 0
PANCREAS: (50) (25) (20} (49) (50) (33) (24) {50)
Wo abnormality detected 41 17 13 39 30 17 15 30
ISLET ADENOMA [B] 0 0 0 1 0 1 0 ]
Islet hyperplasia 0 0 1 0 0 0 0 2
Infiltration by histiocytic cells 0 0 0 1 0 0 0 0
Infiltration by lymphoma cells 2 0 0 5 7 5 5 4
Cystic duct(s) 0 1 1 0 1 0 0 0
Localised replacement by fat 0 o 0 0 v} 0 v} 2
Acinar atrophy 0 H 1 2 o 2 1 0
Focus(i} of lymphoid cell(s) 5 2 2 2 [ 1 1 5
Acinar-cell vacuolation 0 0 1 0 2 2 3 2
Perivasculitis 0 0 0 0 1 0 0 1
Interstitial cedema 2 3 0 ] 2 8 0 1
Interstitial inflammation with/without a 3 1 0 1 2 1 2
necrosis
Focal acinar hypertrophy 0 0 0 0 1 o 0 0
Interstitial fibrosis a ] 0 a ] 0 1 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** p<0,01, *** p<0,001
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TABLE 15 {continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FIKDINGS TREATMENT |[Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp % |Grp 2 |Grp 3 |Grp &
0 100 300 1000 O 100 300 1000
mg/kg |mgfkg |mg/kg |mg/kg |mg/kg [mg/kg [mg/ka |mg/kg
fday |/day |/day |/fday ;/day fday |/day |/day
PANCREAS: (50) (25) (20} (49> (50) {33) (24) (50
Decreased islet tissue 0 1 0 o] 0 o] 0 0
Contains secondary tumour 0 0 0 0 0 0 0 1
PARATHYRODIDS: (44) {19 (1™ (45) (43} (28) 20 (CAD]
No abnormality detected 39 18 18 [ ¥4 41 23 20 38
Infiltration by lymphoma cells 1 0 0 1 0 0 0 1
Lymphocytic infiltration 0 0 0 0 1 1 1 i
Unilateral mast-cell infiltration 0 0 0 0 0 1 0 0
Unilateral cyst({s) 0 0 0 0 0 1 0 0
Amyloidosis 4 1 1 2 1 2 0 1
PITUITARY: (47) (24) (20) (44) (49} {32) (23) (50
No abnormality detected 43 23 19 41 41 29 20 43
Anterior lobe ADENOMA [B] 0 0 0 0 1 a 0 2
Intermediate lobe ADENOMA [B] 0 v} 0 1 ] 0 0 1
Cellular change ' 3 1 ] 1 2 1 2 3
Infiltration by lymphoma cells 0 0 0 ] 2 2 0 1
Focal mineral deposit(s} 0 0 o 1 0 H 0 o
Thrombus 0 0 0 0 1 0 0 o
Perivasculitis 0 0 0 o] 1 0 0 0

Figures in brackets represent the number of animals from which this tissue was examined histeclogijcally.

Significance of differences in a pairwise (Fisher's) test: * P<G.0%, ** P<0,01, *** p<0.001
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TABLE 15 {continued)
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INCIDENCE OF LESIONS (NUMER!IC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp 1 {Grp 2 |Grp 3 |Grp 4
0 100 300 1000 |0 100 300 1000

mg/kg |mg/kg |mg/kg |ma/kg |ma/kg |ma/kg |mg/ka |mg/kg
fday |/day fday fday /day |/day Jfday fday

PITUITARY: . (47) (24) (20) (44) (493 (32) (23) (50)
Focal haemorrhage(s) 0 0 0 0 1 0 0 0
Anterior lobe cyst(s) 1 0 0 0 0 1 0 0
Congestion 0 0 1 0 0 0 1 1

PROSTATE: (48) (24) 21) (50)

Mo abnormality detected 46 20 20 40w
Metastasising SARCOMA [M] 0 0 1 0
Contains haemangiosarcoma 0 0 ] 1
Hyperplesia 2 0 0 2
Infiltration by histiocytic cells H 0 ] 1
Infiltraetion by lymphoma cells 0 0 0 2
Inflammation 0 4 0 3

RECTUM: (46) 21 (19 (48) (49) (32) (233 (49)
No abnormality detected 45 21 19 48 49 32 23 L9
Infiltration by lymphoma cells 1 0 0 H 0 0 0 0

SALIVARY GLAND: (50) (24} 21 (50) (50) (33) (24) (50)
No abnormality detected 32 19 19 K3 27 17 17 27

78

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** p<0.01, *** p<0.001






TABLE 15 (continued}

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp 1 {Grp 2 |Grp 3 |Grp &
0 100 300 1000 i@ 100 oo 1000
mg/kg {mg/kg [mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg
fday |/day |/day [/day |/day |/day |/day |/day
SALIVARY GLAND: (50) (24) (21) (50) (50} (33) (24) (50}
SUBMAXILLARY: infiltration by lymphoma 1 0 ] 3 8 2 3 3
cells
SUBMAXILLARY: mucous hypertrophy 0 0 0 0 5 5 4 1
SUBMAXILLARY: medial hypertrophy ] ¢ 0 0 1 v} 0 0
SUBMAXILLARY: acinar atrophy 3 0 0 1 1 0 0 0
SUBMAXILLARY: bacterial focus{i) 0 1 o 0 0 0 0 0
SUBMAXILLARY: lymphoid foci 9 3 2 9 9 ] 2 16
SUBMAXILLARY: perivasculitis 0 0 0 1 1 0 0 1
SUBMAXILLARY: capsular fibrosis 0 0 0 0 ] 0 1 0
SUBMAXILLARY: amyloidosis o 0 0 0 ¢ 0 1 o]
SUBLINGUAL: infiltration by lymphcma 0 0 o 1 1 0 1 0
cells
SUBLINGUAL: \ymphoid foci 1 0 0 2 1 1 0 a
SUBLINGUAL: acinar—cell enlargement 0 0 0 4] o 0 0 0
SUBLINGUAL: amyloidosis 0 o] 0 0 0 0 1 0
PAROTID: infiltration by lymphoma cells [H 0 0 1 3 2 2 0
PAROTID: acinar—-cell vacuclation 1 1 0 2 0 0 0 1
PAROTID: acinar atrophy 0 0 0 0 4] 1 v 0
PAROTID: lymphoid foci 1 0 0 2 2 1 1 3
PARDTID: inflemmation ] 1 0 1 0 0 0 0
PAROTID: amyloidosis 5 1 0 2 2 3 1 2

Figures in brackets represent the number of animonls from which this tissue was exomined histologicnlly.

Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** p<(.01, *** p<0,001
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TABLE 15 (continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |[Grp 1 |{Grp 2 |Grp 3 |Grp 4 |Grp 1 |Grp 2 |Grp 3 |Grp &
0 100 300 icco |0 100 300 1000
mg/kg |mg/kg {ma/kg |mg/kg |mg/kg |mg/kg |mg/kg [mg/kg
/day |/day |/day |fday |/day |/day |/day |/day
SCIATIC NERVE: (49 (24) (21) (49} (50) (33) (23) (50)
Ho abnormality detected hé 23 21 49 50 33 21 48
Inflammatory changes 3 1 0 0 0 0 1 1
Lymphoma cells in surrounding tissue 0 0 0 0 0 1] 1 1
SEMINAL VESICLES: {24} (10) (" (24}
No abnormality detected 0 4 1 0
Unilateral mucosael hyperplasia 0 0 G 1
Infiltration by histiocytic cells 0 4] 0 1
Infiltration by lymphoma cells 0 0 0 1
Dilated with secretion 24 ] 5 24
Inflammation 2 0 1 1
Heemorrhage{s} V] j 1 0
Cellular infiltrate in secretion 1 0 1 0
Contains secondary tumour 0 0 1 0
SKELETAL MUSCLE: (50) (24) 21 (50) (49} (33 (24) (50)
No abnormality detected 49 24 20 46 47 30 22 47
Infiltration by lymphoma cells 0 0 0 1 2 1 1 2
Mineral deposit(s) 0 0 a0 0 ] 0 1 i}
Lymphocytic infiltration 1 o 0 1 ] 1 o 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise (Fisher's) test: * P<0,05, ** P<0.0%, *** p<0.00}
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TABLE 15 (continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES

FINDINGS TREATMENT |Grp 1 |Grp 2 [Grp 3 {Grp & |Grp 1 |Grp 2 |Grp 3 |Grp 4

0 oo 300 1000 ] 100 300 1000

mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg [mg/kg [mg/kg

/day |fday |/day |/day |/day |/day |/day |/day

SKELETAL MUSCLE: (50) (24) 2ty (50) (4%) (33) (24) (50)
pPerivasculitis 0 0 0 i 0 0 ] 1
Myositis 0 H 0 1 0 1 ] 0
Areas of intramuscular haemorrhage(s) 0 0 1 0 0 0 0 o]
SKIN/SUBCUTIS: (50) (24) (21 {50} (50) (33> (24) (50)

Ko abnormality detected 42 18 17 37 40 3o 16 44
SQUAMDUS-CELL CARCINOMA [M} 1 0 0 0 0 0 1 1
SARCOMA{TA) of unknown cell origin [M] 1 0 1 o 1 0 1 1
PAPILLOMA(TA) [B] 0 0 0 1 1 0 o 0
LIPOMA [B] 0 0 i} 1 o 0 0 o
Focus(i) of epidermal hyperplasia 0 0 0 0 0 ¢ 0 1
Infiltration by histiocytic cells ] o ] 1 0 ] 0 0
Infiltration by lymphoma cells 0 0 0 1 5 1 2 0
Epidermal ulceration with 4 5 3 4 1 0 5 1
inflammation/necrosis
Mast-cell accumulation 1 o] 0 o] 0 1 ¢ 0
Subcutanecus oedema 0 1 0 G 0 0 0 0
Inflammation 1 0 0 2 1 0 0 o]
Focus(i) of granulation tissue 0 0 0 1 0 0 0 0
Increased subcutanecus fat 0 0 0 0 0 1 0 g
Subcutaneous squamous epithelial cyst(s} 0 0 0 o 1 0 0 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** pP<0,01, *** p<0.001
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TABLE 15 {continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES

FINDINGS TREATMEKT [Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp 1 |Grp 2 |Grp 3 lGrp 4

o 100 300 1000 |0 100 300 1000

mg/kg |mg/kg [mg/kg {mg/kg |mgs/kg |mg/kg |mg/kg |mg/kg

/day |/day [|/day |/day |/day |sday |[/dey |/day

SKIN/SUBCUTIS: {50) (24) (213 (50) {50) (33) (24) {50)
Focal subcuteneous congestion 0 0 0 1 0 0 4] 0
Subcutaneous sebacecus duct dilatation 0 0 0 0 0 0 0 1

SPINAL CORD: {50) (24) {21 (50) (50) (33) (24) (50)

No abnormality detected 46 22 21 50 49 32 24 46
LUMBAR : GANGLIOMEUROMA [B] 1 0 0 0 0 0 0 0
THORACIC : meningeal hyperplasia 1 0 0 ] 0 0 0 o
THORACIC : white matter mineralisation 0 0 0 0 0 0 0 1
Infiltration by lymphoma cells 0 0 0 0 1 1 0 o]
Spinal canal dilatation 1 1 0 o 0 0 o 0
Axonal degeneraticn 0 1 0 0 0 0 0 2
Cyst(s) 1 0 0 0 0 0 0 1

SPLEEN: {50) {26} (21 (50) (50) (33 (24 (50)

Mo abnormality detected 32 8 12 27 21 7 6 28
SARCOMA of unknown cell origin [M] ] 0 0 0 0 0 1 0
Contains haemangiosarcoma 0 0 0 3 0 1 0 0
Infittration by lymphoma cells 2 1 a 4 9 7 4 6
Lympheid hyperplasia 0 0 0 1 0 0 v} 0
splenic contraction 2 3 2 1 1 1 c 0

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's) test: * P<0.05, ** P<0.01, *** p<0.001
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TABLE 15 {(continued)
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INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 [Grp 2 |Grp 3 |Grp &4 {Grp 1 |Grp 2 |Grp 3 [Grp 4
0 100 300 1000 |0 100 300 1000

mg/kg |mg/kg [mg/kg |mg/kg |mg/kg |mg/kg [mg/kg |mg/kg
fday |/day |j/day |/day |sday |/day |/day |/day

SPLEEN: : (50) | (26) | 213 | (5O) (50) | (33) | (24) | (50)

White pulp depletion

Increased extramedullary haemopoiesis
Increased lymphocytolysis

Increased brown pigment deposit(s)
Perivasculitis

Large focus(i) of necrosis
Congestion in the red pulp
Amyloidosis

Abscess(es)

Increased cellularity of red pulp
Cell vacuolation in the red pulp
Chronic inflammatory thickening of the
capsule

Contains secondary tumour
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STERKUM:
Ho abnormality detected 45 20 19 37 37 19 15 31
Bone marrow infiltration by lymphoma 1 0 0 2 4 4 2
cells
Fibrous ostecpathy H 0 ] 0 3 3 H 8
Pigment deposit(s) 0 0 0 0 0 o 0 1

