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Dear Document Control Office: ;
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In compliance with the National Toxicology Program's (NTP) mission to keep our colleagu -
informed of the current NTP findings during ongoing studies. a copy of the revised Summe 7y
Pathology Tables for the chronic Dosed Feed study on P-NITROTOLUENE (99-99-0) are enclosed
for your review.

The NTP assembles a Pathology Working Group to review every study and to resolve any
differences between the study laboratory and quality assessment pathology evaluations. Please note
that the PWG conclusion of the study results is based solely on the pathology for this study and may
not reflect final NTP conclusions. In determining final conclusions, the NTP assesses a broad array
of information that includes other results from this study and historical control data.

The Summary Pathology Tables contain the Incidence Rates of Neoplastic and Non-neoplastic Lesion
data and the Statistical Analysis of Primarv Tumors data pertaining to the laboratory animals. All
study data are subject to an NTT retrospeciive audit and the interpretation may be modified based on
the findings.

A wide variety of NTP information is also available in electronic format on the world-wide web, for
example, the NTP Annual Plan, abstracts of NTP Reports, study data, and the status of all NTP
studies. To view this information requires access to the internet and a Web browser such as Netscape
Navigator or Internet Explorer. To access the NTP home page, use the URL
http://ntp-server.niehs.nih.gov/. Comments on the usefulness of this site and suggestions for
improvement are encouraged.

Please contact Central Data Management (CDM) at {(219)341-3419 if vou have any guostions

may also fax your requests for information to CDM at (81954 1-3687 or send them via <
cdm@niehs.nih.gov.
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NATIONAL TOXICOLOG PRGGRAM

These raports were generated at the request of Dr. J. Mahler as a result of a special PWG for the Clitoral Gland,
TR-498 p-nitrotoluenc

Pathology Tabies - Rats
P03 - Incidence Rates of Non-Neoplastic Lesions - 2 year study
PO5 - Incidence Rates of Neoplasins by Anatomic Site (systerric lesions abri iged) - 2 year study

PO8 - Statistical Analysis of Primary Tumors
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NTE Experiment-Test: 05205- 07 LINCIDENCE RATES OF NONNEOPLASS © LESTONG BY ANATOM PR {u)
Study Type: CHRONIC P - NITROTOLUENY

Route: DOBED KED

Final#l/Rare

Facility: Soulhern Regearch Tnoti

Chemic.l CAS #: 9999

Lock Date: 08/24/98

Cage Range: All

Reusons For Removal: Al
Remova! Date Ravge: ALd
Treatmont Groups: Trelude all

a Rumber of au’mals cxamined microscepically at site and number of animals with lesion
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NTP Experiment-Test: 05205-07
Study Type: CHRONIC
Route: DOSED FEED

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)
P-NITROTOLUENE

Report: PEIRPTH}
Date: 01/04/01
Time: 07:51:49

FISCHER 344 RATS FEMALE 1250 2500 5000
: PPM PPM PPV PPM
DISPOSITION SUMMARY
Animals Initially In Study 50 50 50 50
. Early Deaths

Natural Death 4 1 1 2

Moribund Sacrifice 7 12 10 7

Survivers

Terminal Sacrifice 39 37 39 41

Animals Examined Microscopically 50 50 50 50

ALIMINTARY SYSTEM ! )

intestine Large, Cecum {50} (49) (50) (50)
Edema : 1 (2%)

Intestine Small, Ileum (48) (47) (50) (48}
Ulcer . 1 {2%)

Liver (50} (50} (50) ' (50}
Angiectasis 1 (2%) 1 (2%) 2 (4%)
Basophilic Focus 44 (88%) 41 (82%) 49 (98%) 46 (92%)
Clear Cell Focus 12 (24%) 11 (22%) 18 (36%) 10 (20%)
cyst 1 (2%)
Eosinophilic Focus 1 (2%) 2 14%) 7 (14%) 9 {18%)
Fatty Change 1 (2%) ) '

Hematopoietic Cell Proliferation 1 (2%) 1 {2%) ,
Hepatodiaphragmatic Nodule 3 (6%) 7 (14%) 14 ummf 12 124%)
Infiltration Cellular, Mixed Cell 41 (82%) 33 {66%) 43 (86%) 49 (98%)
Mixed Cell Focus 4 (8%) 3 {6%) 5 {10%) 3 (6%)
Necrosis, Focal 1 (2%) ) 1 (2%) 1 (2%)
Regeneration 1 (2%)

Bile Duct, Hyperplasia 3 (6%) 1 (2%) '

Centrilobular, Necrosis 2 (4%)

Hepatocyte, Vacuolization Cytoplasmic 2 (4%) 1 (2%)

Kupffer Cell, Pigmentation 2 (4%) 3 [6%) L ;

Nesentery {5) 1)’ (3)-

Fat, Necrosis ‘5 (100%) 1 (100%) 3 (100%) : .

Pancreas (50) (50} (50) (50)
Atrophy : 3 (6%) 1 (2%) 8 (16%) 4 (8%)
Acinus, Hyperplasia, Focal 1 (2%) 1 {2%)

Salivary Glands ' (50) {50) {50) (57
Atrophy 1 (2%) 2 (4%)

Stomach, Forestomuch {(50) (50) (50) (50)
Edema 1 (2%) 1 (2%)

a Number of animals examined microscopically at site

=2
<

and number of animals with lesion
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! NTP Experiment-Test: 05205~07
Study Type: CHRONIC
Route: DOSED FEED

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)
P-NITROTOLUENE

Report: PEIRPY03
Dale: 01/04/01
Time: 07:51:49

' FISCHER 344 RATS TFFEMALE 0 1250 2500 5900
PPM PPM rerm PpM
' ALIMENTARY SYSTEM - CONT
' Exosion 1 (2%)
! Ulcer 2 (1°)
Epithelium, Hyperplasia 3 (et) 2 (4%) 1 (2%)
Stomaciy, Glandular (50) (50) (50} (50)
Erosion L(4%)
Tooth (1)
Malformation 1 (100%)
CARDIOVASCULAR SYSTEM
Heart (50) (50) (50) {50}
Cardinmyopathy 13 (26%) 10 (20%) 11 (22%) g (16%)
Inflammation, Chronic 3 (6%)
Endocardijum, Fibrosis 1(2%)
ENDOCRINE SYSPEM
adrenal Cortaex (501 (50) (50) (50)
Accessory Adrenal Cortical Nodule 10 ,20%) 6 (12%) 9 (18%) 5 (10%)
Degeneration, Fatty L1l (22%) 19 ,138%) 9 (18%) 10 (20%)
Hyperplasia, Focal 5 (107, 8 (16%) 3 (6%) 3 (6%)
Hypertrophy 2 {4%)
Hypertrophy, Focal 4 (8%) 14 {20 4) 7 {14%) 2 {4%)
Necrosis 1 {2%) 1 {2%) 1 {2%)
Adrensl Medulla (49) {30) (50) {50
Hyperplosia 3 (6%) 2 {4%)
Fizultary Gland (50) (50) (30} {50}
bars Distalis, Angicectasis 4 (8%) S (10%) 7 (14%) T (14%)
Pars Distalis, Cyst 22 (44%) 13 (783} 18 (36%) £ (12%)
Pars Distalis, Hyperplasia, Focal 16 (20%) 12 (24} 8 (lot) 7 (14%)
Pav: Troermedia, sngicctasis 2 (4%) 2 (4%)
Pars Tu.oecmedi i, Cyst 1 (2% 1 (%)
Thayroid Gland \50) (50) 150} (50)
Ultimobranchial Cyst 1 (2%) 2 (4%)
C~2ell, Hyperrlusia 16 (32%) 14 (28%) 13 {263} 8 (16%)
Follicle, Cyst 1 (2%) 1 (2%)
) GENERAL BODY SYSTEM
None
v a  HNumber of animal. examined microscopically at site and number of animais with lesion
Page 3
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NTP Experiment-Test: 05205-07
Study Type: CHRONIC
Route: DOSED FEED

P~NITROTOTUENE

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)

Report: PEIRPTO3
NDate: 01/04/07
Time: 07:51:49

FISCHER 344 RATS FEMALE 0 1250 2500 5000
Py PPHM PPM PrPM
GENITAL SYSTEM
Clitoral Gland (50) (50) (50) (49)
Cyst 2 {4%) 1 (2%)
Hyperplasia 3 (6%) 5 (10%) 4 (8%} 6 {12%)
Inflammation, Chronic 2 (4%) 3 (6%) 2 (4%) 2 (4%)
Ovary (50) {50) (50) (50)
Cyst 9 (18%) 11 (22%) 3 (6%) 6 (12%)
Uterus (50) (50) (50} (50)
Inflammation, Chronic 1 (2%) 1 (2%)
Prolapse 2 (4%)
Cervix, Hyperplasia 1 (29%)
Endometrium, Hyperplasia, Cystic 5 (10%} 10 (20%) 13 (26%) 19 (38%)
Endometrium, Hyperplasia, Focal 1 (2%}
HEMATOPOIETIC SYSTEM o R o
Bone Marrow (50) {50) (50) {50)
Hyperplasia 1 (8%) 3 (6%) 6 (12%) 7 {14%)
Infiltration Cellular, Histiocyte 1 (2%) 1 12%) 5 {10%)
Lymph Nnde (4) (8)° (3) (11)
Hemor o+ aqe 1 (25%) . -
Hyperplasia, Lamphoid ; ' 1 {9%)
Piymentation 1 (25%)
Iliac, Pigmentation . 1 (13%) :
Mediastinal, Hemoxrrhage 1 (13%)
Mediastinal, Hyperplasia, Lymphoid 1 (9%)
Mediastinal, Pigmentation 1 (13%)
Pancreatic, Ectasia 1 (25%)
Pancreatic, Hemorrhage . . 1 (33%) 3 (27%)
Pancreatic, Hyperplasia, Histiocytic 1 (25%) 2 (25%) 1 (33%) 4 (36%)
Pancreatic, Pigmentaticn 1 {33%) 4 (36%)
Renal, Hemorrhage 1 {9%)
Renal, Hyperplasia, Lymphoid i 1 (9%)
Renal, Pigmentation ’ ! 2 (25%) 2 {18%)
Lymph Node, Mandibular (50} (50) (48) {50}
Ectasia ! 4 (B%) 3 (6%) 2 (4%) 4 (B%)
Hemorrhage : 3 (6%} 1 (2%) 3 {6%) 1 (2%)
Kyperplasia, Lymphoid 2 (4%) 4 {8%) 1 (2% 7 (14%)
Piymentation 27 (54%) 22 (44%) 24 (50%) 25 (50%)
Lymph Node, Mesanteric (49) {50) {50) {50}
Hemoxrhage 2 (4%) 1 (2%) 1 (2%) 1 (2%)

a Number of animals examined microscopically at site and number of animals with lesion
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NTP Ixperiment-Test: 05205~07
Study 7Type: CHRONIC
Routao: DMSED FEET

INCIDENCE RATES OF NONNEOPLASTIC
P-NITROTOIUENE

LESIONS

BY ANATOMIC SITE (a)

Report: PEIRPTO2
Date: 01/04/01
Time: 07:51:49

FISCFER 344 RATS FEMALE 0 1250 2500 5p20
PPM PPM reM PEM
HEMATOPOIETIC SYSTEM -~ CONT
Hyperplasia, Lymphoid 1 (2%)
Pigmentation 2 {(4%) 3 (6%) 1 (2%)

Spleen (50) (50) {50) (50)
Fibresis 1 (2%) 1 (2%) 1 (2%) 1 2%
Hematopoietic Cell Prolifcration 26 (52%) 26 (52%) 45 {90%) 43 (86%)
Hemoxrhage 1 (2%)
Infiltration Cellular, Mixe. Jell 1 (2%)

Piymentation 24 (48%) 32 (64%) 45 (90%) 48 (96%)

Thymug (48} (48) (45) (20}
Cyst 1 (2%) 1 (2%)
Hyperplasia, Lymphoid 1 (2%)

INTEGUMENTARY SYSTEM

Marmmary Gland (50; (50} (50) (50)
Hyperplasia 42 (84%) 42 (34%) 45 (90%) 29 (58%)

Skin (50) (50) (50) (49)
Cvst Epithelial Inclasion 1 (2%) 1 (2%)

U cer 1 {2%) 2 (4%) 2 {4%)
Epidermis, Hyperplasia 1 (2% 3 (6%) 1 (2%)
MUSCULOSKELET) L SYSTEM

Bon (49) {50) (50} (50)
Cranium, Osteopetrosic 12 (24%) 12 (24%) 11 (22% 11 (22%)
Femur, Ostecopetrosis 19 (39%) 14 {28%) 10 (20%) 6 (12%)

NERVOU.I SYSTEM

Brain {50) (50) (50} (50)
Compression 4 (8%) 6 (12%) 3 (6%) 3 (6%)
Eydrocephalus 1 (2%) 4 (8%) 1 (2%) 1 {2%)

RESPIRATORY SYSTEM

Lung (50) (50) (50) (50)
Hemorrhaqge 1 (2%) 2 (4%)

Infiltration Cellular, Histiocyte 44 (88%) 35 {70%) 39 (78%) 31 (62%)
Motaplasia, Osseous 1 (2%) 1 (2%)

a Number of animals exanmined microscopically at site

and number of animals with lesion

Page 5
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NTP Experiment-Test: 05205-07
Study Type: CHRONIC
Route: DOSED FEED

INCIDENCE RATZS OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)
P-NITROTOLUENE

Report: PEIRPTO3
Date: 01/04/01
Time: 07:51:49

FISCHER 344 RATIS FEMALE 1250 2500 5000
PPY pepM
RESPIRATORY SYSTEM - CONT
alveolar Epithelium, Hyperplasia 4 (8%) 5 (10%) 4 (8%) 1 (2%)

Hose (50) (50) (50} (50)
Foreign Body 3 (6%) 2 (4%) 7 (4%) 2 (4%)
Inflammation, Chronic 5 (10%) 4 {8%) 2 (47} .
Respiratory Epithelium, Hyperplasia 1 (2%) 3 (6%) 1 (2%)
Respiratory Epithelium, Metaplasia, Scuamous 2 (4%) 1 (249)

SPECIAL SENSES SYSTEM

Eye (2} (3) (1)
Cataract 1 (50%) 3 '100%) 1 (100%)
Inflammation, Chroric 1 (50%)

Retina, Degeneration 1 (50%) 2 {100%) . {100%)
URINARY SYSTEM ) _
Kidney (50) (50) (50} (50)
" Cyst 1 (4%
Glomerulosclercsis 1 (2%)
Hydronephrosis 1 {2%)
Infarct 1 {2%) 2 {4%)
Inflammation, Chronic 2 (4%) 2 {4%)
Mineralization 15 (30%) 21 %awwv 32 (64%) 40 {80%)
i'ephropathy 11 (22%) 12 (24%) 7 (14%) 11 (22%)
Renal Tubule, Dilatation 2 {2%) 1 (2%) . 1 {2%)
Renal Tubule, Hyaline Droplet 8 (16%) 41 (82%) 45 (98%) 46 (22%)
Renal Tvbule, Hyperplasia 1 {2%;
Renal Tubule, Hyperplasia, Oncocytic 2 (4%) 1 {(8%) 6 (12%)
" Renal Tubule, Pigmentation 9 (18%) 43 (96%) 49 .(98%) 50 (100%)
Transitional Epithelium, Hyperplasia 3 {6%)

Urinary Bladder (50) (509 (50) (50)
Inflammation, Chronic 1 (2%) 1 {2%)
Pransitional Epithelivs, Hyperplasia 1 1(2%)

and number of animals with lesion

a Nuwmber, of animals examined microscopicully at site

Page 6



NI'P Experiment-Test: N5205-07 ‘ INCIDENCE RATES OF NONNEOPLASTIC LESTONS BY AMATCMIC SITE (a) Report: PEIRPTO3

Study Type: CHRONIC P-NITROTOLUENE Date: 01/04/01
Route: DOSED FEED Time: (7:51:49
FISCHER 344 RATS MALE 0 1250 2500 500¢€
PPM PP PEM PPN

OISPOSITION SUMMARY

inimals Initially In Study 50 50 50 50
farly Deaths
Moribund Sacrifice 18 8 10 7
Nacural Death 1 4 2 3
Sivors
Tarminal Sa - iflcae 30 38 38 40
Naturel Death 1
wimals Exanired Microscopically 50 50 50 50

