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In compliance with the National Toxicology Program's (NTP) mission to keep our colleaacs
informed of the current NTP findings during ongoing studies, a copy of the Pathology Working
Group (PWG) report and the Summary Pathology Tables for the chronic Gavage study on
METHACRYLONITRILE (126-98-7) are enclosed for your review.

The NTP assembles a Pathology Working Group to review every study and to resoive 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 Primary Tumors data pertaining to the laboratory
animzls. All study data are subject to an NTP retrospective 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 conta~t Central Data Management (CDM) at (919)541-3419 if you have any questions.
may also fax your requests for information to CDM at (919)541-3687 or send them via e-mail
cdm@nichs.nih.gov.
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Hard copies of documents such as NTP Techrical Reperts, short-term . oy o 607is,
and the Report on Carcinogens are avaiiasle from the Environmentai heal 7. son
Service (EHIS). You can contact EHIS by phone at (919 541-3841, by fax at: -1 21331

0273, or by e-mai: at ehis‘@niehs nih yov.
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William Castin, Ph.D.
Head, Information Sy: ems ™ Central Files
Environmenial Toxicology Program

Encis: PWG Report and Pathology Summary Tables for Rats and Mice

cC: Central Data Management
Dr. Bucher

Dr. Ghanayem
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PATHOLOGY WORKING GROUP (FWG)
OF THE TWO YEAR CHRONIC STUDY OF METHACRYLONITRILE
(C88050B/88950-05) VIA GAVAGE TO F344 RATS
PERFORMED AT THE BATTELLE COLUMBSUS LABORATORIFS

Date of PWG: November 23, 1999

Site of PWG: National Toxicology Program (NTP/NIEHS)
Research Triangle Park, NC

PWG Participants: Paul K. Hildebrandt, D.V.M,, Chairperson PATHCO

Abraham Nyska, D.V.M. NIEHS

Ronald Herbert, D.V.M., Ph.D. NIEHS

Joel Mahler, D.V.M. NIEHS

Bradley Hamilton, D.V.M., Ph.D. GlaxcWellcome
Cynthia Shackelford, D.V.M., M.S., Ph.D. EPL

Jeff Wolf, D.V.M. EPL

Study Pathologist: John Yarnngton, D.V.M,, Ph.D.
Reviewing Pathologist: Deborah Banas, D.V.M,, M.S.

1. SUMMARY AND CONCLUSIONS

A. The administration of methacrylonitrile via oral gavage for two years did not resuit in an
increase of neoplastic lesions.

B. Atrophy and respiratory epithelial metaplasia of the olfactory epithelium occurred at a

" high incidence in the nose of both sexes at th? high dose (30 mg/kg).

C. There was an increase in the incidence of pancreatic hyperplasia in male treated rats over
that of controls. No increase in hyperplasia of the pancreas occurred in female treated rats.

D. An increasc in bone marrow hyperplasia was present in high dose maie rats but not in
female rats.

E. A siight increase in cytoplasnue vacuolization (glycogen infiltration} of hepatocytes
occurred in treated rats of both scxes over that of respective controls.

F No morphologic differences between the thyroid glunds of treated rats and control rats

couid be detected.
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II. STUDY DESIGN

Fifty rats/sex/dose group were cral gavaged with the test compound at the following doses -
for up to two years: v :

Male - - Control; 3 mg/kg, 10 mg/kg and 30 mg/kg
Female - Control; 3 mg/kg, 10 mg/kg and 30 mg/kg

1. ANIMAL DISPOSITION SUMMARY

Chronic Toxicity/Carcinogenicity Stud
FEMALE RATS |
B 0 3 10~ 30
MG/KG | MG/KG | MG/KG | MGKG
Animals Initially in Study (59) (50) (50) (SO)
Early Deaths '
Natural Death 7 6 6 8
Moribund Sacrifice 4 10 9 7
Accidentally Killed
Other* 1 1 1
Survivors - Terminal Sacrifice (38) (23) (34) (35)
Animals Examined Microscopically 50 50 50 50

*Dosing Accident

s



MALE RATS
0 3 ) 10 30
5 MGG | MGKG | MGKG | MGKG
;\nimals Inidally in Study (50} {50) {(50) (50)
| Early Deaths ‘
; Natural Death 12 3 7 6
Fioribund Sacrifice 13 13 9 12
i Accidentally Killed
-O:h_cf' i
Survivors - Terminal Sacnifice (25) (34) (34) 31D
‘ l[;imals Examined Mi;roscopically 50 50 50 50