Figures in brackets represent the number of animals from which this tissue was examined histoclogically.
Significance of differences in & pairwise (Fisher's) test: * P<0.05, ** pP<0.01, *** p<0.0C1
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INCIDENCE GF LESIONS {NUMERIC)
MALES FEMALES
FINDINGS TREATHENT |Grp 1 |Grp 2 |Grp 3 |Grp 4 |Grp 1 |Grp 2 |Grp 3 {Grp 4
H 100 300 1000 |0 100 300 1000
mg/kg |mg/kg |ma/kg [mg/kg mg/kg |mg/kg |mg/kg |ma/kg
/day |/day |/day |/day |/day |/fday |/fday !/day
STERNUM: (50) {25) (21) (507 (50) 32> {24) (49)
Focal bone marrow necrosis 0 0 0 0 1 0 0 0
Increased granulocytic haemopoiesis 1 3 2 4 3 1 2 3
Increased haemopoiesis 2 1 H 5 1 ¥ 0 3
Decreased haemopoiesis 1 1 0 0 o 0 0 0 p=t
tymphoid foci in marrow 0 0 ] 2 0 0 0 0
Maldevelopment of one rib 0 0 0 1 0 0 0 C
Increased lymphoid cells in marrow 0 0 0 o 1 0 0 3
Increased medullary trabecular bone 1 ] ¢ 0 2 5 3 1
STOMACH: (50) {24) (21) {49) (50) (33) (24) (49)
Ho abnormality detected 39 18 15 31 29 19 13 33
SQUAMOUS—-CELL CARCINOMA [M] V] ] Y] 1 0 0 o] 0
Squamous epithelial hyperplasia 1 0 H 1 1 0 0 0
Focal glandular mucosal hyperplasia 3 o a 6 2 1 3 5
Diffuse glandular mucosal hyperplasia 5 6 4 9 11 8 2 9 !
Infiltration by lymphoma cells 1 0 0 1 5 3 3 2 !
Dilated glands in muscle layer 0 H 0 2 0 0 0 i}
Dilated mucosal glands 1 ] 1 1 2 2 1 2 )
Submucosal lymphoid cell{s) 0 0 0 ] 2 1 0 0 i
Perivasculitis 0 Q 0 0 2 0 0 0 i
Submucosal oedema 0 0 0 0 0 1 0 1 :
Figures in brackets represent the number of animals from which this tissue was examined histologically. :
Significance of differences in a pairwise (Fisher's) test: * p<0.05, ** p<0,.01, *** p<0.001 |






TABLE 15 (continued)
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IHCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT |Grp 1 lGrp 2 |Grp 3 |Grp &4 |Grp 1 lGrp 2 |Grp 3 |Grp &
0 100 300 1000 |0 100 300 1000
mg/kg |mg/kg [mg/kg img/kg [mg/kg |mg/kg |mg/kg img/kg
/day |/day |/day |/day |/day |[/fday |/dey |/day
STOMACH: {50) (24) (21} (49) (50) (33) (24) (49)
Inflammation 0 0 H 1 0 0 1 0
Submucosal haemopoiesis 0 v} 0 0 0 1 W 0
Amyloidosis o 0 0 ] ] 0 0 1
Contains secondary tumour 0 0 1 0 0 0 1 0
SUBMAND!BULAR LYMPH KODE: (5} {2) &) (8 &b (1 {4)
No abnormality detected 0 0 0 1 0 0 0
Infiltration by tymphoma cells 2 0 3 [ 1 1 2
Lymphoid hyperplasia 0 0 0 1 v} 0 o
Pigment depesit(s) 1 0 0 0 0 a 0
Reactive 0 0 1 0 0 0 0
Plasmacytosis 2 2 1 0 0 [bj 1
Cyst{s) 0 o 0 0 0 0 1
Congestion 0 0 0 H 1 0 1
TESTES: (50) (24) (21) (50)
No abnormality detected 21 14 14 27
INTERSTITIAL-CELL ADENOMA(TA) [B] 3 0 0 2
Unilateral focal interstitial-cell ] o ] 1
hyperplasia

16

Figures in brackets represent the number of animals from which this tissue was examined histologically.
Significance of differences in a pairwise {Fisher!s) test: * P<0.05, ** p<0.01, *** p<(.001






TABLE 15 (continued}

INCIDENCE OF LESIOKS (NUMERIC)

MALES FEMALES

FINDINGS TREATMERT |Grp 1 {Grp 2 |Grp 3 [Grp & |Grp 1 [Grp 2 |(Grp 3 [Grp 4
0 100 300 1000 |G 100 300 1000
mg/kg |mg/kg (mg/kg |mg/kg [mg/kg |mgskg |mg/kg [mg/kg
/day |/day |/day |/day |/day |/day |/day |/dey

TESTES: (50) (24) (21 (50}

Diffuse interstitial cell hyperplasia 6 2 1 5

Unilateral rete testis hyperplasia 1 0 0 1

Infiltration by histiocytic cells 0 0 e 1

Unilateral infiltration by lymphoma cells 0 0 0 1

Tubular atrophy/mineralisation 18 5 5 11

Depressed spermatogenesis 2 0 0 1

Sperm accumulation 8 1 2 4

Unilateral coagulative necrosis 0 0 v} 2

Unilateral rete testis inflammation 1 0 0 0

Interstitial congestion 1 0 0 0

Amyloidosis 1 0 1 0

EPIDIDYMIS: infiltration by histiocytic 0 2 0 1

cells

EPIDIDYMIS: infiltration by lymphoma 1 i} a 1

cells

EPIDIDYMIS: spermatocoele{s) 2 0 1 1

EPIDIDYMIS: inflammaticn 2 0 o 2

EPIDIDYMIS: tubular dilatation 1 0 0 0

EPIDIDYMKIS: vascular endothelial 0 1 0 ]

pavementing by neutrophils

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in & pairwise (Fisher's) test: * P<0,05, ** pP<Q.01, *** p<0,001
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TABLE 15 (continued)