LIMENTARY SYo& %

Esophagus (49) (49) (49) (50)
Inflammatior Chronic 1 (2%)
intestine Zarge Cecum (49) {50} (50) (50)
Edera 1 {2%)
Ulcer 1 {2%) 1 {2%)
Liver (50) {50) (50) {50)
Angiectasirs 1 {2%) 1 (2%)
Basophilic rocus 31 (62%) 39 (78%) 42 (84%) 45 (90%)
Cleaxr Cell Feous 20 {40%) 27 (54%) 30 (60%) 32 {64%)
Degeneration, Cystic 3 {6%) 5 (10%) 1 {2%)
Eosinophilic Focus 5 (10%) 5 (10%) 5 (10%) 19 (38%)
Hematopoiecic Cell Proliferation L {2%)
Hemorrhage 1 (2%} 1 {2%)
Hepatodiaphragmatic Nodule 6 (12%) 4 (8%) T (14%) 10 (20%)
Infiltration Cellular, Mixed Cell 3 (6%) 2 (4%) 4 (8% 2 (4%)
Mixed Cell Focus 1 {2%) 10 (20%) 2 (4% 3 (6%)
Necrocis, Focal 2 {4%) 2%
Thrombecsis 1{2%)
Bile Duct, Cyst 1 (2%)
Bile Duct, Hyperplusia 45 (90%) 44 (88%) 42 (84%) 42 (84%)
Centrilobular, Necrosis 2 4% 1 (2% 1 (2%} 2 (4%)
Centrilobular, Vacuolization Cytoplasmic 1 (2%)
Hepatocyte, Depletion Glycogen, Diffuse 1 (2%)
Hepatncyte, Regeneration, Focal 1 (2%)
Hepatocyte, Vacuolization Cytoplasmic 3 (6%) 1 (2%) 1 (2%)
R Kupffer Cell, Pigmentation 4 (8%) 1 (2%)
Mesentery (6) {18} (7) (10)
Accessnry Spleen 1 (17%) 1 (10%)
Fal, Necrosis 4 (67%) 18 (100%) 7 (100%) 9 (90%)
~ a Number of animals examined microscopically at site and number of animals with lesion

Page s
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NTP Experiment-Test: 05205-07 INCIDENCE RATES OF NONNECPLASTIC LESIUNS BY 2NATOMIC SITE (a} Report: PEIRPTOJ
gtudy Type: CHRONIC D-NITROTOLUERE Date: 01/04/01
Route: DOSED PEED PTime: 07:51:49
PISCHER 344 RATS MALR 0 1250 2500 5000
PPM PPM PPM rru
ALTMENT&RX. 7. 'STEM - CONT
Parc.ceas (50) {50} (49) (50,
Atrophy 12 (24%) 18 (36%) 16 (33%; 7 (14%)
Acinug, Hyperplasia, cal 1 (2%) 2 (4%) 2 (4%) 1 (2%)
Salivary Glands (50} (50¥ (50) (50)
Atrophy 1 (2%) 1 2%
Stonach, Forestomach (50} (50} {50) (50}
Edema 2 (4%) 2 {4%) 1 (2%)
Jlcer 4 (8%) 1 (2%) 1 (2%) 1 (2%)
Epithelium, Hyperplasia 2 (4%) 2 (4%) 3 (6%) 2 (4%)
Stomach, fsiandular (50) (50} (50) ’ (50
Erosion 5 {10%) 1 (2%) 2 (4%)
Ulcer 2 {4%) 1 (2%)
Tooth (1)
Malformation 1 (100%)
CARDIOVASCULAR SYSTEM
Heart {50) (50} {50) (50}
Cardiomyopathy 29 .(58%) 31 (62%) 35 (70%) 29 (58%)
Thrombosis 1 (2%) 1 (2%) 1 (2%)
Epicardiun, Hyperplasia 1 (2%)
ENDOCRINE LYSTEM
Adrenal Cortex (50) (50) {50} (50)
Accessory Adrenal Cortical Nodule 8 {16%) 4 (8%) 11 (24%) 13 (26%)
Degeneration, Fatty 13 (26%) 9 {18%) 9 (18%) 8 (16%)
Hyperplasia, Diffuse 1 (2%) 1 (2%) .
Hyperplasia, Focal o 3 (6%) 1. (2%} )
Hypertrophy 1 (2%)
Hypertrophy, Focal 2 (4%) 2 (4%) 3 (6%) 2 {4%)
Necroeis 1 {2%) o 1 (2%) 1 (2%)
Adrenal Medulla (50} (49} {56} (50)
Hyperplasia 2 4y 3 (6%) 3 {6%) 3 (6%)
Islets, Pancrestic (50) . (50} (49} {50}
Hypexplagia 2 (4%) 2 (4%) 3 (6%) 1 (2%)
pPituitary Gland (48) (47) (49) {45)
Pars Distalis, Angiectaris 1 (2%) 2 (4%) 1 (2%) 1 (2%)
. Pars Distalis, Cyst 4 (8%) 8 (17%) 7 {14%) 8 (18%)
Pars Distalis, Hyperplasia, Focal 4 (8%) 5 (11%) 9 (18%) 7T 1L6%)
Thyroid Gland {50) (50) {50) {50)

a Number of animals examined microscopically at site and number of anima.s with lesion
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NT! Experiment-Tast: 05205-07
study Wype: CH. IC
Route: DOSED FLEeD

INCICENCE RATES OF

TTONMEOPLASTTIC

LESLTUS BY ANATOMIC SITR (a)
OTOLUEN:

Rerort: PEIRPTO3
NDate: 01/04/01
Time: 07:51:42

FISCHER 344 RATS MALF G 1250 2500 5000
PPM PPM
ENDOCRINE SYSTEM - CONT
Ultimobranchial Jyst 2 (1%)
C-Cell, Hyperplasia TO(1A4%) 8 (16%) 3 {6%) 7 (14%)
Follicle, Cys* 2 44) T (2%)
GENERAL BCTY SYSTIM

reritoneum (6) (2; (1) (5)

Inflammation, Chronie 1 (17%) 1 [20%)
GENITAL SYETEM

Epidicymis (50) (49) (5C) (50}
Atypia Cellular 37 (74%) 26 (73%) 35 (70%) 42 (84%)

?repulial Gland (50) (1Y) (50) (50)
Hyperplasia 1 (2%)
Inflammation, Chronlic 43 (H6%) 39 (80%) 45 {90%) 45 (90%)

Prastate (50) (50} (50) {50)
Corpora Amylacea 1 {2%)
Inflan .ation, Chronic 27 {54%) 29 (58%) 24 [Au%) 18 (3€%)
wpithelium, Hypexrplagiz 14 (20%) 11 {z22%) 7 (14%) 1 (2%)

Pastes (50) (50! (50} (50}
Germinal Epithelium, Atrophy 7 (14%) 11 (22 ) ¢ (1€%) 30 (60%)
Intorstitial Cell, Hyperplasia 8 (16%) 15 (30%} 7 (14%) 23 (46%)

HEMATOPOIETIC SYSTEM

Bone Marrow (50} (50) (50} {50)
Hyperplasia 4 (8%) 7 {14%) 3 (6% 3 {6%)

Lymph Node (14) (7 (7) (5}
Iliac, Ectasia 1 {14%)
Iliac, Hyperplasia, Lymphoid 1 (14%)
Mediastinal, liemorxrhage 1L (7%) 1 (14%) 3 (44%) Z (40%)
Mediastina’ Pigmentation 1 {50%) 3 (43%) 5 (/3%) 3 (60%)
Pancreatic, Hyperplasia. Lymphoid 1 (M%)
Pancre=tic, Pigmentation 2 (14%) 1 (14%) 1 (20%)
Renal, Hemorrhage 1 (14%)
Renal, Hyperplasia, Lywmphoid 1 (14%)
Renal, Pigmentation 1 {7%) 2 079

Lymph Node, Mandibular (48) (49) (49) (49}
Ectasia 5 (10%) 2 (4%) 2 (4%) 4 (8%)

& Noumber of animalg examined microscop

ically at s'te and mumber of animals with esion

Page
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NTP Experiment-Test: 05205-07 INCINENCE RATES OF NONNROPLASTIC LESIONS BY AN. 'OMIC SITE (a) Report: PREIRPTOZ
Study Type: CHRONIC ’ P-NITROLCLUENE : 01704701
Route: DOSED FEED 07:5):49
PISCUER 344 RATS MALR 0 1250 “500 5000
PPM PPM FE Py
HEMATOPOIETIC SYSTEM - CONT
Hemorrhage - 3 (6%) 4 (8%) 3 (6%} 4 (8%)
Hyperplasia, Lymphoid 4 (8%) 1 (2%) 2 (4 2 (4%)
Pigmentation 19 (40%) 14 (29%) 30 {61%:; 26 (B3%)

Lymph Node, Mesenteric (50) (50) (50) (50)
Hemorrhage *(8%) 2 (1%) A%, Lo12%)
Pigmentation 3 (%) 3 (6%} 1 %%

Spleen {50) (50) (50} {50)
Accessory Spleen 1 (2%)
Fibrosis 3 (6%) 4 (8%) 2 (44) 4 (8%
Hematopoietic Cell Proliferation 9 (18%) 13 (26%) 19 (38%) 25 (50%)
Hemorrhage 1 (2%) 1 (2%) 1 (2%}
Pigmentation 10 (20%) 12 (24%) 24 [48%) 38 (7h%)

Thy nMas (49) (47) (44) (46)
(yst 2 (5%)

INTEGUMENTARY SYSTEM ,

Mammary Gland (45) 148} {43) (36)
Galactocele 1 (2%)

Hyperplasia 29 (64%) 22 (46%) 27 (63%) 26 {72%)
Inflammation, Granulomatous i (2%)

Skin (50) (50) {50} (59)
Cyst Epithelial Inclusion 2 (4%)

Hemorrhage 1 (29)
Inflammation, Chronic 1 {2%)
MUSCULOSKELETAL SYSTEM

Bone {50} (50) (b, (50)

Hyperostosis 1 (2%)

Cranium, Osteopetrosis 1 (%)

Femuxr, Osteopetrogis 2 (4%) 1 (2%)
NERVOUS SYSTEM

Brain {50) {50} {50) (50)
Compression 5 (10%) 3 (6%) 7 {14%) 4 (B%)
Hydrocephalus 2 (4%) 2 (4%) 2 (4%)

Spinal Cord (4) {(2) (1) (1)

Cyst Epithelial Inzlusion 1 {100%)

a HNumber of animals examined microscopically at site and number of animals with lesipn
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NTP Experiment-Test: 05205-07 INCIDENCE RATES OF NONNEOPTASTIC LESIONS DY ANATOMIC SITE (a) Report: PELRPIO3

Study Type: CHRONIC P--NITROTOLUENE Date: 01/04/01
Route: DOSED FEED Time: 07:51:49
FISCHER 344 + 7S MALE 0 1250 2500 5000
ey reM PPM (2%

RESFIRATORY SYSTEM

Lung (59) {30} {50) {50)
Hemorrhage 5 {10%) 3 (69)
Infiltration Cellular, Histiocyte 39 (78%) 40 (80%) 43 (86%) 45 (90%)
Thrombosis 1 {2%)
Alveolar Epithelium, Hyperplasia 3 (6%) 2{4%) 5 {10%) 4

Mose (50) (50) (50) (50
Foreign Body S (10%) 6 (12%) Y (1%} 1
Inflammation, Chronic 7 (14%) B (16%) 8 (1l&%) 3
Respiratory Epithelium, Hyperplasia 5 (10%) 6 (12%) £ 110%)
Respiratory Fpithelium, Metaplasia, Squamous 4 {8%) 102%)

SPECIAL SENSES SYSTEM

Eye (3) (2 (1)
Cataract 1 (33%) 2 (100%) w o U%) 1 (100%)
Hemoxzhage 1 (507 1 {100%)
Retina, Degeneration 2 (1007 10 0%)

URINARY SYSTEM

Kildney (50) (50} . (50}
Cyst 1 (2%)
Infarct 4 (8%) 3008 1 (2%)
Inflammation, Chronic oA{2%) 1 (2%) 1 (2%)
Nephropathy 33 ({66%) 37 (74%) 21 62%) 14 (36%)
Renal Tubule, Dilatation 1 (2%) 1 (2%)
Renal Tubule, Hyaline Droplet 2 (4%) 23 {46%) Lo (54%) 18 (38%
Renal Tubule, Hyperplasia 1 {2%) 1 (2%
Renal Tubule, Hyperplasia, Oncocytic 3 (6%)
Renal Tubule, Pigmentation 10 (20%) 28 (56%) T(94%) 46 (92%)
Transiticnal Epithelium, Hyperplasia 1 2%

a Number of animals examined microscopically at site end uudber of animals wity Jesse -,

Paye 11
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NTP E.periment-Test: 05205-07 INCIDENCE RATES 27 WROPILASMS BY ANATOMIC SITE (SYSTEM T . b.TONS ABRIDZCMOY (a) Report Euw‘amj.‘n
study 4ype: CHa%,IC P-NITROTC.UENE Lat s OI/715/07
Route: DOSEL FEFTR Tima., T0.14,:50
PINAL#Z/ . ATS
Facility: Soutnern Ri: ;-1 Jpakituate

Chemical CAS #. 9%~:9-0
Lock NDate 08,/24/92

Cage Range: All

Reasons For Remov:l: All
Removal Date Paoge. ALl
Treatment Groups: Inclnde ALl
v hwwoer s T w0 cx vor Leally at site and mumber of animals with lesion
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NTP Experiment~Test: 05205-07 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a) Report: PEIRPTOS

Study Type: CHRONIC P-NITROTOLUENE Date: 01/15/01
Route: DOSED FEED Time: 10:490:52
FISCHER 344 RATS FEMALE 0 1250 2500 5000
PPM PP PPY PPM

DISPOSITION SUMMARY

. Animals Initially in Study 50 50 50 50
Farly Deaths
Natural Death 4 1 1 2
Moribund Sacrifice 7 12 10 7
Survivors .
Terminal Sacrifice 39 37 39 41
Animals Examined Microscopically 50 50 - 50 50

ALIMENTARY SYSTEM

Intestine Large, Colon (50) (50) {49) (50)
Intestine Large, Cecum (50} (49) (50) (50)
Liver {50) {50) (50} (50)
Hepatocellular Adenoma - 1 (2%) R
Histiocytic Sarcoma 1 (2%)
Oral Mucosa : (1) (1) {1)
Squamous Cell Carcinoma . 1 (100%)
Sguamous Cell Papilloma 1 (100%) 1 (100%)
Pancreas (50) (50} (50) {50}
Acinus, Adenoma 1 (2%) ,
Salivary Glands (350} (50) (50) {50)
Stomach, Forestomach (50} (50} (50) (50)
Stomach, Glandular (50) {50) (50) (50}
Tongue {3) (1) (1)
Scuamous Cell Carcinoma 1 (33%) 1 {(100%) 1 (100%)

CARDIOVASCULAR SYSTEM

Heart (50) (50) (50} (50)
Endocardium, Schwannomz Malignant 1 (2%)

ENDOCRINE SYSTEM

Adrenal Cortex {(50) {(50) (50} (50)
Adrenal Medulla {49) {50) {50) (50)
Pheochromocytoma Malignant’ 1 (2% 1 (2%)
Pheochromocytoma Benign 2 (4%) 1 (2%) 1 (2%)
Page 2
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NTP Experiment-Test: 05205-07 INCIDENCE RATES OF NEOPLASMS

Study Type: CHRONIC
Route: DOSED FEED

BY ANATOMIC
P~NTTROTOLUENR

SITE

{SYSTEMIC LESTONS ABRIDGEDR) (a) Report: PIIRPTOS

Date: 01/15/01
Time: 10:40:52

FISCHER 344 RATS FEMALE 0 1250 2500 5000
PPM PPM rem
ENDOCRINE SYSTEM - cont
Pituitary Gland (50) (50) (50) (50)
Pars Distalis, Adenoma 15 (30%) 23 {46%) 17 (34%) 11 (22%)
Pars Tntermedia, Adenoma 1 (2%) 1 (2%)
Pars Intermedia, Carcinoma L o(z2%)
Thyroid Gland (50) (50) (50) (50)
Bilateral, C-Call, Adenoma 1 (2%)
C-Cell, Adenoma 6 {12%) 4 (4%) 9 (18%) 2 (4%)
C-Cell, Carcinoma 12w 1 (2%)
Follicular Cell, Carcinoma 1 (2%) 1 (2%} 1 (2%)
GENERAL BODY SYSTEM
None
GENITAL SYSTEM
Clitoral Gland (50) (50) (50) (49)
Adenoma 7T (14%) 8 (16%) 12 {26%) 6 (12%)
Adenoma, Multiple 2 {4%)
Carcinoma 2 {4%) 4 (8%} 6 (12%) 1 (2%)
Carcinoma, Multiple L (2%)
ovary (50) (50) (50) (50)
Granulosa Cell] Tumor Malignant 1 (2%)
Histiocytic Sarcoma 1 {(2%)
Uterus (50) (50) (50} (50}
Carcinoma 1 (2%)
Fibroma 1 (2%)
Hemangioma 1 (2%)
Leiomyona 1 (2%)
Polyp Stromal 6 (12%) 4 (8%) 10 (20%) 8 (16%)
Polyp Stromal, Multiple 1 (2%)
Schwannoma Malignant 1 (2%)
HEMATOPOLETIC SYSTEM
RBone Marrow (50) {50) {50) (50)
Histiocytic Sarcoma 1 (2%)
Lymph Node (4) (8) {3) (11)
Lymph Node, Mandibular (50} {50) {48) (50)
Lymph Node, Mesenteric (49) (50) {50) {950}