*Dosing Accidznt

IV. CGNIWUCT OF THE PWG

Prior to the PWG, the Chairperson reviewed the pathology incidence tables, the study

pathologist’s narrative, the report prepared by the reviewing pathologist, and microscopic slides
of potential target organs and lesions with discrepancies in diagnoses between the study

pathologist (SP) and reviewing pathologist (KFP*
Potential target organs in this study were considered to be:

Nose Nose
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The following organs from the sex indicated were reviewed from all animals in all groups,
but only tor the presence of the following diagnoses:
Male Rats
Bone Marrzw - Hyperplasia
Pancrea- - Kyperplasia
Thyro* i Gland, Follicular Cell - Hyperplasia
. Liver - Vacuolization Cytoplasmic
Liver - Basophilic Focus
Liver - Leukemia Mononuclear

Spleen - Leukernia Moncnuclear
Adrenal Gland - Angiectasis

emal

Bone Marrow - Hyperplasia

Thyroid Gland, Follicular Cell - Hyperplasia
Pancreas - Hyperplasia _

Clitoral Gland - Hyperplasia

Liver - Inflammation, Chronic Active

Aty 'G the chairperson led a short discussion in the form of introductory remarks
which included the following:

urvival rate than male

A. Survival: All three male treated groups had a slightly higher sur
controls. In females the survival rate in controls was- 78%, in 3 mg/kg - 67%. in 10 mg/Kg -

69% and in 30 mg/kg - 72%.

B. Clinical Signs: No treatment related clinical signs were r“ported.A

C. Body Weights: '
Males - The 3 mg/kg and 10 mg/kg dose groups were similar to controls. The 30

mg/icg dose group was 8% less than controls.

Females - The 3 mg/kg and 10 mg/kg dose groups were similar to controls. The
30 mg/kg dose group was slightly less than the controls but not <tatistically significant.

D. The only gross lesions recorded were a few liver foci that correlated microscopically

with basophilic foct.




E. In the 13-week sub-"wronic study, metaplasia and necrosis was observed in the olfactory
epithelium of the nose. These lesions occurred in doses of 60 mg/kg and 120 mg/kg which were

higher than the doses in this chronic study.

The chairperson had photographed a number of lesions occurring in potential target
organs and projected these photomicrographs to the PWG to illustrate the lesions/changes present
for discussivn and to review respective diagnostic criteria. '

Nose

A series of slides with sections of nose from contro! and high dose (30 mg/kg) mal. and
female rats were examined by the PWG. Atrophy of the olfactory epithelium was recognized by
the PWG. The lesion was characterized by loss of sensory cells that occurred in the dorsal
meatus in the second level of the nose and segmentally along the ethmoid turbinates and lateral
walls of the third level. The epithelium in these arcas was thinner with col: nar sustentacular
cells predominating. In some areas, there was complete loss of sensory and sustentacular cells
which was replaced by ciliated and non-ciliated columnar and cuboidal epithelial cells. This
fincing was diagnosed as respiratory metaplasia. This change was also present along the nasal
septum, primarily in level two. The PWG was in agreemert with the reviewing pathologist’s
diagnosis and characterization of nasal lesions and believed that the lesions are related to
compound administration.

Thyroid

A very high incidence of thyroid follicula: cell hyperplasia had been diagnosed in treated
maie and femaie rats of aii ireaied groups. The PWG examined a serics of thyraid glanos fom
control and treated rats and was unable to d:tect any morphologic differences between these

thyroid glands.

The PWG recognized that considerable variability in size and shape of follicles existed
but no consistent increase in height of epithelial cells or numbers of epithelial cells per unit area
was recognized. Some thyroids appeared to be morc active with smaller follicles in the center of
the gland that had a somewhat basophilic hue, while other follicles at the periphery of the gland
were large, contained, abundant colloid and had a flattened epithelium. This vaniability occurred

in the thyroids of both control and treated rats. [t was the opinion of the PWG that no compound

ef‘ect was present in the thyrotd gland.
Pancreas

The PWG observed several of the photomicrographs of pancreases with exocrine gland
hyperplasia and recognized that this was typical hyperplasia of the pancreas. The PWG accepted
the incidence of lesions of the study pathologist, RP and chairperson and agreed that a ligher

q
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incidence was prescnt in male rats and appeared to'be treatment related. In female rats no
treatment effect was present.

Livcr

There was some discrepancy between the SP and RP regarding a non-neoplastic change
in the liver. The SP had diagnosed a number of livers with cytoplasmic vacuolization in all dose
groups but more in the high dose. The RP was of the opinion that the cytoplasmic vacuolization
was somewhat different and diagnosed the change as cytologic alteration and had a higher
incidence in high dose rats. The livers of control rats hai a few small clear vacuoles consistent
with lipid, whereas the livers of high dosed rats had hepacocytes with fine vacuoles giving a
ground glass appearance. There was also a suggestion of a slight centrilobular distribution to

these finely vacuolated hepatocytes.