INCIDENCE COF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATMENT {Grp 1 |Grp 2 |Grp 3 |Grp & |Grp 1 |Grp 2 |Grp 3 |Grp &
0 100 300 1000 |0 100 300 1000
mg/kg |mg/kg [mg/kg |mg/kg [maskg |mg/kg |mg/kg [mg/kg
/day |/day |/day |/day |/day |/dey |/day |/day
THORAX: 1 (1) (1>
PLEURA: inflammation 0 0 1
Infiltration by lymphoma cells 0 ) 0
Contains secondary tumcur 1 0 0
THYMUS: (42) | €21y | (16) (41) (46) 3D (23) (44)
No abnormality detected 32 16 " 25 27 15 13 17
Infiltration by lLymphoma cells 3 0 0 5 10 10 [ 10
Lymphoid hyperplasia 1 0 0 1 [ 1 2 12
Epithelial hyperplasia 0 0 1 0 0 0 0 0
Increased lymphocytolysis 0 1 0 0 1 0 1 2
Focal foamy cell accumulation 0 0 0 0 0 0 0 1
Thrombus 0 0 ] 0 1 0 1 o
Focus(i) of necrosis 0 0 0 0 0 0 0 1
Mast—cell infiltration ] o 0 0 0 1 0 ]
Chronic inflammatory cell infiltrate 0 ¢ 0 0 0 1 0 0
Hassall's corpuscle enlargement 0 0 0 0 ¢ 0 0 1
Cyst(s) 3 1 2 5 2 1 v} 1
VYascular mural thickening 0 0 v} 0 1} 1 0 2
Congestion 0 1 0 0 ¥ 0 2 2
Atrophy 3 2 1 5 1 0 0 0
Focus{i} of hyaiine change o] 0 1 0 0 0 0 0

Figures in brackets represent the number of animals from which this tissue was exemined histologically.
Significance of differences in & pairwise (Fisher's) test: * P<0,05, ** P<0.01, *** p<0.001
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TABLE 15 {continued)

INCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINDINGS TREATHMERT |Grp 1 |Grp 2 [(Grp 3 iGrp & |Grp 1 [Grp 2 |Grp 3 {Grp 4
0 100 3oo 1000 [0 100 300 1000
mg/kg |ma/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg [mg/kg
fday |/day /day |/day |/day |[/day |/day |[/day
THYMUS: {42) @n (16> (41) (48) (31} (23) (h4)
Contains secondary tumour o] 0 1 ] o] 1 0 1
Germinal centre development 0 ] 0 0 o 0 0 1
THYROIDS: {50) (24) (21 (50) (50) (32) (24) (50}
No abnormality detected 24 17 13 28 30 26 15 28
Unilatera! FOLLICULAR ADENOMA [B) 0 0 1 0 0 0 0 1
Unilateral focus(i) of follicular—cetl 1 ] v} 0 D v} 0 ]
hyperplasia
Unitateral focus(i) of c—cell hyperplasia 0 ] a ] 0 0 1 0
Infiltration by lymphoma cells ] 0 ] 2 2 0 a 2
Dilated/cystic follicle(s) 20 6 5 19 12 &4 & 17
Focus{i) of lympheoid cell(s) 2 0 0 0 4 0 2 1
Perivasculitis i 0 [H 0 1 0 0 0
Unilateral inflammatory cell infiltrate 0 0 1 1 0 0 0 0
Amyloidosis 6 1 1 1 2 2 1 1
TRACHEA: (50) (24) 21} (507 (50) (32) (24) {50)
No abnormality detected 50 24 21 50 50 32 23 50
Infiltration by lymphoma cells in lamina 0 v} 0 0 H ] 1 0
propria

Figures in brackets represent the number of animals from which this tissue Was examined histologically.

Signhificance of differences in a pairwise (Fisher's) test: * p<0.05, ** p<0_.01, *%* p<0.001
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TABLE 15 {continued)

1HCIDENCE OF LESIOKS (MUMERIC)
MALES FEMALES
FINDINGS TREATMERT |Grp 1 |Grp 2 [Grp 3 |Grp & |Grp 1 |Grp 2 |Grp 3 |Grp 4
0 100 300 1000 0 100 300 1000
mg/kg |{mg/kg |mg/kg img/kg [mg/kg [mg/kg |mg/kg [mg/kg
/day |/day |/day |/fday |/day |/day |[/day |/day
URETER: (1
Infiltration by lymphoma cells 1
URINARY BLADDER: (49) (23) (19 (50) (49) (32) (23) (49)
Ho abnormality detected 36 10 10 29 30 24 16 27
Infiltration by histiocytic cells 0 0 0 1 0 0 1 0
Infiltration by lymphoma cells 1 0 [+} 4 7 4 3 5
Submucosal Llympheid focus(i) 6 3 3 6 12 2 3 16
Perivasculitis o 0 0 1 0 0 0 1
Inflammation 4 6 4 3 0 0 0 0
Focal transiticnal-cel! hypertrophy 0 0 0 0 0 0 H 1
Submucosal haemorrhage(s) 0 1 H 1 V] 0 i 0
Dilatation 4 8 6 6 0 2 0 1
Large plug of seminal fluid in lumen 0 1 0 0 0 0 0 0
UTERUS: (50} (33} (24) (50}
No abnormality detected 7 1 5 6
STROMAL SARCOMA [M] 2 0 1 2
STRCOMAL TUMOUR [B] ] 0 ] 1
POLYP(S) [B] 1 3 1 2
LEIOMYOMA(TA)Y [B] v} i H 2

Figures in brackets represent the number of animals from which this tissue was examined histclogically.

significance of differences in a pairwise (Fisher's) test: * P<0.05, ** p<0.01, *** p<0.001
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TABLE 15 (continued)

INCIDENCE OF LESIONS (MUMERIC)

VAGINA:

POLYP [EB]

MALES FEMALES

FINDINGS TREATMENT {Grp 1 |[Grp 2 |Grp 3 |Grp & |Grp 1 |Grp 2 |Grp 3 |Grp &
] 100 300 1060 |0 100 300 1000

mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |ma/kg

/day |sday (/day |/day |/day |/day |/day |sday

UTERUS: (503 | (33) | (24) | (50)
Cystic endometrial hyperplasia 32 21 12 33
Endometrial hyperplasis 1 2 0 1
Contains haemangiosarcoma 0 1 0 o
Infiltration by histiocytic cells 0 3 3 o
Infittration by lymphoma cells 4 1 2 2
Dilated/cystic gland(s) 7 6 3 5
Mesothelial hyperplasia 1 a 0 0
Extramedul lary haemopoiesis 0 0 0 1
Adenomyosis 2 0 1 2
Thrombosis 1 3 i 4
Perivasculitis 2 1 0 4
Myometrial inflammation H ] 1 0
Mure! heemorrhage(s} 1 0 0 a
Fat necrosis 0 0 1 a
Dilatation a 3 2 2
Angiectasis 2 1 0 o
Pigmented macrophages in muscle layer 1 0 0 0

—
—t

Figures in brackets represent the number of animals from which this tissue was examined histologically,
Significance of differences in a pairwise (Fisher's) test: * P<0,05, "* p<0,01, *** p<0.001
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TABLE 15 (continued)

IMCIDENCE OF LESIONS (NUMERIC)

MALES FEMALES
FINGINGS TREATMENT |Grp 1 {Grp 2 |Grp 3 |[Grp & |Gep 1 |Grp 2 |Grp 3 |Grp &
0 100. 300 1000 10 100 300 1000
mg/kg |mg/kg |mg/kg |mg/kg {mg/kg !mg/kg |mg/kg {mg/kg
fday |/day |[/day |/day |/day |/day |/day |/day
VASCULAR SYSTEM: (5) (6) (3) (9 (6 (7) {2} (9
HAEMANGIOSARCOMA [M] o 0 0 4 0 2 H 1
Perivascuiitis 5 [ 3 5 6 5 2 9
Vascular endothelial pavementing by 0 1 0 0 0 0 0 0
neutrophils

Figures in brackets represent the number of animals from which this tissue was examined histologically.