Page



NTP Exi eriment-Test: 05205-07
Study Type: CHRONIC
Route: DOSED FEED

INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)
P-NITROTOLUENE

Report:

Dace:
Time:

01/15/01
10:40:52

PEIRPTOS

FISCHER 344 RATS FEMALE

PPM

12%
PPM

0

2500
PPM

5000

HEMATOPQIETIC SYSTEM - cont
Spleen
Thymus
Histiocytic Sarcoma

(50}
(48)

{50)
(48)
1 (2%;

(50)
(45)

(50)
(50)

INTEGUMENTARY SV 3TEM

Mammary Gland
Carcinoma
Fibroadenoma
Fibroadenoma, Multiple

Skin
Histiocytic Sarcoma
Trichoepithelioma
Subcutaneous Tissue, Fibroma
Subcutaneous Tissue, Fibrosarcoma
Subcutaneous Tissue, Lipoma
Subcutaneous Tissue, Sarcoma
Subcutaneous Tissue, Sarcoma NOS

(50)
1 (2%)
14 (28%)

{50}

{2%)

(50)

15 {30%)
2 (4%)
(50)
1 (2%)

1 (2%

{10}

17 (34%)
3 (6%)
(50}

(50)
5 (10%)
(49)
1 mmwv

1 (2%)
1 (2%)

MUSCULOSKELETAL SYSTEM

None

NERVOUS SYSTEM

Brain
Astrocytoma Malignant
Carcinoma, Metastatic, Pituitary Gland
Glioma Malignant
Oligodendroglioma Malignant
Spinal Cord

(50)
1 (2%)

(1)

{50)
1 (2%)

(2)

(50)

1 (2%)

(50)

1 (2%)
1 (2%)

RESPIRATORY SYSTEM

Lung
Alveolar/Bronchiolar Adencma
Histiocytic Sarcoma
Sarcoma NOS, Metastatic, Skin

{50}

1 (2%)

(50)
1 (2%)

(50)

(50}
1 (2%)

)
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NTP Experiment-Test: 05205-07 INCIDENCE RATES OF MEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED} (a) Report: PEIRPTOS

Study Type: CHRCNIC P- NTTROTOLUENKE Date: N1/15/01
Route: DOSED FEED Time: 10:40:52
FISCHER 344 RATS FEMALR 0 2500 5000
PIM PPM PPM
SPECIAL SENSES SYSTRM
Zymbal's Gland (1)
Carcinoma . 1 {100%)
URINARY SYSTEM
Kidney (50) (50) (50) (50}
Sarcoma 1 (2%)
Urinary Bladder (50} {50) (50} (50)
SYSTEMIC LESIONS
Multiple Organs *(50) *{50) *(50) *{50)
Histiocytic Sarcoma 1 (2%)
Leukemia Mononuclear 13 (26%) 12 (24%) 3 (6%) 1 (2%
Lymphoma Malignant L (2%) 1 (2%)

*  Number of animals with any tissue examined microscopically

Page 5




NTP Experiment-Test: 05205-07 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a) Report: PEIRPTOS

study Type: CHRONIC P-NITROTOLUENE Date: 01/15/01
Route: DOSED FEED Time: 10:40:52
FISCHER 344 RATS FEMALRE 0 1250 2500 5000
PPM PPM PPM PPM

TUMOR SUMMARY

'
5
'
‘
v
'
|
)
'
|
|
'
|
|
'
'
|
'
'
'

v
'
1

'
|

'

1

) Total Animals with Primary Neoplasms (b) 43 46 46 29
Total Primary Neoplasms Y 82 . 91 48

Total Animals with Benign Neoplasms 33 39 41 27

Total Benign Neoplasms 53 8 74 39

Total Animals with Malignant Neoplasms 22 22 16 7

Total Malignant Neoplasms 24 24 17 9

Total Animals with Metastatic Neoplasms 1 1

Total Metastatic Neoplasm 1 1

Total Animals with Malignant Neoplasms
Uncertain Primary Sitce .

Total Animals with Neoplasms Uncertain-
Benign or Malignant
Total Uncertain Neoplasms

2 Number of animals examined microscopically at site and number of animals with lesion
b Primary tumors: all tumors except metastatic tumors

Page 6
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NTP Experiment-Test: 05205-07 INCIDENCE RATES OF NEOPLASMS DY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a) Report: PEIRPTOS

Study Type: CHRONIC P-NITROTOLUENE Date: 01/15/01
Route: DOSED FEED Time: 10:40:52
FISCHER 344 RATS MALE 0 1250 2500 5600
PPM PPM PPM PPM

DISPOSITTON SUMMARY

Animals Initially in study 50 50 50 50
Early Deaths
Moribund Sacrifice 18 8 10 7
Natural Death 1 4 2 3
Survivors
Texminal Sacrifice 30 38 38 40
Natural Death 1
Animals Examined Microscopically 50 50 50 50

ALIMENTARY SYSTEM

Intestine Large, Colon (50) {19} (48) {(49)
Polyp Adenomatous 1 (2%)
Intestine Jlarge, Ccoum (49) (50) (S0) (50)
Intestine Sma'l, Nuodenum (49) (50} (50} 150)
Intestine Small, Ileum (49) (49) (47) (49)
Liver (50) (50) (50) (59)
Carcinoma, Metastatic, Pancreas 1 {2%)
Carcinoma, Metastatic, Thyrcid Gland 1 (2%
Hepatocellular Carcinoma 1 (2%)
Mesenteyry '6) (18) (7 (10}
Caxrcinoma, Metastatic, Thyroid Gland 1 (14%)
Oral Mucosa (1) (1)
Squamous Cell Carcinoma 1 (100%)
Sguamous Cell Papilloma 1 (100%)
Fancreas (50) (50) (49) {50}
Carcinoma, Metastatic, Thyroid Glanu 1 (2%)
Acinus, Adenoma 1 (2%)
Acinus, Carcinoma 1 (2%)
Salivary Glands (50) (50) (50 (50}
Schwannoma Malignant 1 (2%) 1 (2%)
Stomach, Forestomach (50) (50 (50) {(50)
Squamous Cell Papilloma 1 (72%)
Stomach, Glandular (50) (50) (50) {50)
Tongue (1)
Squamous Cell Carcinoma 1 (100%)
Page 7
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NTP Experiment-Test: 05205-07 INCIDENCE RATES OF NEOPLASMS

Study Type: CHRONIC
Route: DOSED FEED

BY ANATOMIC SITE (SYSTEMIC LESJONS ABRIDGED) (a)

pP~NITROTOLUENE

Report: PEIRPTO05

pate: 01/15/01
Time: 10:40:52

FISCHER 344 RATS MALE

PPM

1250
PPH

2500
prM

5000
PPM

CARDIOVASCULAR SYSTEM

Heart
Alveolar/Bronchiolar Carcinoma, Metastatic,
1ung

(50)

(50)
1(2%)

ENDOCRINE SYSTEM

Adrenal Cortex
Adenoma
carcinoma, Metastatic, Thyroid Gland
Bilateral, Adenoma
renal Medulla
Pheochromocytoma Malignant
Fheochromocytoma Benign
Islets, Pancreatic
Adenoma
L.«reinoma
Pituitary Gland
Pars Distalis, Adenoma
rars Distalis, Carcinoma
Pars Intermedia, Adenoma
Thyroid Gland
2-Cell, Adenoma
C-Cell, Carcinoma
mowwwnauzwbnmww. adenoma
Follicv.ayx Cell, Carcinoma

(50)

(50)

3 (6%)
(50)

3 (6%)
2 (4%)
(48) .
15 (31%)
1 (2%)

(50}
11 (22%)

(50Y

(49)
1 (2%)
3 (6%)
(50)

(47)
16 (34%)

(50)
7 (14%)

2 (4%)

(50)
1 (2%]
1 (2%

(50)
2 (4%)
(49)
1 (2%}
(49)
15 (31%)

(50)
5 (10%)
1 (2%}

2 (4%)

(501
1 (2%)

1 2%
{50)
1 (2%)
4 (8%)
(50)

(45)
14 (31%)

1 (2%)
(50)

4 (B%)
2 (4%)
1 (2%)

GENERAL BODY SYSTEM

Peritoneum

(6)

(2)

(1)

(5}

GENITAL SYSTEM

Preputial Gland
Adenoma
Carcinoma
Schwannoma Malignant
.Prostate
Adenoma
Seminal Vesicle

Rl
B L B

¥

(50)
2 {4%)
2 (4%)
1 (2%)
(50)
2 (4%)
{50)

rage

(49)
4 (8%)
4 (8%)
(50)

(50)

8

(50}
4 (8%)
(50)

2 (4%)
(50}

{50)
5 {10%)
3 (6%)
(50}

(50)



NTP Experiment-Test: 05205-907
Study Type-: CHRONIC

Route: DOSED FEED

FISCHER 344 RATS MALE

GENITAL SYSTEM -
Testes
nilateral, Interstitial Cell,
Interstitial Cell, adenoma

cont

Adenoma

HEMATOPOIETIC SYSTEM

Bone Marrow

Lyry:h Node

Lymph Node, Mandibular
Carc¢inoma, Metastatic,

Lymph Node, Mesenteric

Spleen
Carcinoma,

Thymus
Thymoma Malignant

Thyroid Gland

Metastatic, Thyroid Gland

{50)
40

(80%)

9 (18%)

{50)
(14)
(48)

(50}
(50}

(49)

(50)
32 (64%)
14 (28%)

(50)
{N
(49)

(50)
(50}

(47)

INCIDENCE RATES OF NROPLAGMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED)
P-NITROTOLUENE

5000
re

(50)
17 (34%)
17 (341)

() Report: PEIRPTOS
Date: 01/15/01
PTime: 10:40:52

LY LT > (1
O—

DO
[
P

INTEGUMENTARY SYSTEM

Mammnary Gland
Fibroadenoma

Skin
Bagal Cell Adenoma
Bagal Cell Carcinoma
Carcinoma, Metastatic,
Fibrous Histiocytoma
Keratoacanthoma
squamous Cell Papilloma
Trichoepithelioma
Sebaceous Gland, Adenoma
Subcutaneous Tissue, ¥ibroma
Subcutaneous Tissue, Fibrosarcoma
subcutaneous Tissue, Hemangioma
Subcutaneous Tissue, Schwannoma falignant

Zymbal’s Gland

5 (10%)

HAN&V
2 (4%)

[

(2%)

2 (4%)
1 (2%)
1 (2%]

7 (14%) 1

2 4%

MUSCULOSKELETAL SYSTEM

Bone
- Osteosarcona
Skeletal Muscle
Carcinoma, Metastatic, Pancreas

e
v

(50)
(1}

1 {100%)

Page
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(1)
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(50}
(2)

(50)
1 (2%)
(1)



NTP “xperiment.-Test: 05205-07
Stuc Type: CHRONIC
Rout. , DOSED FEED

INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC
P-NITROTOLUENE

1ESIONS ABRIDGED) (a} Report: PEIRPTOS
Date: 01/1%/01

Time: 10:40:52

FISCHER 344 RATS MALE [¢] 1250 2500 5000
peM PPM PEM PPM
MUSCUT OSKELNTAL SYSTEM -~ cont
Thymoma Malignant, Metastatic, Thymus 1 (100%)
NERVOUS SYSTEM
Brain (50) (50) {50} (50}
Astrocytoma Malignant 1 (2%)
Carcinoma, Metastatic, Pituitary Gland 1 (2%)
Granular Cell Tumor Malignant 1 (2%)
Spinal Coxd (4) {2) 1) (1)
RESPIRATORY SYSTEM

Lung (50) (50) (50 {50}
Alveolar/Bronchiolar Adenoma 1 (2%) 1 (2%) 2 (4%)
Alveolar/Bronchiolar Adenoma, Multiple 1 (2%}
Alveolar/Bronchiolar Carcinoma 1o(2%) 1 (2%)
Carcinoma, Metastatic, Pancreas 1 (2%)

Carcinoma, Metastatic, Preputial Gland 1 (2%)

Carcinoma, Metastatic, Thyroid Gland 1 (2%) 1 02%

Thymoma Malignant, Metastatic, Thymus 1 (2%)
SPECIAL SENSES SYSTEM

Eye (3) (2) (1) 1)
Melanoma Malignant 1 (33%)

Zymbal‘s Gland (2) (2)
Adenoma 1 (50%)
Carcinoma 2 {100%) 1 (50%)

URINARY SYSTEM
Kidney {59) {50) (50) {50)
Urinary Bladder (50) (50) (50) (50}
Page 10
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NTP Experiment-Test: 05205-~07
study Type: CHRONIC

Route: DOSED FERD

INCIDENCE

RATES OF NREOPLASMS BY ANATOMIC SITE (SYSTEMIC T.ESTONS ABRLUGED)

[-NITROTOLUENE

FISCHER 344 RATS MALL

Multiple Organs
Loukemia Mononuclear
Tymphoma Malignant
Mesothelioma Malignant

0 250 2500
PPM PPM ?PM
L{50) *{50) *{50)
24 (48%) 12 (24%) 5 (10%)
2 (4%)
5 (10%) (%)

2 (4%) 1

(a)
'ate:
Time:

5000
PN
*{50)
4 (8%)
1 (2%)
4 (8%)

* Number of animals with any cissue examined microscopically

Page
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NTP Experiment-Test: 05205-07 INCIDENCE RATES OF NEOPLAGMS BY ANATOMIC SITE (SYSTEMIC T.ESIONS ABRIDGED)

study Type: CHROMIC
Route: DOSED FEED

PN LTROTOLUENY

(a)

Yeport: PEIRPTOS

Date:
ime:

01/15/01
10:40:52

FISCHER 344 RATS MALE . 4] 1250 4500 5000
e PPM PPM PPM
TUMOR SUMMARY
Total Animals with Primary Neoplasmg (1) 50 £0 48 46
Total Primary Neoplasms 140 11 107 95
PTotal Animals with Benign Neoplaems 49 50 48 41
Total Benign Neoplasms 93 86 91 73
Total Animals with Malignant Neoplasms 33 22 15 20
Totzl Malignant Neoplasms 47 27 i6 22
Total Animale with Metastatic Neoplasms 3 3 4
Total Metastatic Neoplasm 5 9 5

Total Animals with Malignant Neoplasms
Uncertain Primary Site

Total Animals with Neoplasms Uncertain-
Benign or Malignant
Total Uncertain N .oplasms

a Number of animals examined microccopically at site and number of animals with lesion

b Primary tumors: all tumors except metagtatlc tumors

Page 12
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NT#

LAB: Southern Research Inst
EXPERIMENT: 05205 TEST: 07
TEST TYPE: CHRONIC

CONT': NO1-ES5-55393
PATHOLOGIST: HEATH, JAMES E.

REASONS FOR REMOVAL:

REMOVAL DATE RANGE:

TREATHMENT GROUPS:

STATISTICAL ANALYSTS OF PRIMARY TUMORS

P-NITROTOLUENE

CAGES FROM 0000 TO IAST CAGE
ROUTE: DOSED FEED

ALL

ALL

INCLUDE ALL

Fipal$2/Rats

RFPORT: PEIRPTOB
DATE: 01/04/01
TIME: 08:27:02
PAGE: 1
NTP CH#: 62537D
CAS: 99-59-0
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NTP STATISTTCAL ANALYSIS OF PRIMARY TUMORS

LAB: Southern Research Tnst
CXPERIMENT: 05205 TEST: 07
TEST TYP CHRUNIC

CONT: NO .5 -55393
PATHOLOGLLZ: HEATH, JAMES E.
ate (FISCHER 344)

FOR ALL DOSES THE TUMOR RATES IN THE FOLLOWING
BA3ELD ON NUMBER OF TISSUES EXAMINED. TN OTHER
ARE BASED ON THE NUMBER OF ANTMALS NECROPSIED.

P~NITROTOLUENRE

CAGES FROM (0000 TO LAST CAGE
ROUTE: DOSED FEED

TISSUES/ORGANS ARE
TISSUBS/ORGANS RATES

Adrenal Cortex
Adrenal Medulla
Brain
Clitoral/Prcputial Gland
Heart

Izlets, Pancreatic
K. dney

Liver

Lung

Ovary

Paricreas

Pituitary Gland
Prostate

Salivary Glands
Testes

Thymus

Thyroid Gland

REPORT: PEIRPTOB
DATR: 01/04/01
TIME: 08:27:02

NTP C#: 62537D
CAS: 99-99-0



NTP

LAB: Southern Research Inst
EXPERIMENT: 05205 TRST: 07
TEST TYPE: CHRONIC

CONT: NO1-ES-55393
PATHOLOGIST: HEATH, JAMES E.