The PWG examined a series of inaie control and high dose livers and was of the opinion
that the livers of these rats had varying degrees of glycogen deposition. Most was considered to

_be within normal variation. There were no changes “onsistent with a lesion of cytologic

alteration and the terra should not be utilized in this 'udy. Because there was some indication
that there may be more livers with increased glycog.n in the high dose rats, the PWG
chairperson was instn:cted to review all livers from all groups and evaluate for cytoplasmic
vacuolization. This was done in a “blind fashion™ and the following results were obtained.
Individual animal (liver) diagnoses are presented in Appendix A.

In this re-read the following criteria were utilized. Livers with mononuclear cell
leukemia or autolysis were not included in this evatuation.

1) Minimal lesions - These Iesiohs had very few and small vacuoles within hepatocytes.
When there were a few clear vacuoles suggestive of containing lipid, the diagnosis-of

| cytoplasmic vacuolization, fat was rendered. If ground glass appearance was the predominate

feature, the diagnosis of cytoplasmic vacuolization v/as render=d.

2) Mild lesions - The same features as the minimal lesions described above but more
observable. The difference between minimal and mild is quite subjective.

The livers graded as minimal and mild in this exercise would generally be accepted as

normal with normal variation and no diagnosis would ' ave been rendered.

3) Moderate lesions - The grade o moderate % given when the degree of vacuolization

was clear-cut and would have been diagnosed .s cytoplasmic vacuohzation, minimal or mild, by

most pathologists reading a routine chronic st dy.

&
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There was an increase in cytoplasmic vacuolization (glycogen infiltration) in treated
rats of both sexes over that of respective controls and a dose response did appear to be present.
The degree of scverity of this glycogen infiltration in treated rats was only slightly more than that
observed in contrals. The significance of the increascd cytoplasmic vacuolization in a two-year
stdy is unknown. No increase in hepatic proliferative lesions occurred in this study. Basophiiic
foci actually decreased in the livers of treated rats.

Bone Marrow

The incidence of bone marrow hyperplasia was reported to be higher in high dose rats in
both sexes but more in females compared to controls. The PWG examined a series of bone slides
from control rats and high dose rats and agreed there was increased bone marrow activity
(hyperplasia) in the hign dose female rats.

The PWG noted that, in some cases, the bone marrow hyperplasia was primarniiy a
myeloid hyperplasia and corrclated with ar inflammatory lesion in another organ. In such cases
there was also extramedullary hematopoiesis in the spleen and hiver,

In a number of rats, with what appeared tc be bone marrow hyperplasia (minimal to
mild), there was not good morphologic evidence of which cell type predominated. In a few
cases, there was a suggestion that the erythroid series predominated. In most rats diagnosed with
minimal to mild bone marrow hyperplasia, there generally was no extramedullary hematopoiesis
in the spleen or liver and no increase in pigment (hemosiderin) in the spleen, liver or bone
marrow; changes that usually accompany bone marrow hyperplasia in an anemic animal. A
number of animals with mononuclear leukemia were diagnoscd with bone marrow hyperplasia.

The PWG agreed that a higher incidence of bone marrow hyperplasia ap} ared to be
present in high dose female rats over that of controls but was cauticus in stating this was duc to a
compound effect. .* ° numerous variables and lack of additional supporting lesions usuzlly
associated with bone 1 *utow hvperplasia negates a clear compound effect.

Schwannomas

The incidence of schwannomas in this study was slightly higher than generally observed
in a two-year chronic study. As a result, all lesions diagnosed with schwannoma were presented
ta the PWG for evaluation. There were a few cases diagnosed with schwannoma i the heart that
the PWG diagnosed as fibrosis of the heart. Also, a few lesions were considered to be primary
schwarnoma of the salivary gland rather than the overlying skin. There is ne compeound ¢ffect

regarding the mncidence of schwannomas.
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Miscellaneous Lesions

Several examples of interesting and unusual lesions and a few dlscrepanc:es in dnagnoses
in non-target organs were presented to the PWG for evaluation. Results are presented in the

PWG worksheets (Appendix B).