Significance of differences in a pairwise (Fisher's}) test: * P<0.05, ** p<0.01, *** p<G,001

8198ty THI

L6
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page 1 - 68
Table 20 - 1 Histopathology - Incidence of mieroseopic neoplastic lesions
in male mice
Terminal kill after 78 weeks of treatment
Dose (ppm) 0 1600 8000 40000

Site & Lesion

No. of animals examined 28 34 27 29

Hematopoietie & Lymphatie System

General: (N=)(26) (34) (27) (29)
(M Malignant lymphoma 0 0 0 2
Respiratory System
Lung: (N=)(26) (34) (27) (29)
Adenoma 5 13 10 7
Adenocareinoma 0 0 4 1
Digestive System
Liver: (N-)(26) (34) (27) (29)
Hepatocellular adenoma 8 13 9 5
§§ Hemangioma 1 0 0 0
Hepatoeellular carcinoma 0 0 2 0
Urinary System
Kidney: (N=)(26) (34) (27) (29)
(B) Adenoma 0 0 0 2
Urinary bladder: (N-)(26) (34) (27) (29)
(B) Transitional cell papilloma 0 2 0 0
Genital System
Testis: (N=)(26) (34) (27) (29)
(B) Interstitial cell tumor 0 1 0 0
Endocrine System
Thyroid: (N=)(26) (34) (27) (29)
(B) Follicular adenoma 0 1 0 0
Nervous System
Cerebrun: (N=)(26) (34) (27) (29)
(B} Lipoma 0 1 0 0
Museulo-Skeletal System
BOneEEthers): (N=)(3) (1) (4) (1)
) Osteoma 0 0 1 0
Sense Organs
Harderian gland: (N=)(26) (34) (27) (29)
(B) Adenoma 2 4 0 2
Integumentary System
Skin: (N-)(26) (34) (27) (29)
) Papilloma 1 1 0 0
Hemangiosarcoma 0 0 0 1
No. of henign neoplasus 17 36 20 16
No. of malignant neoplasms 0 0 6 4
No. of benign & malignant neoplasms 17 36 26 20
No. of animals with benign neoplasm (s) 13 25 17 14
No. of animals with malignant neoplasn (s) 0 0 6 4
No. of animals with neoplasm(s) 13 25 20 15

( N=): Number of animals examined microscopically at the site.
Malignancy: (D). benign neoplasm: (M), malignant neoplasm.
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Table 20 - 2 Histopathology — Incidence of microscopic neoplastic lesions
in male nice

Killed in extremis or found dead

Dose (ppm) 0 1600 8000 40000
Site & Lesion
No. of animals examined 24 16 23 21
Hematopoietic & Lymphatic System
General: (N=)(24) (18) (23) (21)
(M) Malignant lymphoma 2 2 0 4
Lymph nodes (mesenteric) : (N=)(24) (18) (28) (21)
) Malignant lymphoma 0 1 0 0
Spleen: (N=)(24) (16) (23) (21)
(M) Histioeytie sarcoma 1 0 0 0
Respiratory System
Nasal cavity: (N=)(C0) COo) (o) (1)
() Adenocarcinoma - - - 1
Lung: (N=)(24) (18) (23 ¥y { %)
(@) Adenoma 3 1 3 4
(M) Adenocarcinoma 1 1 2 3
Digestive System
Small intestine: (N=)(24) (16) (23) (21)
(B} Papillary adenoma 0 1 0 0
(M Adenocarcinoma 0 0 0 1
Liver: (N=)(24) (18) (23) (21)
Hepatoeellular adenoma 6 2 6 2
§§ Histioeytic sarcoma 1 0 0 0
Hepatocellular careinoma 0 1 1 1
Genital System
Testis: (N-)(24) (18) (23) (21)
(B) Hemangioma 1 0 0 0
Endoerine System
Thyroid: (N=)(24) (16) (23) (21)
(B TFollicular adenoma 0 1 0 0
Adrenal: (N=)(24) (18) (23) (21)
(B) Benign B cell tumor 0 1 0 0
Museulo-Skeletal System
Bone (others) : (N=)C6) (1) (2) (1)
Osteoma 1 0 0 0
Osteosarcoma 0 0 1 0
Sense Organs
Harderian gland: (N=)(23) (16) (23) (21)
) Adenoma 1 0 1 1
Integumentary System
kin: (N=)(24) (16) (23) (21)
llemangiosarcoma 0 0 0 1
§3 Leiomyosarcoma 0 0 1 1
) Osteosarcoma 0 0 0 1

( N=): Number of animals examined microscopically at the site.

Malignaney:  (B), benign neoplasm:

(M), malignant neoplasm.
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Table 20 - 3 Histopathology — Incidence of wicroscopic neoplastic lesions
in male mice
Killed in extremis or found dead
Dose (ppm) 0 1600 8000 40000

Site & Lesion

No. of animals examined 24 16 23 21

No. of benign neoplasms 12 6 10 7
No. of malignant neoplasms 5 5 5§ 13
..... No. of benign & malignant neoplasms 17 11 15 20
No. of animals with benign neoplasm (s) 10 5 8 6
No. of animals with malignant neoplasm(s) 5 5 5 12
No. of animals with neoplasm (s) 12 9 10 15
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Table 20 - 4 Histopathology - Incidence of microscopic neoplastic lesions
in male mice
All animals examined
Dose (ppm) 0 1600 8000 40000