SUMMARY OF STATTSTICALLY SIGNIFICANT

IN THE ANALYSIS OF

Male Rats

Organ
Islets, Pancreatic
Skin

Testes
Thyro.d Gland: C-Cell
All Organs

REPORT: PEIRPTOB
DATE: 01/04/01
PIME: 08:27:02

STATISTLICAL ANALYSIS OF PRIMARY TUMORS
P-NITROTOLUENE

CAGES FROM 0000 TOQ LAST CAGE
ROUTE: DOSED FEED NTP C#: 62537D

CAS: 99-99-0

(P<=.05) RESULTS .
P~NTTROTOLUENE

Carcinoma or Adenoma

Fibroma

Fibroma, Fibrosarcoma, Sarcoma, Myxoma, Myxosarcoma, or Fibrous Histiocytoma
Adenoma

Adenoma

Leulkemia: Lymphocytic, Monocytic, Mononuclear, or Undifferentiated

Benign Tumors

Malignant Tumors

Malignant and Benign Tumors

Female Ratg

Clitoral/Preputial Gland
Mammary Gland

All Organs

Moxphology

Adenoma

Carcinoma or Adenoma

Fibroadenoma

Fibroma, Fibroadenoma, Carcinoma, or Adenoma

Leukemia: Lymphocytic, Monocytic, Mononuclear, or Undifferentiated
Benign Twnors

Malignant Tumors

Malignant and Benign Tumerce

N
n_ ,:U
n_ ,:b



|
|
W

Date: 01/04/

Adrenal Cortex
Adenoma

OVERALY, (a)
POLY-3 RATE (b)
POLY-3 PERCENT (g)
|TERMINAL (d)
FIRST INCIDENCE

LIFE 'TABLE

POLY 3

POLY 1.5

POLY &

LOGISTIC REGRESSION
COCH~ARM / FISHERS

Adrenal Medulla
Pheochromocyto

0l

EXPERIMENT: 05205 TEST:

07

stat‘stical Analysis of Primary Tumors in Rats(FISCHER 344)
Terminal Sacrifice at 105 weeks

0 1250 2500 5000 0 1250
PPM PPM PPM PPM PPM PPM
0/50 (0%) 0/50 {0%) 1/50 {2%) 2/50 (4%) 0/50 (0%) 0/50 (0%)
0/44.85 0/44.95 1/47.38 2/46.70 0/45.91 0/46.28
0.0% 0.0% 2.1% 4.3% 0.0% 0.0%
0/31 (0%} 0/38 (0%) 1/38 (3%) 1/40 (3%) 0/39 (0%) 0/37 (0%)
- e 729 (T) 685 - -
P=0.088 (e) P=0.511 P=0.279 (e) (e)
D=0,07% (e) P=0.511 P=0.245% (e) (e)
P=0.073 (e) pP=0.507 P=0.242 (e) (e}
P=0.078 (e) P=0.516 P=0.252 (e) (e)
P=0.073 {e) P=0,541 P=0.240 {e) (e)
P=0.070 {e) P=0.500 P=0.247 (e) {e)

Males
0 1250 2500 5000 4] 1250
PPM PPM PeM PPM PeM pPM

ma Benign

TUMOR RATES

OVERALL (&) 3/50 (6%) 3749 (6%) 2/50 (4%) 4/50 (8%) 2/49 (4%)
POLY-3 RATE (b) 3/45.04 3/743.95 2/47.38 4/46.62 2/44.91
POLY-~3 PERCENT (g} 6.7% G.8% 4.2% 8.6% 4.5%
TERMINAL (Q) 2131 (7%) 3/37 (8%) 2/38 (5%) 3/40 (8%) 2/38 (5%)
FIRST INCTIDENCE 681 729 (T) 729 {T) 707 729 (T)
STATISTICAL TESTS

LYFE TABLE P=0.526 P=0.595N P=0.422N P=0.614 P=0.343N
POLY 3 P=0.445 P=0.651 P=0. 477N P=0.519 P=0, 358N
POLY 1.5 P=0.437 P=0.652 P=0G.486N P=0.511 P=0,360N
POLY 6 P=0.457 P=3.652 P=0, 466N P=0.531 P=0.356N
LOGISTIC REGRESSION P=0.469 P=0.661 p=0.463N P=0.532 P=0.343N
COCH~ARM / FISHERS P=0.424 P=0.651 P=0.500N P=0.500 pP=0.362N

bage 1

P=NITROTOLUENE

2500

/50
0/47.00
0.0%

Females
2500
PPM

1/750 (2%) 0/50 (0%)
1/46.28 0/47.00
2.2% 0.0%

1737 (3%) 0/39 (0%)
729 {T) -~
P=0.509N P=0,233N
P=0.489N P=0.227N
P=0.490N P=0,229N
P=0, 490N P=0 . 226N
P=0.509N {e}
P=0.492N P=0.242N

(0%)

0/39 (0%)

0/50 {0%)
0/48.05
0.0%
0/41 (0%)

PPM

1/50 (2%
1/48.05
2.1%
1/41 (2%)
729 (T)

P=0.,473N
P=0.476N
P=0.482N
p=0.4718
P=0.473N
P=0.492N
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Date: 01/04/01

EXPERIMENT: 05205 TEST: 07
Statistical Analysis of Primary Tumors in Rats(FISCHER 344) -
Terminal Sacrifice at 105 weeks

Page 2
P~NITROTOLUENE

COCH-ARM / FISHERS

Males Females

Dase [4 1250 2500 5000 0 1250 2500 5000

PP PPM PPM PPM PEM PPM PPM PPM
Adrenal Medulla

Pheochromocytoma: Benign, Complex, Malignant, NOS
TUMOR RATES
OVERALL (a) 3/50 (6%) 4/49 (8%) 2/50 (4%) 5/50 (10%) 2/49 (4%) 2/50 (4%) 1/50 (2%) 1/50 (2%)
POLY-3 RATE (b) 3/45.04 4/43.95 2/47.38 5/46.62 2/44.91 2/46.64 1/47.00 1/48.0%
POLY~3 PERCENT (g) 6.7% 9.1% 4.2% 10.7% 4.5% 4.3% 2.1% 2.1%
TERMINAL {Q) 2/31 (7%) 4/37 (11%) 2/38 (5%) 4740 (10%) 2/38 (5%) 1/37 (3%) 1/39 (3%) 1741 (2%)
FIRST INCIDENCE 681 729 (T) 729 (T) 707 729 (1) 629 729 (T} 729 (T)
STATISTICAL TESTS
LIPE TABLE P=(.431 P=0.580 P=0.422N P=0.481 P=0.311N P=0.690 P=0.491N P=0, 473N
| POLY 3 P=0,345 p=0.487 P=0.477N P=0.376 P=0.321N * P=0. 680N P=0. 484N P=0.476N
[POLY 1.5 p=0.336 P=0.488 P=0.486N P=0.368 P=0.325N P=0.682N P=0.487N P=0.482N
POLY 6 P=0.356 P=0.487 P=0.466N P=0.387 P=0.317N P=0.679N P=0.483N P=0.471N
LOGISTIC REGRESSION P=0.372 P=0.498 P=0.463N P=0.391 P=0.326N P=0.688N P=0.491N P=0.473N
'COCH-ARM / FISHERS P=0,324 P=0.489 P=0.500N p=0.357 P=0.332N P=0.684N P=0.492N P=0.4928
Males Females

Dose 4] 1250 2500 5000 0 1250 2500 5000

PPM PPY PPM PPM PPM PPl PPM PPM
Clitoral/Preputial Gland

Adenoma

TUMOR RATES
OVERALL (a) 2/50 (4%) 4749 .(8%) 1/50 (2%) 5/50 (10%) 7/50 {(14%) 8/50 (16%) 15/50 (30%) 6/49 (12%)
POLY-3 RATE (b) 2/44.85 4/45.29 1/47.58 5/46.53 7/45.91 8/46.40 15/48.20 6/47.44
POLY-3 PERCENT (g) 4.5% 8.8% 2.1% 10.8% 15.3% 17.2% 31.1% 12.7%
TERMINAL (d) 2/31 (7%) 3/38 (8%) 0/38 (0%) 5/40 (13%) 7/39 (18%) 7/37 (19%) 13/39 (33%) 6/41 (15%)
FIRST INCIDENCE 729 (T) 490 679 729 (T) 729 (T) 701 387 729 (T}
STATISTICAL TESTS
LIFE TABLE P=0.287 P=0.420 P=0. 445N B=0,329 P=0.434N P=0.460 P=0.046 * P=0.46IN
POLY 3 P=0.227 P=0.342 P=0.479N P=0.231 P=0.453N P=0,509 P=0.056 P=0.475N
POLY 1.5 P=0.221 P=0.336 P=0.488N p=0.225 P=0.478N P=0.506 P=0, 052 P=0.490N
POLY 6 P=0.235 P=0.349 P=0.469N P=0.241 P=0.428N P=0.510 P=0.058 P=0,460N
LOGISTIC REGRESSION p=0.212 P=0.321 P=0.487N P=0.329 P=0.484N P=0.498 P=0.047 * P=0.461N

P=0.213 P=0.329 P=0.500N P=0.213 P=0.520N P=0.500 P=0.045 * P=0.516N
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. Date: 01/04/01 EXPERIMENT: 05205 TEST: 07
Statistical Analysis of Primary Twvwors in Rats(FISCHER 344)
Terminal Sacrifice at 105 weeks

Page 4
P~NITROTOLUENE

Males Femalesg
Dose 0 1250 2500 5000 0 1250 2500
' PPM PPM PPM PPM PPM PPM PPM
Islets, Pancreatic
Adenoma
TUMOR RATES
OVERALL Awu 3/50 (6%) 0/50 (0%) 1/49 (2%) 0/50 (0%) 0/50 {7%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 3/45.02 0/44.95 1/46.58 0/46.53 0/45.91 0/46.28 0/47.00 0.48.05
POLY~-3 PERCENT (g} 6.7% 0.0% 2.2% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 1/331 (3%) 0/38 (0%) 1/38 (3%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 695 --- o729 () - - -=- - o
STATISTICAL TESTS
LIFE TABLE P=0.070N P=0.105N P=0.251N P=0,098N (e) (e) (e) (e)
| POLY 3 . P=0.082N P=0.119N P=0,293N P=0.113N (e) (e) (e) (e)
' POLY 1.€ P=0.084N P=0,119N =0.301N P=0.115N {e) {e) (e) (e)
POLY 6 P=0.081N" P=0.118N P=0.284N P=0.109N (e) (e) (e) {e)
LOGISTIC REGRESSION P=0.079N P=0.1198 P=0.283N P=0,112N (e} {e) (e) (e)
COCH-ARM / FISHERS P=0 ., 087N F=0.121N P=0.316N P=0,121N (e} (e} (e} (e)
) Males Females
[ Dose 0 1250 2500 5000 0 1250 2500 5000
PPM PPN PPM PPM PPM PPM PPM PPM
Islets, Pancreatic
Carcinoma
TUMOR RATES
OVERALL (a) 2/50 (4%) 0/50 (0%) 0/49 (0%) 0/50 (0%) a/50 (%) 0/50 (0%) 0/50 (0%} 0/50 (0%)
POLY~3 RATE (b) 2/44.92 0/44.95 0/46.58 0/46.53 0/45.91 0/46.28 0/47.00 0/48.05
POLY~3 PERCENT (g) 4.5% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 1/31 (3%) 0/38 (0%) 0/38 (0%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 713 - ——— - —— —-—— - —
STATISTICAL TESTS .
LIFE TABLE p=0.100N P=0.209N P=0.204N P=0.201IN (e) (e) (e} (e}
POLY 3 P=0.114N P=0.237N P=0.229N P=0.229N (e) {e) (e) {e)
POLY 1.5 .P=0.114N P=0.237N P=0.234N P=0.233N (e) (e) (e) {e)
POLY & , P=0.114N p=0.236N P=0.223N P=0.224N (e) (e) (e) (e)
LOGISTIC REGRESSION P=0,107N P=0.233N P=0.220N P=0.221N {e) {e) {e} (e}
COCH~ARM / FISHERS P=0.116N P=0.247N P=0,253N P=0.247N (e) (e) (e) (e)




Date: 01/04/01 EXPERIMENT: 05205 TEST: 07 Page 5

Statistical Analysis of Primary Tumors in Rats({FISCHER 344) - P-NITROTOLUENE
Terminal Sacrifice at 105 weeks
Males Ferales
Dose [¢] 1250 2500 5000 0 1250 2500 5000

Islets, Pancreatic
Carcinoma or Adenoma

TUMOR RATES !

OVERALL (a) 5/50 (10%)  0/50 (0% 1/49 (2%) 0/50 {0%) 0/50 10%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 5/45.08 0/44.95 1/46.58 0/4€.53 0/45.91 0/46.28 0/47.00 0/48.05
POLY-3 PERCENT (g) 11.1% 0.0% 2.2% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 2/31 (7%) 0/38 (0%) 1/38 (3%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/43 (0%)
FIRST INCIDENCE 695 - 729 (T) ——- e --- .- -

STATISTICAL TESTS

LIFE TABLE P=0.013N* P=0.026N* P=0.074N P=0.023N* (e) (e) (e) (e)
POLY 3 P=0.015N* P=0.031N* P=0, 094N P=0.028N* {e) {c) (e) {e)
POLY 1.5 P=0.016N* P=0.031N* P=0,029N P=0.029N* (e) (e} {e) (e)
POLY 6 P=0,0Ll5N* P=0.030N* pP=0, 088N P=0,026N* (e} (e} {e) (e)
LOGISTIC REGRESSION P=0.015N* P=0.032N* P=0. 088N P=0, 028N (e) (e) (e} (e)
COCH-ARM / FISHERS P=0.018N* P=0, N28N* P=0.107N P=0.028N* (e) (e} (e) (e)
Males Females

Dose 0 1250 2500 5000 0 1250 2500 5000

PPM PPM PPM PPM PPM PPM PPM pru
nu""""n"“""""""""“"""""“nﬂ""“""""“““““"""\;“”“”“””“””“""""“"“""I[-xv:vl.n o A e e e e T Tt I P e
Lung

Alveolar/Bronchiclar Adenoma

TUHMOR RATES
OVERALL (a) 1/50 (2%) 0/50 (0%) 2/50 (4%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) L/50 (2%)
POLY-3 RATE (b) 1/45.52 0/44.95 2/747.38 2/46.53 J/45.91 0/46.28 0/47.00 1749 08
POLY-3 PERCENT {g) 2.2% 0.0% 4.2% 4.3% 0.0% 0.0% 0.0% 2.0%
TERMINAL {(d) 0/31 {0%) 0/38 (0%) 2/38 (5%) 2/40 (5%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 1741 (2%)
FIRS® INCIDENCE 504 - 729 (T) 729 (T) - e ——— 729 {T)
STATISTICAL TESTS
LIFE TABLE P=0.290 P=0.500N P=0.549 P=0.556 P=0,209 (e} (e) P=0.510
POLY 3 P=0,256 P=0.503N P=0,514 P=0.508 P=0.20% (e) (e) P=0.509
POLY 1.5 P=0,252 P=0,502N P=0.508 P=0.504 P=(.203 (a) (e) P=0.506
POLY 6 P=0.262 P=0.,503N P=(.521 P=0.514 p=0,207 {e) () p=0.512
LOGISTIC REGRESSION P=0.224 P=0.620N P=0,394 P=0,451 (e (e} (e) P=0.510
COCH-ARM / FISHERS P=0,245 P=0. 500N P=0.500 P=0.500 P=0,198 {e) (e) P=0,500




Date: 01/04/03 EXPERIMENT: 05205 TEST: 07 Page 6
Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - P-NITROTOLUENE
. Terminal Sacrifice at 105 weeks

Males Females
Dose 0 1250 2500 5000 0 1250 2500 5000
PPM J 91 PPM PPM PpM PPM PPM M

Lung

Alveolar/Bronchiolar Carcinoma or Alveolar/Bronchiolar

Adenoma
TUMOR RATES
'OVERALL, (a) 1/50 (2%) 1/50 (2%) 2/50 (4%) 3/50 (6%) 0/50 10%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY-3 RATE (b) 1/45.52 1/44.95 2/47.38 3/46.53 0/45.91 . 0/46.28 0/47.00 1/48.0¢
POLY~3 PERCENT (g) 2.2% 2.2% 4,2%. 6.5% 0.0% 0.0% 0.0% 2.1%
PERMINAL (d) 0/31 (0%) 1/38 (3%) 2/38 (5%) 3/40 (8%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 1/41 {2%)

FIRST INCIDENCE . 504 729 (T} 729 (T) 729 (T) - - --- 729 {T)

LIFE TABLE P=0.212 P=0.738N P=0.549 P=0,374 P=0.209 {e) (e} P=0.510
POLY 3 P=0.174 P=0.758 P=0.514 P=0.313 P=0.,205 (e) (e) P=0.509
pPOLY 1.5 P=0.171 p=0.759 P=0.508 p=0.310 P=0.203 (e} (e} - £=0.506

L POLY 6 P=0.179 P=0.758 P=0.521 P=0,319 P=0.207 (e) (e) p=().512

I T.0GISTIC REGRESSION P=0.157 P=0.747 P=0.394 P=0.273 {e) (e) (e) P=0.510
|COCH-ARM / FISHERS P=0.165 P=0.753N P=0.500 P=0.309 P=0.198 (e) (e) P=0.500

Males - Females
| Dose 0 1250 2500 5000 0 1250 2500 5000
' ' PPM PPM PPM PPM PPM PPM reM PPM
Mammary Gland
Fibroadenoma

TUMOR RATES # # L ¥ # # # #

OVERALL (a) 0/50 (0%) 0/50 (0%) 2/50 (4%) 0/50 (0%) 14/50 (28%) 17/50 (34%) 20/50 (40%) 5/50 (10%)
POLY-3 RATE (b) 0/44.85 0/44.95 2/47.38 0/46.53 14/46.39 17/46.42 20/48.23 5/48.25
POLY~3 PERCENT (g) 0.0% 0.0% 4.2% 0.0% 30.2% .36.6% 41.5% 10.4%
TERMINAL (d) 0/31 (0%) 0/38 (0%} 2/38 (5%) 0/40 (0%) 11/39 (28%) 14/37 (38%) 15/39 (39%) 4/41 (10%)
FIRST INCIDENCE — —-— 729 (T) -—= 655 701 633 676
STATISTICAL TESTS

LIFE TABLE P=0.637 (e) P=0.284 (e) P=0. 013N P=0,289 =0,166 P=D.018N*

. POLY 3 P=0.613 {e) P=0.250 {e) P=0.008N**  P=0.331 P=0.176 P=0.014N*

POLY 1.5 P=0.605 (e) P=0,245 (e} P=0.0ON* P=0.334 P=0.164 P=0.015N8*
POLY 6 P=0.624 (e) P=0.256 {e) P=0,007N** P=0.320 P=0.187 P=0 NI1IN*
{LOGISTIC REGRESSION (@) (e) P=0.284 - (e} P=0, 0LIN* P=0.334 P=0.160 P=u. D LSN*
COCH-ARM / FISHERS P=0.595 {e) P=0.247 {e) P=0,01L7N* P=0.333 P=0.146 P=g . 020N
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Date: 01/04/01 RXPERIMENT: 0520% TREST: 07 Page 7
Statistical Analysis of Primary Tumors in Rats{FISCHER 344) - P-NITROTOLIJENE
Terminal Sacrifice at 105 weeks
Males Fenales

Dose 0 1250 2500 5000 0 1250 2500 5000
Mammary Gland

Fibroma, Fibroadenoma, Carcinoma, or Adenoma
TUMOR RATES # K. # ¥ # # # #
OVERALL (a) 0/50 (0%} 0/50 (0%) 2/50 (4%) 0/50 (0%) 14/%0 (28%) 17/50 (34%) 20/50 (40%) 5/50 (10%)
POLY~3 RATE (b) 0/44.85 0/44.9% 2/47.38 0/46.53 . .39 17/46,42 20/48.23 5/48.25
POLY-3 PERCENT (g) 0.0% 0.0% 4.2% 0.0% 36.6% 41.5% 10.4%
TERMINAL (d) 0/31 (0%) 0/38 (0%) 2/38 (5%) 0740 (0%) (28%)  14/37 (38%) 1%/39 (39%) 4/41 (10%)
FIRST INCIDENCE - - 729 (T) -—- 701 633 676
STATISTYICAL TESTS
LIFE TABLE P=0.637 (e) P=0.204 (e P=0.1013N* P=0,289 P=0.166 P-0.018N*
POLY 3 P=N.613 {e) P=0.250 (e) P=0,D08N** P=0.331 P=0.176 P=0.0L4N*
POLY 1.5 P=0.605 (e} P=0,245 (e) P=0.010N* P=0.334 P=0.164 pP=0.01L5N*
POLY 6 P=0.624 (e) P=0.256 (e) P=0.0N0TN** P=0.320 P~(.187 P=0,013N*
LOGISTIC REGRESSION {e) (e} P=0.284 (c) P=0,0L1IN* P=0.334 pP=0.160 P=0,015N*
[COCH-ARM / FISHERS P=0.595 (e) P=0.247 (e) p=0.017N* P=0.333 p=0.146 pP=0.020N*
“""“""”“H"nth»‘.lﬂ""ﬂﬂ“”"ﬂ“"“"“”“n"HU\nnJ“HH“J""“““""“HUH"NHnhd”""“"ﬂﬂ""“"""ﬂ"HNU”UHHN”A,U".D\."““"HHNHH Pt hd i~ E kB e e

Males Females

Dose 0 2500 5000 Y] 1250 2500 5000
X PPM PPM PEM PPM PPM PPM PPM
Oral Cavity (Oral Mucosa, Tongue, Pharynx, Tooth, Gingiva)

Squamous Cell Carcinoma
TUMOR RATES 4 # # # # # # #
OVERALL (a) 06/50 (0%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 1/50 (2%) 1/50 (2%) 1/50 {2%)
POLY-3 RATE (b) 0/44.85 2/44.95 0/47.38 0/46.53 1/46.11 1/46.49 1/47.00 1/48.05
POLY~3 PERCENT (g) 0.0% 4.5% 0.0% 0.0% 2.2% 2.2% 2.1% 2.1%
TERMINAL (4) 0/31 (0%) 2738 (5%) 0/38 (0%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 1739 (3%) 0/41 (0%)
FIRST INCIDENCE - 729 (T) -— - 676 675 129 (T) 728
STATISTICAL TESTS
LIFE TABLE P=0.363N P=0.284 {e) (e) P=0.612N P=0.753 P=0.,758N P=0.747N
POLY 3 P=0.395N P=0.238 (e) {e) P=0.623N P=0. 759N P=0.,756N pP=0.751N
POTY 1.5 P=0.399N P=0 238 (e) (e} P=0.626N P=0.759N P=0.757TN P=0.754N
POLY 6 P=0. 389N P=0.239 {e) (a) P=0.621N P=0.759N P=0.757TN P=0.'749N
LOGISTIC REGRESSION (e) P=0.284 (e) (e} P=0.625 P=0.757 P=0.761 p=0.757
COCH-ARM / FISHERS P=0,A05N P=0.247 (e) {e) P=0.634 P=0.753N =(.753N P=0,753N
e e R A I LT AT T D A S I A S T e £ 60 e BT A T T B I A A e T A G T T T T T T R A D e T T N N M R S S R TM IR E O S I T ERERSERETII S
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Date: 01/04/01

EXPERIMENT: 05205 TEST:

07

Statistical Analysis of Primary Tumors in Rats(FISCHER 344) -
Terminal Sacrific¢e at 105 weeks

TUMOR RATES
OVERALL (a)

POLY~3 RATE (b)
POLY~3 PFRCENT (g)
TERMINAL (d)

FIRST INCIDENCE

LIFE TABLE

POLY 3

+ULY 1.5

POLY 6

LOGISTIC REGRESSINN
CCOCH-ARM / FISHERS

Orel Cavity {(Oral Mucosa, Tongue, FPharynx, Tooth, Gingiva)
Squamous Cell Carciioma, Papilloma Scuamous, or Papilloma

i # # ¥ #
0/50 (0%) 2/50 (4%) 1/50 (2%) 0/50 {(0%) 2/50 {4%)
0/44.85 2/44.95 1/47.38 0/46.53 2/46.18
0.0% 4.5% 2.1% 0.0% 4.3%
0/31 (0%) 2/38 (5%) 1/38 (3%) 0/40 (0%) 0/39 (0%)
——— 729 (7) 729 (T) - 676
»=0.408N P=0.284 P=0.541 (e) P=0.581
P=0.447N P=0.238 P=0.511 (e) P=0,568
P=0.453N P=0.238 pP=0.507 (e) =0.564
P=0.438N P=0.239 P=0.516 {e) P=0.572
(e) P=0,284 P=0.541 (e) p=0.554
P=0.461N P=0.247 P=0.500 (e) P=0.556
Males
0 1250 2500 5000 0
PEM PPM PPM PPM PPM

Puge 8

P NITROTOLUENE

Pituitary Gland:
Adenoma

TUMCR RATES
OQVERALL (a)

POLY~3 RATE (b)
POLY-3 PERCENT (g)
TERMINAL (d)
FIRST INCIDENCE

STATISTICAL TESTS
LIFE TABLE

POLY 3

POLY 1.5

POLY 6

LOGISTIC REGRESSION
COCH-ARM / FISHERS

15/48 (31%)
15/43.92
34.2%
11/30 (37%)
639

P=0.250N
P=0.454N
P=0.470N
P=0.432N
P=0.436N
P=0.493N

16/47 (34%)
16/44.11
36.3%
13/38 (34%)
515

P=0.429N
P=0.506
P=0.492
P=0.527
P=0.483
P=0.471

Pars Pistalis or Unspecified Site

15/49 (31%)
15/47.11
31.8%
12/37 (32%)
627

P=0.352N
P=0.495N
P=0.521N
P=0.465N
P=0.4B9N
P=0.560N

14745 (31%)
14/42.37
33.0%
13/37 {35%)
685

P=0.271N
P=0.547N
P=0.562N
P=0.524N
P=0.488N
P=0.583N

15/50 (30%)}
15/46.66
32.2%
13739 (33%)
504

P=0.059N
P=0.057N
P=0.065N
P=0.050N
P=0.071N
P=0.085N

f # #
1/50 (2%) 1750 (2%) 2/50 (4%)
1/46.49 1/47.00 2/48.05
2.2% 2.1% 4.2%
0/37 (0%) 1/39 (3%) 1741 (2%)
675 729 (T) 728
P=0.508N P=0.4378 P=0.668N
P=0,498N P=0, 494% P=0., 679N
P=0.498N P=0. 495N P=0.684N
P=0, 499N P=0.495N P=0. 676N
P=0, 505N P=0.501N P=(), 695N
B=0,500N P=0.500W P=0.691N
Females
1250 2500 5000
PPM DPM PPM
23/50 (46%) 17/50 (34%) 11/50 (22%)
23/47.58 17/47.61 11/48.69
48.,3% 35.7% 22.6%
19/37 (51%) 14/39 (36%) 9/41 (22%)
577 675 532
P=0.059 P=0.421 P=0.205N
P=0.079 P=0.442 P=0.207TN
P=0.077 $=0.432 P=0.221N
P=0.083 P=0.449 P=0.194N
P=0.077 P=0.442 P=0.238N
P=0.074 P=0.415 P=0.247N
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Statistical hnalysis of Primary Tumors in Rats (FISCHER 344) - P-NITROTOLUENE
Terminal Sacrifice at 05 weeks
_ Males Famales
Dose ¢ 1250 2500 5000 Q 1250 2500 5000
PP PEM PEM PPD PrM M PP PR

Pituitary Gland: Pars Distalis or Unspecificd Site
Carcinoma or Adenoma

TUMOR RATES
OVERALL (a) 16/48 (33%) 16747 (34%) 15/49 (31%) 14/45 (31%) |15/50 (30%) 23,50 (46%) 17/50 (34%; 11/50 (22%)
POLY-3 RATE (b) 16/43.92 16/44.11 15/47.11 14/42.37 15/46.66 23/47.58 17/47.61 11748 .69
POLY~-3 PERCENT (g) 36.4% 36.3% 21.8% 33.0% 32.2% A8.3% 35.7% 22.6%
TERMINAL {4) 12730 (40%) 13/38 (34%) 12/37 {(32%) 13737 (35%) [13/39 (33%} 19/37 (51%) 14/39 (36%) 9/4L (22%)
FIRST INCIDENCE 639 515 627 €85 504 577 675 532
STATISTICAL TESTS
LIFE TARLE P=0. 195N P=0.340N P=0.27iN P=0.198N P=0.059N P=0.059 L=7.421 P=0,205N
POLY 3 P=0.382N P=0.582N P=0.40:5N P=0.458N p=0.057N P=0.073 P=0.442 P=0, 207N
POLY 1.5 P=0.398N P=0.579 r=0.431N P=0.474N p=0.055N P=0.077 P=0.432 P=0.221N
POLY 6 P=0.361N P=0. 561N P=0,374N P=0.434N P=0.050N P=0(.083 P=0.449 pP=0,194N
LOGISTIC REGRESSION P=0.363N P=9.570 P=0,396N P=0,396N P=0.071N P=0.077 P=0.442 P=0.23813
COCH~ARM / FISHERS F=0.,420N P=0,557 P=0.472N P=0,497N P=0.035N P=0.074 P=0.415 P=0.24"8
Males Females

Dose 0 1450 2500 5000 0 1250 2500 5000

PPM PPM Pry PPM PPM PPM rrM PrM
Pituitary GlsnAd. Pars Intermedia

Carcinoma or Adcnoma

TUMOR RATES
OVERALL (a) 0/48 (0%) 0/47 (0w 0/49 (0%) 1,45 (2%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 2/50 (4%)
roLY-3 R E (b} 0/43.32 0/42.88 0/46.38 1/42.20 0/45.91 0/46.28 1/47.20 2/48.0%
POLY-3 PERCENT (g) 0.0% 0.0% 0.0% 2.4% 0.4% 0.0% 2.1% 4.7%
PERMINAL (4) 0/30 {0%) 0/38 (0%) 0/37 (H%) 1/37 (3%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 1741 (2%)
FIRST INCIDENCE - - - 729 (M) - - 676 728
STATISTICAL TESTS
LIFE TABLE P=0.211 te) (e) P=0.542 P={0,253
POLY 3 P=0.195 (e) (e) P=0.495 r=0.248
POLY 1.5 P=0.193 (e) (&) P=0.492 pP=0.244
POLY 6 P=0.398 () {e) P=0.500 P=0.251
LOGISTIC REGRESSION (e) {e) fey P=0,542 P=0.256
COCH-ARM / FISHER P=0.140 {c) {a) P=0.484 p=0,247
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Prostate
Adenoma

FYXPERIMENT 0520% 'PEST: 07
statistical Analysie of Primary Tumworg in Ratg(FISCHER 344) -
Terminal Sacrifice at 105 weeks

5000
PPM

Page 10
P-NITROTOLUENE

'TUMOR RATES
| OVERALL {a) 2/50 (4%) 2750 (4%) 2/50 (4%) 0/50 (0%)
POLY~3 RATE (b) 2/44.8% 2/44.95 2/47.41 0/46.53
POIY~-3 PERCENT (g} 4.5% 4.5% 4.2% C.0%
TERMINAL (d) 2/31 (7%) 2738 (5%) 1/38 (2%) 0/40 (0%)
FIRST INCINENCE 7729 (T) 729 (T) 724 -
STATISTICAL TESTS
LIFE TABLE P=0.122N mno.mnoz p=0.617N P=0, 184N
POLY 3 P=0,154N P=0.693N P=0.674N P=0,229N
POLY 1.5 =0, 158N P=0.693N p=0. 682N P=0, 233N
POLY 6 P=0.148N P=0.691N P=0, 664N P=0,224N
 LOGISTIC REGRESSION P=0,134N P=0.6208 P=0.643N (e)
| COCH-ARM / FISHERS P=0.163N P=0.691IN P=0.691N P=0,247N
Hales Foemales