Site & Lesion
No. of animals examined 50 50 50 50

Hematopoietie & Lymphatic System

General: (N=)(50) (50) (50) (50)
(M) Malignant lymphoma 2 2 0 6
Lymph nodes (mesenteric) : (N=)(50) (50) (50) ( 50 )
M) Malignant lymphoma 0 1 0 0
Spleen: (N=)(50) (50) (50) (50 )
(M) Histiocytic sarcoma 1 0 0 0
Respiratory System
Nasal cavity: (N=)C0) (o) (0)( 1)
() Adenocarcinoma = e - 1
Lung: (N=)(50) (50) (50) (50)
g? Adenoma 8 14 13 11
1) Adenoeareinoma 1 1 6 4
Digestive Systen
Small intestine: (N=)(50) (50) (50) ( 50 )
(B) Papillary adenoma 0 1 0 0
(M) Adenocarcinoma 0 0 0 1
Liver: (N-)(50) (50) (50) (50 )
lepatocellular adenoma 14 15 15 7
Hemangioma 1 0 0 0
Histioeytic sareoma 1 0 0 0
{} Hepatocellular careinoma 0 1 3 1
Urinary System
Kidney: (N=)(50) (50) (50) ( 50 )
(B} Adenoma 0 0 0 2
Urinary bladder: (N=)(50) (50) (50) ( 50 )
(B) Transitional cell papilloma 0 2 0
Genital System
Testis: (N=)(50) (50) (50) (50)
83 Interstitial cell tumor 0 1 0 0
Hemangioma 1 0 0 0
Endocrine System
Thyroid: (N=) (50 ) (50) (50) { 50)
(B) Follicular adenoma 0 2 0
Adrenal: (N-)(50) (50) (50) (50 )
(B) Benign B cell tumor 0 1 0 0
Nervous System
Cerebrum: (N-)(50) (50) (50) ( 50)
(B) Lipoma 0 1 0 0
Musculo-Skeletal System
Bone (others) : (N=)(9) (2) (86)( 2)
) Osteoma 1 0 1 0
Osteosarcoma 0 0 1 0
Sense Organs
Harderian gland: (N=)(49) (50) (50) (50)
(B) Adenoma 3 4 1 3
Integumentary System
Skin: (N=)(50) (50) (50) ( 50 )
(B) Papilloma 1 1 0 0
(M) Hemangiosarcoma 0 0 0 2

( N=): Number of animals examined mieroseopically at the site.
Malignancy:  (B). benign neoplasn: (M. malignant neoplasm
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Table 20 - 5 listopathology — Incidence of microscopic neoplastic lesions
in male mice
All animals examined
Dose (ppm) 0 1600 8000 40000

Site & Lesion

No. of animals examined 50 50 50 50

Integumentary System {cont. )

Skin {cont. ) : (N=)(50) (50) (50 ) (50)

Leiomyosarcoma 0 0 1 1

Osteosarcoma 0 0 0 1
No. of benign neoplasms 29 42 30 23
No. of maliénant neoplasms 5 5 11 17
No. of benign & malignant neoplasms 34 A7 41 40
No. of animals with benign neoplasu(s) 23 30 25 20
No. of animals with malignant neoplasm (s) 5 5 11 16
No. of animals with neoplasm(s) 25 34 30 30

Malignancy: (). malignant neoplasm
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Table 21 -1 Histopathology - Incidence of microscopic neoplastic lesions
in female mice
Terminal kill after 78 weeks of treatment
Dose (ppm) 0 1600 8000 40000
Site & Lesion
No. of animals examined 32 36 40 35
Hematopoietie & Lymphatic System
General: (N=)(32) (36) (40) (35)
M Malignant lymphoma 4 123 5 3
Thymus : (N=)(382) (85) (40) (35)
(M) Malignant lymphoma 0 0 1 0
Spleen: (N-)(32) (36) (40) (35)
) Hemangioma 0 0 1 0
Respiratory System
Lung: (N=)(32)(36)(40)(35)
g? Adenoma 7 4 12 4
1) Adenocarcinoma 1 1 3 0
Digestive System
Small intestine: (N=)(32) (36 ) (40) (35)
) Adenoma 0 0 1 0
Liver: (N=)(32) (3) (40 ) (35)
(B) Hepatocellular adenoua 1 1 1 0

Urinary System
Urinary bladder: (N=)(32) (36) (40) (35)
(@) Leiomyoma 0 0 1 1
Genital System

Uterus: (N=)(32) (3) (40) ( 35 )
(B) Endometrial stromal polyp 0 2 0 0
Hemangioma 0 0 1 2
B) Leiomyoma 1 0 2 1
Histiocytie sarcoma 0 1 0 0
Leiomyosarcoms 2 1 0 0
Endoerine System
Pituitary: (N=)(32) (36) (40) (35 )
(B) Anterior adenoma 0 1 0 0
Thyroid: (N=-)(32) (36) (40) (35)
(B) Follieular adenoma 0 1 0 0
Adrenal : (N=)(32) (36) (40) ¢ 35)
(B) Benign A cell tumor 0 1 2 0
(B) Pheochromoeytoma 0 2 0 0
Sense Organs
Harderian gland: (N=-)(32) (36) (40) (35)
(B) Adenoma 1 3 0 3
Integumentary System
Skins (N-)(32) (36) (40) (35)
(B) Papilloma 1 0 0 0
Lipoma 1 0 1 0
Liposarcoma 0 0 0 1
Manmary gland: (N-)(32) (36) (40) (35)
Adenoma 0 1 0 0
M) Adenocarcinoma 0 2 0 0
Body Cavities
Abdominal eavity: (N=)(5) ( 4) ( 3) ( 4)
(B) Hemangioma 0 0 0 1

N=): Number of animals examined microseopically at the site.
alignaney:  (B). benign neoplasm: M). malignant neoplasm
#: Significantly different from the control at 5 % level of probability
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Table 21 - 2 Histopathology - Incidence of microscopic neoplastic lesions
in female mice
Terminal kill after 78 weeks of treatment
Dose (ppm) 0 1600 8000 40000

Site & Lesion

No. of animals examined 32 36 40 35

No. of benign neoplasms 12 16 22 12
No: of malignant neoplasms 7 5 9 4
No. of benign & malignant neoplasms 19 21 31 16
No. of animals with benign neoplasm(s) 11 12 18 11
No. of animals with malignant neoplasn (s) 7 5 9 4
No. of animals with neoplasm(s) 16 16 21 12
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Table 21 - 3 Histopathology — Incidence of mieroseopie neoplastie lesions
in female mice
Killed in extremis or found dead
Dose (ppm) 0 1600 8000 40000