Dose 0 1250 2500 5000 0 1250 2500 5000

PPM PPY PPH IPM PPM PPM PPM Pon
B e e S P EERSSRUESEERS T A N T T S T L T e S M e M N N I NI SAEARNE R S A SRR EN
Skin

Basal Cell Adenoma

TUNOR RATES y Ty ¥ # ¥ 3 # "
OVERALL {a) 1/50 (2%) 0/50 (0%) 1/50 ,(2%) 2/50 (4%) 0/50 (0%) 0/506 (0%) 0/50 (0%) 0/50 {0%)
POLY~3 RATE (b) - 1/45.19 ¢/44.95 1/47.38 2/46.53 0/45.91 0/46.28 0/47.00 0/48.05
POLY-3 PERCENT (g) 2.2% 0.0% 2.1% 4.3% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/31 (0%) 0/38 (0%) 1/38 (3%) 2/40 (5%) 0/39 (0%) 0/37 (C%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 637 —— 729 (T) 729 (T) - -—- - -
STATISTICAL TESTS
LIFE TABLE P=0.290 P=0.514N P=0,730N P=0.561 (e, {e) (e) (e)
POLY 3 P=0,257 P=0.501IN P=0.750N P=0.510 () (e) (e} (e)
POLY 1.5 P=0.253 P=0.501N P=0.754N P=0.506 (e) (e} (e) (e)
POLY 6 P=0.262 P=0.501IN P=0.745N P=0.516 {e) (e) (e} {e)
LOGISTIC REGRESSION P=0.248 P=0.512N P=0.740 P=0.496 {e) (e) {e) (e)
COCH-ARM / FISHERS P=0.247 P=0.500N P=0. 753N P=0.500 (e) (e) {e) (e)
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Statastical Analysis of Primary Tumors in Rats (FISCHER 344) - P-NITROTOT.URENE
Perrinal Sacrifice at 105 weeks i
R MEAT NN RSN ST CEENSESCSEESMEERERSS ST EoED SnmmsmzzEoszsssssseoanmess o=ssssssssasass By P pep e sz=z==x ===
Males Females
ose 0 1250 2500 5000 1) 1250 2500 5000
reM PPM PFM PPM PPM e PPM M
Skin
. Passl Cell Adenoma, Basosquamous Tumor Benign, or
Trichoepithelioma
TUMOR RATES # # # # T_ # #
QVERALL (a) 1/50 (2%) 0/50 (0% 2750 (4%) 2750 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY~3 RATE (b) 1/45.19 0/44.95 2/47.38 2/46.53 0/45.91 0/46.28 0/47.00 1/48.05
POLY~3 PERCENT (g) 2.2% 0.0% 4.2% 4.3% 0.0% 0.0% 0.0% 2.1%
TERMINAL (d) 0/31 (0%) 0/38 (0%) 2/76 (5%) 2740 (5%) 0/39 (0%) Q/37 (0%) 0/39 (0%) 1/41 (2%)
TIRZT INCIDENCE 637 - 7.3 {T) 128 T) e --= -—- 729 (1)
STATLISTCAL TESTS
LIFE TABLE P=0.295 P=0.514N pP=0.555 P=0.561 P=0.209 {e) {e) p=0.510
POLY 3 P20, 257 P=0,501N P=0.%17 pP=0.510 P=0.205 (e) () P=0.509
POLY 1.5 P=(, 253 P=0.501N p=0,510 P=0.506 P=0.203 (e) (a) P=0.%06
POLY 6 P=0.264 P=0.501N p=(). 524 P=0.516 ©=(, 207 (e) (e) P=0.512
LOGISTIC REGRESSION P=0.251 P=0.5%512N P=0.485 P=0.496 (e) {e) (e) P=0.510
COCH-ARM / FISHERS P=(.245 P=0.500N P=0.500 P=0.500 P=0.198 {e) {e) P=0.500
Males Females
Dose 0 1250 2500 5000 0 1250 2500 5000
PP PPM PPM PPM PrPM PPM PP PEM
Skin
Basal Cell Carcinoma, Bagsal Cell Adenoma, Basosquamous
Tumor {(benign, malignant or NOS), or Trichoepithelioma
TUMOR RATES # # # # # # # #
OVERALL (&) L/50 (2%) 1/50 (2%) 2/50 (4%) 3/50 (6%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY=3 RATE (h} 1/45.19 1/45.31 2/47.34 3/46.53 0/45.91 0/46.28 0/47.00 1/48.05
POLY -3 PERCENT (g) 2.2% 2.2% 4.2% 6.5% 0.0% 0.0% 0.0% 2.1%
TERMINAL (Q) 0/31 (0%) 0/38 (0%) 2/38 (5%} 3/40 (8%) 0739 (0%) 0/37 (0%) 0739 (0%) 1741 (2%
FIRST INCIDENCE 637 627 729 (1) 729 (T) - e - 725 (1)
STATISTICAL TESTS
LIFE TABLE P=0.208 p=0.747 P=0,555 Ir=0.379 P=0,209 (c¢) €] P=0.510
POLY 3 P=0.175 P=0, 760N P=0.%17 P=0.316 P=0.20% (&) (e) P=0.509
POLY 1.5 P=0.171 P=0, 760N P=0,510 P=0.312 P=0,203 (e) o) p=0.506
POLY 6 P=0.179 P=0,759N P=0.524 P=0.322 P=(.207 (e) (e) +=0.512
LOGISPIC REGRESSION P=0.161 P=0,752 P=0.485 P=0.308 (&) {e) (e) P=.510
COCH-ARM / FISHERA P=0,165 P00, 753N P=0, 500 P=0.309 P=0.198 {e) (e} P=0 500
o o O O T A e L e, B e e e B e T Y R R N R S R N N R R R R R N R L N L L S I R R R A R SR I A R S N e N IS SR L S I L N D T T e
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - P-WIPROTOLUENE
Terminal Sacrifice at 105 weeks

Males Femalos
Dose 0 1250 2500 5000 0 1250 2500 5000
PPM PPM rPM PPH PPM PPM PPM PPM

Basal or 3q. Cell Carcinoma, Carcinoma, Basosg. Tumor \
(M or B), Basal Cell Adenoma, Adenome, Papilloma, Sq Papilloma, Keratoacanthoma, Trichoepitheliom

TUMOR RATES # # # # # # # #
QVERALL (a) 4/50 (8%) /50 (12%) 5/50 {10%) 4/50 (8%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY-3 RATE (b) 4/45.19 6/45.31 5/47.38 4/46.53 0/45.91 0/46.28 0/47.00 1/48.05
POLY~3 PERCENT (g) 8.9% 13.2% 10.6% 8.6% 0.0% 0.0% 0.0% 2.1%
TERMINAL (d) 3/31 (10%) 5/38 (13%) 5/38 (13%) 4/40 (10%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 1/41 (2%)

FIRST INCIDENCE 637 627 729 ({T) 729 {7) - i - .- 729 (T}

STATISTICAL TESTS

LIFE TABLE P=0.357N P=0.467 P=0.617 P=0,515N P=0.209 (e) (e) P=0.510
POLY 3 P=0.460N P=0.371 P=0.530 P=0.627N P=0.205 {e) (e) P=0.509
POLY 1.5 P=0.469N P=0.371 P=0.518 P=0.633N P=0.203 e) (e) P=0.506
POLY 6 P=0.446N P=().375 P=0.543 P=0,617N P=0.207 (e} (e} P=0.512
LOGISTIC REGRESSION P=0,442N P=0,371 P=0.548 P=0,616N {e) (e) (e} P=0.510
COCH-ARM / FISHERS P=0.484N P=0.370 P=0,500 P=0.643N P=0.198 {e) {e) P=(.500
Males ‘ . Females
Dose 0 1250 2500 5000 0 1250 2500 5000
, PEM PEM PPM PPM PPM PPM PPY DM
8Skin
Fibroma
TUMOR RATES # # # | 2 # # N L
OVERALL (a) 1/50 (2%) 2/50 (4%) 7/50 (14%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY~3 RATE (b} 1/44.99 2/44.95 7/47.718 1/47.00 0/45.91 0/46.28 0/47.00 1/48.05
POLY-3 PERCENT (g) 2.2% 4.5% 14.7% 2.1% 0.0% 0.0% 0.0% 2.1%
TERMINAL (d) 0/31 (0%} 2/38 (5%) 5/38 (13%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 695 728 {T) 676 591 ——— -——— —_—— 728
STATISTICAL TESTS
LIFF TABLE P=0.564N P=0.550 P=0.057 P=0.752N P=0.211 {e) {e) P=0.515
POLY 3 P=0.561 P=0.500 P=0.037 * P=0,751N P=0.20% (e) {e) P=0.509
POLY 1.5 p=0.544 P=0,500 P=0.034 * P=0.755N P=0.203 (e} (e) P=0,506
POLY 6 P=0.584 P=0.501 P=0.041 * P=0.745N P=0.207 (e) (e) P=0.512
LOGISTIC REGRESSION P=0.520 P=0.503 P=0.035 ~* P=0.729 P=0.210 (e) (e) P=0.516
COCH~ARM / FISHERS P=0.521 P=0.500 P=0.030 * P=0.753N P=0.198 (e) (e) P=0,500
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Statistical RAnalysis of Primary Tumors in Rats (FISCHER 344) - P--NITROTOLUENE
Terminal Sacrifice at 105 weeks
Males Females
bose 0 1250 2500 5000 0 1250 2500 5000
PPM PPM PPM PPM reM PPM PPM PPM

Skin

Fibroma, Fibrosarcoma, Sarcoma, Myxoma, Myxosarcoma,

or Fibrous Histiocytoma
TUMOR RATE il # # # # i it #
OVERALL (a) 2/50 (4%) 2/50 (4%) 9/50 (18%) 1/50 (2%) 2/50 (4%) 1/50 (2%) 0/50 (0%) 2/50 (4%)
POLY~3 RATE (b) 2/44.99 2/44.95 9/47.82 1/47.00 2/45.91 1/46.31 0/47.00 2/48.05
POLY-3 PERCENT (g) 4.5% 4.5% 18.8% 2.1% 4.4% 2.2% 0.0% 4.2%
TERMINAL {d) 1/31 (3%) 2/38 (9%) 5738 (13%) 0/40 (%) 2739 (5%) 0/37 (0%) 0/39 (0%) 1/41 (2%)
FIRST INCIDENCE 695 729 (T) 676 591 729 (M) 724 ——— 728
STATISTICAL TESTS
LIFE TABLE P=0.445N P=0. 636N P=0.059 P=0.462N P=0.614 P=0.509N P=0.238N P=0.673N
PoLY 3 P=0,497N P=0.694 pP=0.032 * P=0.485N P=0.601 P=0.497N P=0.232N P=0.677N
POLY 1.5 P=0,514N P=0.694 p=0,029 * P=0.491N P=0.597 P=0.498N P=0.234N p=0,683N
POLY 6 P=0.472N P=0.693N P=0.036 * P=0.475N P=0.604 P=0.497N p=0.231N P=0,672N
LOGISTIC REGRESSION P=0,528N P=0.690N P=0.033 * P=0.531N P=0.617 P=0.501N (e) P=0.663N
COCH~ARM / FPISHERS P=0.53N P=0.691N P=0.026 * P=0.500N P=0.591 P=0.500N P=0.247N P=0.691N

Males Females
Dose 0 1250 2500 5000 0 1250 2500 5000
ppM PPM PPM PPM PPM PPM PBM PPM

B R R R L B O S R R R R L N R R R R R T N N S S T N S e e s e e N e e s e e e e e e e s S NS SRS SN e e e e e e s e e
TUHMOR RATES # ¥ # # # # # #
OVERALL (a) 0/50 (0%) 0/50 (0%) 2/50 (4%) 0/50 (0%) 31/50 (2%) 1/50 (2%) 0/50 (0%) 1/50 {(2%)
POLY-3 RATE (b) 0/44.85 0/44,95 2/47.43 0/46.53 1/45.91 1/46.31 0/47.00 1/48.05
POLY-3 PERCENT (g) 0.0% 0.0% 4.2% 0.0% 2.2% 2.2% 0.0% 2.1%
TERMINAL (d) 0/31 (0% 0/38 (0%) 0/38 (0%) 0/40 (0%) 1739 (3%) 0/37 (0%) 0/33 (0%) 1741 (2%)
FIRST INCIDENCE - ——— 724 e 729 {T) 724 .- 729 (T)
STATISTICAL TESTS
LIFE TABLE P=0.628 (e} p=0.287 (e) pP=0.595N P=0.757 P=0.500N P=0. 751N
POLY 3 P=0.613 (e) p=0.250 {e) P=0.611N P=0.759N P=0.495N p=0, 7508
POLY 1.5 P=0.605 (e) P=0.245 (e) P=0.612N P=0.759N P=0. 497N P=0.754N
POLY 6 P=0.624 (e) P=0.256 (e} P=0.610N P=0.759N P=0D.495N P=0.747N
LOGISTIC REGRESSION P=0,614 (e) pP=0.262 (e} P=0.595N P=(0.763 {a) P=Q,751N
COCH-ARM / FISHERS P=0.595 (e) P=0.247 (a) P=0.616N P=0.753N P=0.500N P=0.753N
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Statistical Analysis of Primary Tumors in Ratsg (FISCHER 344) -
Terminal Sacrifice at 105 weeks

Page 14

P~-NITROTOLUENE

in
1

lllllllllllll g Y e L e Tt T mors

Males Females

Dose 0 1250 2500 5000 0 1250 2500 5000

PPM PP PPM PPM PPM PPM PPM PPM
"Skin .

Fibrosarcoma, Sarcoma, Myxosarcoma, or Fibrous Histiocytoma
TUMOR RATES " ¢ # " # f ¥ # i
No<mm>vr (a) 1/50 (2%) 0/50 (0%) 2/50 (4%) 0/50 (0%) 2/50 (4%) H\mc (2%) 0/50 (0%) 1/50 (2%)
| POLY-3 RATE (b) 1/44.85 0/44.95 2/47.43 0/46.53 2/45.91 1/46.31 6/47.00 1/48.05
POLY-3 PERCENT (g) 2.2% 0.0% 4.2% 0.0% 4.4% 2.2% 0.0% 2.1%
TERMINAL (d) 1/31 (3%) 0/38 (0%) 0/38 (0%) 0/40 (0%) 2/39 (5%) 0/37 (0%) 0/39 (0%) 1/41 (2%)
| FIRST INCIDENCE 729 (T) - 724 - 729 (T 724 e 729 (T)
STATISTICAL TESTS |
LIFE TABLE P=0.416N P=0.459N =0,573 P=0.449N P=0.348N P=0.509N P=0.238N P=0.483N
POLY 3 P=0.449N P=0.500N P=0.519 P=0.493N P=0.363N P=0.497N P=0,232N P=0.484N
POLY 1.5 P=0.454N P=0.500N P=0,512 P=0.496N P=0.364N p=0.498N P=0.234N 7=0.490N
POLY 6 P=0,442N P=0.498N P=0.529 P=0.488N P=0.361N P=0.497N P=0.231N P=0.475N
LOGISTIC REGRESSION P=0.434N (e) P=0.543 (e) P=0.344N =0.,501N (e) P=0.483N
|COCH~ARM / FISHERS P=0.461N =20 . 500N P=0.500 P=0,500N =0, 366N P=0.500N P=0.2470 P=0.500N
Males ' Females

Dose 0 1250 2500 5000 . 0 1250 2500 5000

PEM PPM PPM PEM PPM PPM PPM PPM
Skin

Hemangioma

TUMOR RATES ] # # # 4 ¥ # #
OVERALL (a) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 {0%) 0/50 (0%) 0/50 (0%}
POLY-3 RATE (b) 2/44.85 0/44.95 0/47.38 0/46.53 0/45.91 0/46.28 0/47.00 0/48.05
POLY-3 PERCENT {qg) 4.5% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 2/31 (7%) 0/38 (0%) 0/38 (0%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
PIRST INCIDENCE 729 (1) —— —— - - —— ——— . ———
STATISTICAL TESTS
LIFE TABLE P=0.095N P=0.195N P=0.195N P=0.184N {e) {e) (e) (e)
POLY 3 P=0.113N p=0.2378 P=0.225N P=0.229N (e) {e) (e) (e}
POLY 1.5 P=0.113N P=0.237N P=0,230N P=0.233N (e) (e) (e) (e
POLY 6 P=0.113N P=0.235N P=0.219N P=0.224N (e} (e) (e) (e}
LOGISTIC REGRESSION P=0.095N {e} (e) (e} (e} (e) (e) (e}
COCH~ARM / FISHERS P=0.115N P=0.247N P=0.247N =20, 24N (e) (e) (e) (&)
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - P-NTTROTOLUENE
Terminal Sacrifice at 105 weeks
Males _ Females
Dose 0 1250 2500 5000 0 1250 2500 5000
PPM PPM PPM PPM PPM PPM rPru PPM
Skin
Keratoacanthoma
rUMOR RATES # ¢ ¥ # # # # 4
OVERALL (a) 2/50 (4%) 5/50 (10%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 2/44.85 5/44.95 2/47.38 0/46.53 0/45.91 0/46.28 0/47.00 0/48.05
POLY~3 PERCENT (g} 4.5% 11.1% 4.2% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (4) 2731 (7%) 5/38 (13%) 2/38 (5%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 729 (1) 728 (T) 729 (1) - - --- - -
llllllllllllllllllllllll ) 1
STATISTICAL TESTS
LIFE TABLE pP=0.057N P=0.304 P=0.620N P=0. 184N (e) (e} (e) (o)
POLY 3 P=0.082N P=0.217 P=0.674N P=(.229N {e) (e) (e) {c)
POLY 1.5 P=0.086N P=0.217 P=0,682N P=0.233N (e) (e) {e) (@)
POLY 6 P=0,076N P=0.218 P=0. 664N P=0.224N {e) (e) (e} (e)
'LOGISTIC REGRESSION P=0.057N P=0.304 P=0.620N (e) (e) (e) (e) (e)
| COCH-ARM / F1SHERS P=0.092N P=0.218 P=0.691N P=0.247N (e) (e) (e) {e)
Males Females
Dose ¢} 1250 2500 5000 4] 1250 2500 5000
PPrM PPM PPM PPM PPM PPM PEM PPM
R R R R L R S S N R N Ny N O T N S R S N N S e R N N SRR SR S R R T S R S S T O S I N S N S T N T S N M N e e e S T S N T NS I SN AR NN LSRR S
Skin
Squamous Cell Papilloma, Papilloma, Scuamous Cell
Carcinoma or Keratoacanthoma
TUMOR RATES # # ] # # # it it
OVERALL (a) 3/50 (6%) 5/50 (10%) 3/50 (6%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATL (b) 3/44.85 5/44.9%5 3/47.38 1/46.53 0/45.91 0/46.28 0/47.00 0/48.05%
POLY-3 PERCENT (¢g) 6.7% 11.1% 6.3% 2.2% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 3/31 (10%) 5/38 (13%) 3/38 (8%) 1/40 (3%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 729 (T) 729 (T) 729 (1) 729 (1) - - - -
STATISTICAL TESTS
LIFE "TABLE P=0.097N P=0.472 P=0.566N P=0,219N (e) (e) (e) (e)
POLY 3 P=0.142N P=0.357 P=0.637N P=0, 292N (e) (e) (e) (e)
POLY 1.5 P=0.149N P=0,357 P=0, 647N P=(.298N (e) (e) (e) {e)
POLY € P=0.134N P=0.360 P=0.624N P=0.284N (e) (e) (e) (e)
LOGISTIC REGRESSION P=0.097N D=0, 472 P=0.566N P=0.219N {e} {e) (@) {e)
COCH-ARM / FISHERS P=0.157N P=0.357 P=0.661N P=0.309N (e) {e) (e) (e)
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P-NITROTOLUFNE

Males Females
Dose 0 1250 2500 5000 0 1250 2500
PEM PPM PPM PPM PEM PPM PPM
Skin
. Squamous Cell Papilloma, Papilloma, or Keratoacanthoma
TUMOR RATES # # ] # # # #
OVERALL (a) 3/50 (6%) 5/50 (10%) 3/50 (6%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 3/44.85 5/44.95 3/47.38 1/46.53 0/45.91 0/46.28 0/47.00
POLY-3 PERCENT (g} 6.7% 11.1% 6.3% 2.2% 0.0% 0.0% 0.0%
TERMINAL (4) 3/31 (10%) 5/38 (13%) 3/38 (8%) 1/40 (3%) 0/39 (0%) 0/37 (0%) 0/39 (0%)
FIRST INCIDENCE 725 (T) gmu ) 729 (T) 729 (T) | == e -—
STATISTICAL TESTS
LIFE TABLE p=0.097N P=0.472 P=0.566N P=0.219N (e) (e) (e)
POLY 3 P=0.142N P=0.357 P=0,637TN P=0.292N (e) (e) {e)
POLY 1.5 P=0.149N P=0.357 p=0.647N P=0.298N (e) (e) (e]
POLY 6 P=0.134N P=0.360 P=0.624N P=0.284N {e) (e) (=)
LOGISTIC REGRESSION P=0.097N P=0.472 P=(,. 566N P=0.219N {e) {e) (e)
COCH-ARM / FISHERS P=0.157N P=0.357 P=0.661N P=0.309N (e) {e} {e)
Males Females
Dose 0 1250 2500 5000 ] 1250 2500
PPM PPM PPM PPM PPM PPM PPM
Testes
Adencwa
TIMOR RATES _ ,
OVERALL {(a) 49/50 (98%) 46/50 (92%) 45/50 (90%) 34/50 (68%)

POLY-3 RATE (b)
POLY~3 PERCENT (g)
TERMINAL (d)

FIRST INCIDENCE

' STATISTICAL TESTS
LIFE TABLE

POLY 3

POLY 1.5

POLY 6

LOGISTIC REGRESSTON
COCH~ARM / FISHERS

49/49.14
99.7%

46/49.12
93.6%

31/31 (100%) 36/38 (95%)

504

P<0.001N**
P<0.001N**
P<0, 001IN**
P<0.001N**
P<0, 001N**
P<0.00IN**

490

P=0.051N
P=0.110N
P=0.118N
p=0.130N
P=0.146N
P=0.181N

45/48.55
92.7%
37/38 (97%)
621

P=0,015N*
P=0.066N
P=0,067N
P=0.097N
P=0.009N**
P=0.102N

34/46.93
72.5%
31/40 (78%
685

P<0.001IN**
P<0. 001N**
P<0.001N**
P<0.001N**
P<0.001IN**
P<0.001IN**

)

0/50 (0%)
0/48.05
0.0%
0/41 (0%)

(e)
(e)
{e)
{e)
(&)
{e}

5000
PPM
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Statistical Analysis of DPrimary Tumors in Rats (FISCHER 344} - P-NITROTOLUENE
| Perminal Sacrifice at 105 weeks
f-zuxuxxl xxxxxxxx e Em N E ST RNEECEEECENEICNCSRTESISSSASSsssssssssooe zzmzosssz=ass P B ey
‘ Males Females
Dose 0 1250 2500 5000 1250 2500 5000
PPM PPM PEM PPM PPM PPM PPM
| Thymus
Thymoma Malignant
TUMOR RATES
OVERALL (a) 0/49 (0%) 0/47 (0%) 1/44 (2%) 2/46 (4%) 0/46 (0%) 0/48 (0%) 0/45 (0%) 0/50 (0%)
POLY-3 RATE (b) 0/43.95 0/42.44 1/42.16 2/43.22 0/43.91 0/44.40 0/42.41 0/48.05
L POLY~3 PERCENT (g) 0.0% 0.0% 2.4% 4.6% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/31 (0%) 0/36 (0%) 1/36 (3%) 1/36 (3%) 0/37 (0%) 0/36 (0%} 0/36 {0%) 0/41 (0%)
FIRST INCIDENCE - ——— T29 (T) 497 kel ke -~ -
STATISTICAL TESTS
LIFE TABLE =0.077 (e) P=0.530 Pr=0.256 {e) (e) (e) (e)
POLY 3 0.071 {e) P=0.492 p=0.233 (e) (e) (e) (e)
POLY 1.5 0.069 {e) P=0.486 P=0.229 (e) (e} (e) (e)
POLY 6 =0.074 (e) P=0.499 P=0.239 (e) (e) (e) (e)
LOGISTIC REGRESSION P=0.051 {e) P=0.,530 P=0.166 (e) (e} {e) (e)
COCH-ARM / RFISHERS P=0,066 (e) P=0.473 P=0.232 (e} (e) (e) {e)
Males Females
Dose 1} 1250 2500 5000 0 1250 2500 5000
PrM PPM PPM PRV PPM PPM PPM PPrM
Thyroid Gland: C-Cell
Adenoma
TUMOR RATES
OVERALL (a) 11/50 (22%) 7/50 (14%) 5/50 (10%) 4/50 (8%) 6/50 (12%) 3/50 (6%) 9/50 (18%) 2/50 (4%)
POLY~3 RATE (b) 11./45.06 7/44.95% 5/47.41 4/46.53 6/4%.91 3/46.28 9/47.20 2/48.05%
POLY-3 PERCENT (g) 24.4% 15.6% 10.6% 8.6% 13.1% 6.5% 19.1% 4.2%
TERMINAL (d) 7/31 (23%) 7/38 (18%) 4/38 (11%) 4/40 (10%) 6/39 (15%) 3/37 (8%) 8/39 (21%) 2/41 (5%)
FIRST INCIDENCE 704 729 (T) 124 729 (T) 729 (T) 728 (7T} 676 729 (T)
STATISTICAL TESTS
LIFE TABLE P=0,013N* P=0.118N P=0.043N* P=0.018N* P=0, 181N P=0.267N P=0.288 P=0.118N
POLY 3 ¥=0.025N* P=0.216N P=0,067N P=0.037N* P=0,183N P=0,238N P=0.307 p=0.119N
POLY 1.5 P00, 028N* P=0,216N P=0,0748 P=0.040N* P=0,193N F=0.239N I=0.301 P=0.124N
POLY 6 P=0,023N* P=0.213N P=0,059N p=0.033N* P=z0,173N P=0.238N P=0.311 P=0.114N
LOGISTIC REGRESSION P=0,0L7N* P=0.179N P=0, 048N* P=0.026N* P=0,177N P=0,267N P=0.295 P=0.118N
COCH-~ARM / FISHERS P=0,032N* P=0.218N P=0.086N ‘P=0,045N* P=0,213N P=0.243N p=0.288 P=0.134N
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P~-NITROTOLUENE

, ' Males Females
Doge 0 1250 2500 5000 0 1250 2500 5000
PPM PPM FPPM PPM PPM PPM PPM PEM
Thyroid Gland: C-Cell
Carcinoma
'TUMOR RATES
'OVERALL (a) 0/50 (0%) 0/50 (0%) 1/50 (2%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 1/50 (2%)
POLY-3 RATE (b) 0/44.85 0/44.95 1/47.59 2/46.53 07/45.91 0/46.28 1/47.00 1/48.05
POLY~-3 PERCENT (g) 0.0% 6.7 2.1% 4.3% 0.0% 0.0% 2.1% ! 2.1%
TERMINAL (4) 0/31 (0%) 0:. (0%) 0/38 (0%) 2/40 (5%) 0/39 (0%) 0/37 (0%) 1/39 (3%) 1/41 (2%)
FIRST INCIDENCE - - 676 729 (T) - ——— 729 (T} 729 {T)
STATISTICAL TESTS , ,
LIFE TABLE P=0.088 .mv, p=0.519 p=0.296 P=0,250 (e) P=0,500 P=0.510
POLY 3 P=0.074 (e} P=0,512 P=0.245 P=0.249 (@) P=0.505 p=0,509
POLY 1.5 pP=0.073 {e) ' P=0.507 P=0.242 P=0,245 (e) p=0.503 P=0.506
POLY 6 P=0,077 (e) P=0.518 P=0,251 P=0.254 {e) P=0.505 P=0.512
LOGISTIC REGRESSION P=0,072 {e) P=0.465 P=0.296 {e) (e) P=0.500 P=0.510
COCH-ARM / FISHERS P=0.,070 (e) P=0.500 p=0.247 P=0.236 (e) P=0.500 P=0.500
Males Females
Dose 0 1250 25049 500v 0 1250 2500 5000
PPM PPM PPM PPM PPM PPM PEY PPM

eranowm Gland: C-Cell
: Carcinoma or Adenoma
TUMOR RATES )
OVERALL (a) 11750 (22%) 7/50 (14%) 6/50 (12%) 6/50 (12%) 6/5. ") 3/50 (6%) 10/50 (20%) 3/50 (6%)
POLY-3 RATE (b) 11/45.06 7/44.95 6/47.61 6/46.53 6/45.91 3/46.28 10/47.20 3/48.05
POLY-3 PERCENT (g} 24.4% 15.6% 12.6% 12.9% 13.14% 6.5% 21.2% 6.2%
TERMINAL (d) T/31 (1%, 7/38 (18%) 4/38 (11%) 6/40 (15%) 6/39 (15%) 3/37 (8%) 9/39 (23%) 3741 (7%)
FIRST INCIDENCE 704 729 (T) 676 729 (T) 729 |7) 729 (T) 676 729 (T)

! STATISTICAL TESTS
LIFE TABLE P=0.061N P=0.118N P=0.078N Mno.omwz P=0.l06N P=0.267N P=0.206 P=0.217N
POLY 3 - P=0,110N P=0.216N P=0.114N P=0.124N P=0.312N P=0.238N P=0,223 P=0.220N

* POLY 1.5 P=0.117N P=0.216N P=0,125N P=0.132N P=0.]26N P=0.239N P=0.218 P=0.228N
POLY 6 P=0.101N P=0.213N P=0.101N P=0.114N P=0.298N P=0.238N P=0,226 P=0,213N
LOGISTIC REGRESSION P=0.083N P=0.179N8 P=0.095N P=0.089N : P=0.267N P=0.211 P=0.217N
COCH-ARM / FISHERS P=0.128N P=0.218N P=0.143N P=0.143N P=0.243N P=0,207 P=0.243N
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Females
2500 5000
PPM PPM

TUMOR RATES

OVERALL (a)
POLY-3 RATE (b)
POLY-3 PERCENT (g}
TERMINAL (d}
FIRST INCIDENCE

LIFE TABLE

POLY 3

POLY 1.5

POLY 6

LOGISTIC REGRESSION
COCH-ARM / FISHERS

0/50 (0%) 2/50 (4%) 2/50 (4%) 0/50 (0%) 1/50 (2%) 1/50 (2%) 0/50 (0%} 1/50 (2%)
0/44.85 2/45.60 2/47.58 0/46.53 1/45.91 1/46.28 0/47.00 1/48.05
0.0% 4.4% 4.2% 0.0% 2.2% 2.2% 0.0% 2.1%
0/31 (0%) 1/38 (3%) 1/38 (3%) 0/40 (0%) 1/39 (3%) 1/37 (3%) 0/39 (0%) 1741 (2%)
e 516 679 ——- 729 {T) 729 {1} - 7298 (T)
P=0.462N P=0.262 P=0.270 (e) P=0.597N pP=0,750 r=0.500N
P=7.482N P=0.241 P=0.251 {e) P=0.611N P=0.759N P=0.495N
P=0.499N P=0.239 P=0.245 (e) P=0.612N P=0. 759N P=0.497N
P=0.471N P=0.243 P=0.258 (e) P=(0.610N pP=0. 759N P=0. 495N
P=0.549N P=0.215 P=0.232 (e) P=0.597N p=0.750 {e)
P=0.500N P=0.24"7 P=0.247 (e) P=0.616N P=0.753N P=0. 500N

Males Females
0 1250 2500 5000 0 1250 2500 5000

Thyroid Gland: Follicular Cell

Carcinoma or Adenoma
TOMOR RATES | T
OVERALL (&) 0/50 (0%) 2/50 (4%) 2/50 (4%) 1/50 (2%) 1/50 (2%) 1/50 (2%) 0/50 (0%) 1/50 (2%)
POLY~3 RATE (h) 0/44.85 2/45.60 2/47.58 1/46.53 1/45.91 1/46.28 0/47.00 1/48.05%
POLY~-3 PERCENT (g) 0.0% 4.4% 4.2% 2.2% 2.2% 2.2% 0.0% 2.1%
TERMINAL (d) 0/31 (0%) 1/38 (3%) 1738 (3%) 1740 (3%) 1/39 (3%) 1/37 (3%) 0/39 (0%) 1/41 (2%)
FIRST INCIDENCE s 516 679 729 (T) 729 (1) 729 (T) - 729 (T)
STATISTICAL TESTS
LIFE TABLE P=0.518 P=0,262 P=0,270 P=0.551 P=0,597N P=0.750 P=0,500N P=0.751N
POLY 3 P=0.490 P=0.241 P=0.251 P=0.507 P=0.611N P=0.759N P=0. 495N P=0.750N
POLY 1.5 P=0,481 P=0.239 P=0.245 =().504 P=0.612N P=0.759N P=0.497N p=0.754N
POLY 6 P=(,503 P=0.243 P=0.258 p=0.512 P=0.610N P=0.759N P=0.495N P=0.74"IN
LOGISTIC REGRESSICN P=0.433 P=0.215 P=0.232 p=0.551 P=0.597N P=0.750 {e) P=0.751N
COCH~ARM / FISHERS P=0,469 P=0.247 P=0.247 P=0,500 P=0.616N P=0.753N P=0,590N P=0.753N
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - P-RITROTOTUENE
Terminal Sacrifice at 105 weeks
”wﬁuuuﬂHH"H"HHHHHHﬂﬁnﬂ;uu"ﬂﬂnuﬂnnﬂnnnlﬂHnn\d.hn..nuu"nunuﬂtnnnuunn ||||| MNETEREESNSESS P T T T e e e e e e e
Males Females
Dose 0 1250 2500 5000 0 1250 2500 5000
PPM PPM PPM PPM PPM PPM PPM PPM
EESREsSEEaSS IR TDnERtET ERme S o NEoNNENEEL oINS SRS IR EommmmEnT mmmmEmemEmERT M NN N I N R LA NIRRT TR
Uterus
Polyp Stromal ’
TUMOR RATES # # # # 4 4 4 #
‘OVERALL (a) '6/50 (12%) 4/50 (8%) 11/50 (22%) 8/50 (16%)
POLY-3 RATE (b) 6/45.91 4/46.39 11/47.28 8/48.23
POLY-3 PERCENT (g) (13.1% 8.6% 23.3% 16.6%
TERMINAL (d) 6/39 (15%) 3/37 (8%) 10/39 (26%) 6/41 (15%)
FIRST INCIDENCE 729 (1) 702 655 690
STATISTICAL TESTS
LIFE TABLE p=0.247 P=0,400N P=0.143 P=0.430
POLY 3 P=0.232 P=0,363N P=0.157 pP=0.425
POLY 1.5 P=0.219 P=0.365N P=0,152 P=0,412
POLY 6 P=0.246 P=0.362N p=0.,159 P=0,439
LOGBISTIC REGRESSION p=0,241 P=0.369N =0.150 P=0.429
COCH-ARM / FISHERS P=0.198 P=0.370N P=0.143 p=0.387
' ' Males Females
Dose 0 1250 2500 5000 0 1250 2500 5000
. PPM PPM PPM PPM PPM PPM PYH PPM
Zymbal’s Gland
Carcinoma
|TUMOR RATES # # # # # # # #
OVERALL (a) 2/50 (4%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 0/50 (0%)
POLY~3 RATE (b) 2/45.14 0/44.95 0/47.38 1/46.67 0/45.91 0/46.28 1/47.33 0/48.05
POLY~3 PERCENT (g) 4.4% 0.0% 0.0% 2.1% 0.0% 0.0% 2.1% 0.0%
TERMINAL (d) 0/31 (0%) 0/38 (0%) 0/38 (0%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 681 - -— 693 -—— ——— 639 -—-
STATISTICAL TESTS
LIFE TABLE P=0.434N P=0.237N P=0,221N P=0.466N P=0.702 (e) P=0.513 (e)
POLY 3 P=0.4578 P=0.238N P=0.227N P=0.488N P=0.711 (e) P=0.506 (e)
POLY 1.5 P=0.459N P=0,238N P=0.231N P=0.493N P=0.705 (e} P=0.504 (e)
POLY 6 P=0.456N p=0.238N P=0.222N P=0.481N P=0.717 (e) P=0.508 (e)
LOGISTIC REGRESSION P=0.472N P=0.238N P=0.249N P=0,510N P=0.658 (e} P=0.473 (e)
COCH-ARM / FISHERS P=0.461N P=0.247N P=0.247N P=0.500N P=0.694 (e} P=0.500 (e)
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - P~NITROTOLUENE
Terminal Sacrifice at 105 weeks