Site & Lesion
No. of animals examined 18 14 10 15

Hematopoietie & Lymphatic System

General : (N=)(18) (14) (10) (15)
88 Myeloid leukemia 0 0 0 1
Malignant lymphoma 2 4 3 4
Spleen: (N-)(18) (14) (10) ( 15)
83 Hemangiosarcona 0 0 1 0
Histioeytic sarcoma 0 0 0 1
Respiratory System
Lung: (N=-)(18) (14) (10) (15)
g% Adenoma 1 1 0 1
) Adenoecarcinoma 0 1 0 1
< Nodule/mass not in section > 0 0 1 0
Digestive System
Liver: (N=)(18) (14) (10) (15)
(B) Hemangioma 0 0 0 1
Genital System
Ovary: (N=)(18) (14) (10) (15)
(B) Hemangioma 0 0 0 1
Uterus: (N=)(18) (14) (10 ) (15)
(M) Leiomyosarcoma 0 0 0 1
Endoerine System
Thyroid: (N=)(18) (14) (10) (15)
(B) Follicular adenoma 0 1 0 0
Museulo-Skeletal System
Bone (femur) : (N=)(18) (14) (10 ) (15)
) Osteoma 0 0 0 1
Skeletal musele (others) : (N=)(0) (3)y (38) (1)
(M) Rhabdomyosarcoma - 1 2 0
Sense Organs
Harderian gland: (N=)(18) (14) (10) (15)
(B) Adenoma 0 0 0 2
Integumentary System
Skin: (N=)(18) (14) (10) (15)
(M) Basal eell carcinoma 0 1 0 0
() Hemangiosarcoma 0 0 1 0
Mammary gland: (N=)(18) (14) (10) (15)
(M) Adenocarcinoma 0 1 1 0
Body Cavities
Thoracie cavity: (N=)[ 2) ¢ €)Y C 43 U )
(M Osteosareoma 0 0 0 1
Abdominal cavity: (N=)( 3) (5) (6)( 5)
(M) Osteosarcoma 0 0 0 1

( N=): Number of animals examined microscopically at the site.
Malignaney:  (B). benign neoplasm: (M), malignant neop |l asm.
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Table 21 - 4 Histopathology ~ Incidence of microscopic neoplastic lesions
in female mice
Killed in extremis or found dead
Dose (ppm) 0 1600 8000 40000

Site & Lesion

No. of animals examined 18 14 10 15

No. of benign neoplasms 1 2 0 6
No. of malignant neoplasms 2 8 8 10
No. of benign & malignant neoplasms 3 10 8 16
No. of animals with benign neoplasm (s) 1 1 0 5
No. of animals with malignant neoplasm (s) 2 8 7 9
No. of animals with neoplasm (s) 3 8 7 11
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Table 21 - 5§ Histopathology - Incidence of mieroscopic neoplastic lesions
in female mice
All animals examined
Dose (ppm) 0 1600 8000 40000

Site & Lesion
No. of animals examined 50 50 50 50

Hematopoietie & Lymphatic System

General : (N-)(50) (50) (50) (50 )
(M) Myeloid leukemia 0 0 0 1
(M) Malignant lymphoma 6 4 7
Thymus : (N=)(49) (49) (50) (50)
M) Malignant lymphoma 0 0 1 0
Spleen: (N-)(50) (50) (50) ( 50 )
g% Hemangioma 0 0 1 0
Hemangiosarcoma 0 0 1 0
(M) Histioeytie sarcoma 0 0 0 1
Respiratory System
Lung: (N=)(50) (50) (50) (50)
g? Adenoma 8 5 12 5
1) Adenocarcinoma 1 2 3 1
< Nodule/mass not in section > 0 0 1 0
Digestive System
Small intestine: (N=)(50) (50) (50) (50)
) Adenoua 0 0 1 0
Liver: (N=)(50) (50) (50) (50)
gg Hepatocellular adenoma 1 1 1 0
Hemangioma 0 0 0 1
Urinary System
Urinary bladder: (N=)(50) (50 ) (50) ( 50 )
(B) Leiomyoma 0 0 1 1
Genital System
Ovary: (N=)(50) (50) (50) ( 50 )
(B) Hemangioma 0 0 0 1
Uterus: (N=-)(50) (50) (50) ( 50 )
Endometrial stromal polyp 0 2 0 0
Hemangioma 0 0 1 2
Le iomyoma 1 0 2 1
Histioeytic sarcoma 0 1 0 0
Leiomyosarcoma 2 1 0 1
Endoerine System
Pituitary: (N=)(50) (50) (50 ) (50)
(B) Anterior adenoma 0 1 0 0
Thyroid: (N=)(50) (50) (50) (50)
(B Follicular adenoma 0 2 0 0
Adrenal : (N=)(50) (50) (50 ) (50)
(B) Benign A cell tumor 0 1 2 0
(B) Pheochromocytoma 0 2 0 0
Musculo-Skeletal System
Bone (femur) : (N=)(50) (50) (50) ( 50)
(B) Osteoma 0 0 0 1
Skeletal muscle (others) : (N=)( 0) 3) (4) ( 3)
(M) Rhabdomyosarcoma = 1 2 0
Sense Organs
Harderian gland: (N=)(50) (50) (50) (50)
) Adenoma 1 3 0 5

( N=): Number of animals examined mieroscopically at the site
Malignancy:  (B), benign neoplasm: (M), malignant neoplasm
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Table 21 - 6 Histopathology — Incidence of mieroscopic neoplastic lesions
in female mice
All animals examined
Dose (ppm) 0 1600 8000 40000

Site & Lesion

No. of animals examined 50 50 50 50

Integumentary System

Skin: (N=)(50) (50) (50) (50)
?% Papilloma 1 0 0 0
B) Lipoma 1 0 1 0
(M) Basal cell carcinoma 0 1 0 0
Liposarcoma 0 0 0 1
Hemangiosarcoma 0 0 1 0
Mammary gland: (N-)(50) (50) (50) (50)
B) Adenoma 0 1 0 0
Adenocarcinoma 0 3 1 0
Body Cavities
Thoracie cavity: (N=)(4) (B) (5) (10)
Osteosarcoma 0 0 0 1
Abdominal eavity: (N=)( 8) (9) (9) (9)
) Hemangioma 0 0 0 1
() Osteosarcoma 0 0 0 1
No. of benign neoplasms 13 18 22 18
No. of malignant neoplasms 9 13 17 14
No. of benign & malignant neoplasms 22 31 39 32
No. of animals with benign neoplasu(s) 12 13 18 16
No. of animals with malignant neoplasm(s) 9 13 16 13
No. of animals with neoplasm(s) 19 24 28 23

( N=): Nunber of animals examined mieroseopieally at the site.
Malignancy:  (B). benign neoplasm: (M), walignant neoplasm.