: , ' Males Females
Dose 0 1250 2500 S000 0 1250 2500 5000
PPM M PPM PEM PPM PPM PrM PPM

‘H"ﬂ“ﬂ""“ﬂ"n"".ﬂnrﬂ."“"““nuﬂﬂ“"“ﬂ"wﬂ""""""“"““r\“""ﬁ”"“ﬂll[ ..... mymmea PPt ol deobad i o i e P SEISRLIDTsEoTnsaaTSNEeoEET RIS
‘All Organs

Leukemia: Lymphocytic, Monocytic, Mononuclear, or

Undifferentiated
: | ,
‘TUMOR RATES | # # # # # # 4 #
OVERALL Anv ma\womanmwv 12/50 (24%) 5/50 (10%) 4/50 (B8%) 13/50 (26%) 12/50 (24%) 3/50 (6%) 1/50 (2%)
POLY-3 RATE (b) 24/46.50 12/46.70 5/47.64 4/46.79 13/46.98 12/49.07 3/47.37 1/48.05
POLY~3 PERCENT (g) 51.6% 25.7% 10.5% 8.6% 27.7% 24.5% 6.3% 2.1%
TERMINAL (d) 13/3.L (42%) 7/38 (18%) 3/38 (8%) 2/40 (5%) 10739 (26%) 5/37 (14%) 1/39 (3%) 1/41 (2%)
FIRST INCIDENCE 592 581 , 668 685 380 387 676 729 (T)
me>3HmeHnwb TESTS
ern TABLE P<0.001N** P=0.008N** P<D.001IN** P<0.001N** P<0, (01N** P=(, 528N P=0.010N* P<0.00IN**
POLY 3 P<0.00IN** P=0.007N** P<0.001N** P<0.00LN"* P<0. ((0IN** P=0.44%0N P=0.005N** P<0,001IN**
POLY 1.5 P<0). QDIN** P=0, 00BN** P<0.,00IN** P<0.00IN** P<0. (HO1N** P=0.470N P=0. 005N P<0.001N**
POLY 6 P<0.001N** P=0.007N** P<0.001N** P<0,00IN** P<0.(00IN** p=0.429N P=0.005N** P<0,001N**
LOGISTIC REGRESSION P<0.001N** P=0.011N* P<0.001IN** P<0.001N** P<0.001N** P=0.529N P=0.008N** P<0. 001N+
COCH~ARM / FISHERS P<0.001N** P=0.011N* P<0.001N*~ P<0.00LIN** P<0. (JOIN** P=0.500N P=0.006N** P<0. 00IN**

Males Females
Dose 0 1250 2500 $000 0 1250 2500 5000
PPM PPM PPM pPPM PPM rrM PPM PPM

All Organs

Malignant Lymphoma: Histiocytic, b%BU?Oﬂ%ﬁun~ Mixed,

NOS, or Undifferentiated Cell Type
,ecxow RATES ] # # # ¥ # # #
o<mw>rr (a) 2/50 (4%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 0/50 (0%) 1/50 (2%) 1/50 (2%) 0/50 (0%)
POLY-3 RATE (b) 2/46.18 0/44.95 0/47.38 1/46.67 0/45.91 1/46.31 1/47.19 0/48.05
POTLY-3 PERCENT (g) 4.3% 0.0% 0.0% 2.1% 0.0% 2.2% 2.1% 0.0%
TERMINAL {d) 0/31 (0%) 0/38 (0%) 0/38 (0%) 0/40 (0%) 0/39 (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 378 —— -——— 693 ——— 724 679 -
STATISTICAL TESTS
LIFE TABLE P=0.451N P=0.244N P=0.237N p=0.488N P=0. 579N P=0.505 P=0.495 (e}
POLY 3 P=0.454N 0.243N P=0.232N P=0.496N P=0.582N P=0.502 P=0.506 (e}
POLY 1.5 P=0.457N8 P=0.,241N P=0.234N P=0.499N P=0. 586N P=0.501 P=0.504 (e)
POLY 6 P=0.453N P=0.244N P=0.228N P=0.491N P=0, 578N P=0.502 P=0.507 (e)
LOGISTIC REGRESSION P=0.634N 0.295N P=0.574N P=0.648N P=0. 504N P=0,501 P=0.488 (e)
COCH~-ARM / FISHERS P=0.461N P=0.247N P=0.247N P=0.500N P=0. 595N P=0.500 P=0.500 {e)
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Statistical Analysis of Primary Tumors in ratg(FISCHRR 344 - P~-NITROTOLURND
Tarminal Sacrifice at 10% wreks
,.laﬂ.wvnu“"n.l"nu"vnunﬂpnnn‘hl e g R Ry g R e R - e B T el e R e e e e e e T T R o
Males W Froales
Dose 4] 1250 2500 5000 0 1250 2500 5000
PPM PPM PPM PIPM PrM PPM PEM PEM

‘ALl Organs
Mesothelioma: Benign, Malignant, NOS

TUMOR RATES # # 4 # # # # #
OVERALL (a) 57506 (10%) 2/50 (4%) 1750 (2%) 4/50 (3%) /50 (%) 0/50 (0%) 0/50 (0%) 0/50 (0%}
POLY~3 RATE (b) 5/45.94 2/745.21 1/47.58 4/47.22 0/45.91 0/46.28 0,/47.00 0/48.05
POLY~" PERCENT (g) 10.9% 4.4% 2.1% 8.5% 0.0% 0.0% 0.0% 0.0%

| TERMILAL (d) 3/31 (10%) 1/38 (3%) 0/3¢ (0%} 3/40 (3%) 0/3S (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
F. R3T INCIDENCE 504 659 679 496 hdade - - e

STATISTICAL TESTS

LIFE TABLE P=0,427N P=0,180N ©=0.082N P=0.397N (e) (e) fe) (e)
POLY 3 =0.485N P=0.222N P=0.094N P=0.483N (e) (=) (e) ()
POLY 1.5 P=0.49IN P=0.220N P=0.097N P=0.490N (e} (e} (e) (e}
POLY 6 P=0.478N p=0.222N P=0.089N P=0.472N (2) (e} (e} (e)
LOGISTIC REGRESSION P=0.567N P=0.2194 P=0.193N P=0.564dN (e) (e) (c) (e)
CCCH-ARM / FISHERS P=0, 500N P=0.218N P=0.102N P=0.500R (e} (e) (e} (e}

Dose 0 1250 2800 5000 0 1250 2500 5000

reM PPM PPM ery PPM PPM rem PPM
R N N R R A N R N S L L S N R e e e e e e L L L R A N N R R L N T T I R Y R N T AN NS NN N SIS SRS IS I TSR RS RS ST as s
A1l Organs

Mesothelioma: Malignant

PUMOR RATES # # # # # # i ¥
OVERALL (a) 5/50 (10%) 2750 (4%) 1/50 (2%) 4/50 (8%) 0/50 (0%} /50 (0%) 0/50 (0%) 0/50 (0%)
PCLY~3 RATE (b) 5/4%5.94 2/45.21 1/47.58 4/47.22 0/45%.91 0/46.28 0/47.00 0/48.05
POLY~-3 PERCENT (g) 10.9% 4.4% 2.1% 8.5% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 3731 (10%) 1738 (3%) 0/38 (0%) 3/40 (8%) 0/3% (0%) 0/37 (0%) 0/39 (0%) 0/41 (0%)
FIRST INCIDENCE 504 £59 679 496 - - - .-

k0 o e e B e

STATISTICAL TESTS

LIFE TABLE P=0.427N P=0.180N P=0.082N P=0.397N
PCLY 3 P=0.485N P=0.,222N P=0.094N P=0,4834
POLY 1.5 P=0, 491N P=0.220N P=0.097N P=0.490N
PCLY & P=0.478N P=0.,222N pP=0.089N P=0.472N
TOGISTIZ REGRESSION P P=0.1 P=0
C P P=0.1 P=0
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P-NITROTOLUENE

Ferales
2500 5000
PPM reM

OVERALYL, (&) 49/50 (98%) 50/50 (100%) 48/%0 (96%) 41/50 (82%) |33/50 (66k) 39/50 (78%) 41/50 (82%) 27/50 (54%)
POLY-3 RATE (b) 48/49.14 50/50.00 48/49.37 41/47.40 33/47.14 39/47.72 41/49.45 27/49.05
POLY-3 PERCENT? (g) 99.7% 100.0% 97.2% 86.5% 70.0% 81.7% 82.9% 55.1%
1TERMINAL () 31/31 (100%) 38/38 (100%) 37/38 (97%) 37/40 (93%) 28/39 (72%) 32/37 (87%) 33/329 (85%) 22/41 (54%)
FIRST INCIDENCE 504 ' 490 621 591 504 577 387 532
I,IFE TABLE P<0.001N** P=0.174N P=0.061N B<0. O0IN** P=0.034N* P=0.09% r=0,089 p=G, 111N
POLY 3 P<0. NOIN** P=1.000 P=0.416N P=0.006N** P=0.,018N* p=0.128 P=0.098 P=0.093N
¥OLY 1.5 P<0.001N** P=0.952 P=0.426N p=0.005N** p=0,0270* P=0.129 P~0,079 p=0.112N
POLY 6 P<0.001n*~* p=1.,000 P=0.454N p=0.0130* \muo.ouua* P=0.126 P=0,119 P=0.078N
LOGISTIC REGRESSION P<0.Q0IN** (e) P=0.164N P«<0.001N** =().0308* P=0.138 P=0.068 P=0.100N
COCH-ARM / FISHERS P<0.001N** P=0.500 P=0.500N P=0.009N** P=0.059N P=0.133 P=0. (05" =0.154N
Males Females

Dose 0 1250 2500 5000 0 1250 2500 5000

reM PPM PPM PEM PPM PPM PRy PeM
All Organs

Malignant Tumors

TUMOR RATES # # # # # # # #

VERALL (a) 33/50 (66%) 22/50 (44%) 15/50 (30%) 20/50 (40%) 22/50 (44%) 22/50 (44%) 16/50 (32%) 7/50 (14%)
POLY-3 RATE (b) 33/49.67 22/49.42 15/48.286 20/48.68 122/47.70 22/49.67 16/48.47 7/48.20
POLY-3 PERCENT (g} 66.4% 44, 5% 31.1% 41.1% 46.1% 44.3% 33.0% 14.5%
TERMINAL (4) 15/31 (48%) 12/38 (32%) 8/38 (21%) 13740 (33%) |17/39 (44%) 10/37 (27%) 9/39 (23%) 8/41 (12%)
FIRST INCIDENCE 378 490 668 496 380 387 633 690
STATISTICAL TESTS
LIFE TABLE P=0,006N** P=0.026N* P<0.001N** P=0.006N** P<0.D0IN** P=0, 525 P=0.175N P<0.001N**
POLY 3 P=0.,009N** P=0.021N* P<0.00IN** P=0.008N** P<0O.001N** P=0.509N P=0.133N F<D.DDIN**
POLY 1.5 P=0, 009N** =0.021N* P<0.001N** P=0.008N** P<0.0Q1N** P=0.537N P=0.141N P<0.001N**
POLY 6 P=0.010N* P=0.022N* P<0.00IN** P=(.010N" P<0.001N** P=0.476N P=0, 124N P<0.001N*>
LOGISTIC REGRESSION P=0.017N* P=0.018N* P<0.00IN** =0 . 012K* P<0.001IN** P=0.563 P=0.1598 P<0.001N**
COCH~ARM / FISHERS P=0.009N** P=0.022N* E<0.001N** P=0.00BN** P<0.001N** P=0.580N P=0.151H P<0. 001IN**
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - P-NITROTOLUENE
ferminal Sacrifice at 105 weeks
Males Females

Dose 0 1250 2500 5000 0 1250 2500 5000

PPM PPM PPM PPM PPM PPH PPM PPM
All Organs

Malignant and Benign Tumors

PUJ] RATES # i # # # # # #
OV SRALL (a) 50/50 (100%) 50/50 (100%) 48/50 (96%) 46/50 (92%) |43/50 (B6%) 46/50 (I2%] 46/50 (92%) 29/50 (5&%)
 POLY-3 RATE (b) 50/50.00 50/50.00 48/49.37 46/49.15 43/48.85 46/50.00 46/%0.00 Nm\pc.om
| POLY-3 PERCENT (g) 100.0% 100.0% 97.2% 93.6% 83.0% 92.0% wm.ow 59.1%
TERMINAL () 31/31 (100%) 38/38 (100%) 37/38 (97%) 38/40 (95%) |34/39 (87%) 33/37 (89%) 35/39 (90%) 24/41 (59%)
FIRST INCIUENCE 378 490 621 496 380 387 387 5372
STATISTICAL TESTS
LIFE ‘TABLE p=0, 006N** (e) P=0,045N* p=0.,009N** P<0.001N*?* P=0 p=0.362 P=0.003N**
POLY 3 P=0.011N* (¢} P=0.361N P=0.086N P<0.001N*? P=0. p=0.371 P<0.00LN**
POLY 1.5 P=0.009N** {e) p=0.299N P=0,071N P<Q.001N*? p=90 P=0.324 D<0, COINAY
POLY 6 p=0.021N* (e) P=0.442N p=0.123N P<0.001N* p=0 P=0.426 Pl OOIN ¥
LOGISTIC REGRESSTION P=0.005N** (e} P=0.126N p=0.049N* P<0.001IN** P=0 p=0.274 P<0.00LN**
COTH-ARM / FLBHERS P=0, 009N** {e) p=0.247N P=0.059N P<0,00IN** p=0 P=0.262 P=0.002N**

{a) Number of tumor-bearing animals / nunber of animals examined at site.

(b} Number of tumor~bearing animals / Poly-3 number

(d) Observed incidence at terminal kill.

(f) Beneath the control incidence are the P-values associated with the trend
test. Beneath the dosed group incidence are the P-values corresponding to
pairwise comparisons between the controls snd that dosed group. The life

table analysis regards tumors in animals dying prior to terminal kill as

being {directly or indirectly) the cause of death.

Logistic regression is an alternative

method for analyzing the incidence of non-fatal tumors. The Cochran-Armitage
and Fishers exact tests compare directly the overall incidence rates

For all tests a negative trend iz indicated by N

(@) Value of Statistic cannot be computed.

(g} Poly-3 adjusted lifetime tumor ircidence.

(I} Interim sacrifice

(Ty Terminal sacrifice

¢ Tumor rates based on number of animals necropsied.

* To the right of any statistical result, indicates significance at (P<=0.05).
1% mg the right of any statistical result, indicates significance at (Pe=0.01).