Feinchemie Schwebda 2001, 'Carcinogenicity Study with Glyphosate Technical in Swiss Albino Mice.',

unpublished, Study No.: Toxi: 1559.CARCI-M, Rallis India Ltd., Bangalore, India.
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CONFIDENTIAL

STUDY REFERENCE 2060-11

Page 17 of 19

Table 1 Incidence and % Incidence of Neoplastic Lesions by Tissue for Terminal Kill and Interim Death Animals Combined

MALES FEMALES
Oppm 500ppm 1500ppm 5000ppm Oppm 500ppm 1500ppm 5000ppm
Number of Mice 51 51 51 51 51 51 51 51
CONDITION n % n % n % n % n % n % n % n %
ADRENAL GLAND*
Cortical adenoma b | 3 6 0 0 0 0 3 6 0 0 0 0 0 0 0 0
Cortical carcinomam | 1 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
BONE
Osteomab | O 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0
BONE MARROW
Lipomab | 1 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Histiocytic sarcomam | 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 2
BRAIN *
Meningeal sarcomam | O 0 0 0 0 0 1 2 0 0 0 0 0 0 0 0
Oligodendrogliomam | 1 2 0 0 0 0 0 0 1 2 0 0 0 0 0 0
HARDERIAN GLAND**
Adenomab | 4 8 0 0 0 0 2 4 1 2 0 0 0 0 2 4
Adenocarcinomam | 0 0 0 0 0 0 0 0 2 4 0 0 0 0 0 0
INTESTINAL TUMOUR
Adenomab | 0 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0
KIDNEY
Haemangiosarcoma m | O 0 0 0 1 2 0 0 0 0 0 0 0 0 0 0
LIVER*
Hepatocellular adenoma b | 1 2 1 2 4 8 2 4 0 0 0 0 0 0 0 0
Hepatocellular carcinoma m | 6 12 11 22 7 14 4 8 0 0 1 2 0 0 0 0
Combined | 7 14 12 24 11 22 6 12 0 0 1 2 0 0 0 0
Haemangioma b | 0 0 0 0 0 0 0 0 0 0 1 2 0 0 0 0
Haemangiosarcoma m | 2 4 1 2 1 2 1 2 0 0 0 0 1 2 0 0
LUNG*
Adenomab | 9 18 7 14 9 18 4 8 2 4 4 8 2 4 2 4
Adenocarcinomam | 5 10 5 10 7 14 11 22 5 10 2 4 2 4 3 6
Combined | 14 28 12 24 16 32 15 30 7 14 6 12 4 8 5 10
MAMMARY GLAND
Adenocarcinomam | 0 0 0 0 0 0 0 0 0 0 1 2 3 6 1 2
Adenosquamous carcinomam | 0 0 0 0 0 0 0 0 0 0 1 2 0 0 0 0

* Group 1 male % based on 50 animals ** Group 1 male % based on 49 animals
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Table 1 Incidence and % Incidence of Neoplastic Lesions by Tissue for Terminal Kill and Interim Death Animals Combined (continued)

MALES FEMALES
Oppm 500ppm 1500ppm 5000ppm Oppm 500ppm 1500ppm 5000ppm
Number of Mice 51 51 51 51 51 51 51 51
CONDITION n % n % n % n % n % n % n % n %
MESENTERIC LYMPH NODE
Histiocytic sarcomam | 0 0 0 0 0 0 0 0 2 4 0 0 0 0 1 2
OVARY
Luteoma b 1 2 1 2 1 2 1 2
Haemangioma b 0 0 0 0 0 0 1 2
Sertoli cell tumour b 0 0 0 0 0 0 1 2
Cystadenoma b 0 0 0 0 0 0 2 4
Anaplastic sarcoma m 0 0 1 2 0 0 0 0
PANCREAS
Islet cell adenocarcinoma m | O 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0
PITUITARY
Adenomab | 0 0 0 0 0 0 0 0 0 0 1 2 0 0 2 4
SEMINAL VESICLE
Adenomab | 2 4 0 0 0 0 0 0
Leiomyosarcoma m | O 0 0 0 0 0 1 2
SKIN/SUBCUTIS
Fibrosarcomam | 0 0 3 6 2 4 1 2 0 0 0 0 0 0 0 0
Haemangiosarcoma m | O 0 0 0 0 0 0 0 0 0 1 2 0 0 0 0
SPLEEN
Haemangioma b | 1 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Haemangiosarcoma m | O 0 0 0 0 0 0 0 1 2 0 0 0 0 1 2
TESTIS
Interstitial cell tumour b | 2 4 0 0 0 0 0 0
THYMUS
Histiocytic sarcomam | 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0 0
UTERUS
Endometrial stromal polyp b 2 4 2 4 3 6 4 8
Haemangioma b 0 0 1 2 0 0 0 0
Leiomyoma b 0 0 0 0 1 2 0 0
Squamous cell carcinoma m 1 2 0 0 0 0 0 0
Histiocytic sarcoma m 2 4 2 4 0 0 1 2
Leiomyosarcoma m 1 2 0 0 0 0 0 0
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Table 1 Incidence and % Incidence of Neoplastic Lesions by Tissue for Terminal Kill and Interim Death Animals Combined (continued)

MALES FEMALES
Oppm 500ppm 1500ppm 5000ppm Oppm 500ppm 1500ppm 5000ppm
Number of Mice 51 51 51 51 51 51 51 51
CONDITION n % n % n % n % n % n % n % n %
ABDOMINAL
Lipomab | O 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0
Mesothelioma m | O 0 0 0 0 0 1 2 0 0 0 0 0 0 0 0
Anaplastic sarcomam | 0 0 0 0 0 0 1 2 0 0 0 0 0 0 0 0
LYMPHOID/HAEMOPOIETIC ***
Myeloid leukaemia m | O 0 1 2 0 0 0 0 0 0 0 0 1 2 0 0
Malignant lymphoma m | 0 0 1 2 2 4 5 10 11 22 8 16 10 20 11 22
****Histiocytic sarcomam | 0 0 0 0 0 0 0 0 4 8 2 4 1 2 3 6
Combined | 0 0 2 4 2 4 5 10 15 29 10 20 12 24 14 28
OVERALL TUMOUR INCIDENCE
Primary benign tumours | 15 29 6 12 9 18 7 14 5 10 6 12 6 12 9 18
Primary malignant tumours | 14 28 20 39 17 33 20 39 23 45 15 29 17 33 18 35
Multiple benign tumours | 6 12 2 4 4 8 1 2 4 8 4 8 1 2 7 14
Multiple malignant tumours | 1 2 2 4 3 6 5 10 4 8 2 4 1 2 1 2

*** Histiocytic sarcomas are not generally regarded as lymphoid in origin but are usefully included here

**** Based on incidence from all sites and not additional to those reported for individual sites