The PWG was in agreement that no compound effect was present regarding clitoral gland
hyperplasis in females, and angiectasis in the adrenal glands of male rats. The decreased
incidence of mononuclear celi leukemia in treated males rats was recognized but, other than the
weight lose that was reported, no expianation could be offered for this negative trend. '

/ /,,////%QJ

aul K. Hildebrandt, D.V.M.
Diplomate, American College of
Veterinary Pathologists
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- PATHOLOGY WORKING GROUP (PWG)
OF THE CHRONIC 5TUDY OF METHACRYLONITRILE
_(C88050B/88050-05) VIA GAVAGE TO B6C3F1 MICE
PERFORMED AT THE BATTELLE COLUMBUS LABORATORIES

Date of PWG: July 01, 1999

Site of PWG: 'National Toxicology Program (NTP/NIEHS)
' Research Triangle Park, NC

PWG Participants: Paul K. Hildebrandt, D.V.M., Chairperson PATHCO

Ronald Herbert, D.V.M,, Ph.D. NIEHS
Abraham Nyska, D.V.M. NIEHS

Glen Marrs, D.V.M,, M.S. , - EPL

Cynthia Shackelford, D.V.M.,M.S., Ph.D. EPL -

‘Bradley Hamiltor. D.V.M,, Ph.D. Glaxo-Weilcome
AmyE.Brix,” * ., PhD. EPL

Study Pathologist: Dr. John Toft
Reviewing Pathologist: Dr. Cynthia Shackelford

1. SUMMARY AND CONCLUSION

It was the PWG opinion that the administration of methacrylonitrile to male end female mice
for two years did not increase the incidence of neoplastic lesions or non-necplastic lesions in any
tissue/organ in this study. A number of lesions were evaluated by the PWG including liver
proliferative lesions and non-neoplastic lesions in other organs and none was considered to be

related to compound administration.

1. STUDY DESIGN

Fifty mice/sex/dose group were oral gavaged with the test compound at the following doses
for up to two years:

Male - Control; 1.5 mg/kg: 3.0 mg'kg and 6.0 my/xg
Female - Control: 1.5 mg/kg: 3.0 mg/kg and 6.0 mgkg
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I1l. ANIMAL DISPOSITION SUMMARY

FEMALE MICE
o 0 1.5 3.0 6.0
L MG/KG | MG/KG | MG/KG MG/KG
Animals Imually in Study (50) (50} (50 (50)
—I;a:‘y Deaths ] '
; Natural Dezth 15 13 4 7
gz-v;\'"mumi gm e L2 3 3
N e E
5o 0r - venr .l Seerifice (34) 2 (43) (25)
_éL_nmlf._Exramim‘d Microscopically 50 50 50 50
MALE MICE
0 1.5 3.0 6.0 !
MG/KG | MG/KG | MG/KG MG/KG
Animals Imtially in Study (50) (50} (50) 50y |
Early Deaths
Natural Death 10 \ 5 6 3
Moribund Sacrifice 5 2 3
Accidentally Killed 24
Other 1 [l
Q,SUWE\ ors - Terminal Sacrifice (34) i (43) (41) (22)
Animals Examined Microscopically 49 50 50 | C’L__JI

* MISSING
**DOSING ACCIDENT



1V. CONDUCT OF THE PWG

Prior to the PWG, the Chairperson reviewed the pathology incidence tables, the study
pathologist’s narrative, the report prepared by the reviewing pathologist, and microscopiz slides
of potential target organs and lesions with discrepancies in diagnoses between the study
pathologist (SP) and reviewing pathologist (RP).

Potential target organs in this study were considered to be: '

. Male Mice Female Mice
Liver Liver .

During the quality assessment review, the RP identified eight possible neoplastic lesions in
the intestines of the male mice which had not been previously diagnosed by the study pathologist.
This led to a review of wet tissues from all male and female mice. Any suspect intestinal lesion
was collected and examined histopathologically. As a result of this special action, the
gastrointestinal tract was also considered a potential target organ for review by the PWG.

In addition, the following organs/tissues were cxamined for all animals in all groups for the
lesions listed below:

a ice

Salivary Gland - Infiltration Cellular, Mononuclear Cell*
Adrenal Cortex, Zona Fasciculata - Hyperplasia

Adrenal Cortex, Zcna Fasciculata - Hypertrophy
Pituitary Gland, Pars Distalis - Cyst

Lung - Inflammation, chronic

Epididymis - Infiltration Cellular, Mononuclear Cell*
Prostate - Infiltration Cellular, Mononuclear Cell*
Preputial Gland - Infiltration Cellular, Mononuclear Cell*
Kidney - Infiltration Cellular, Mononuclear Celt*

Oral Mucosa, Gingival - Foreign Body

Oral Mucosa, Gingival - Inflammation, chronic active

"
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1.0 - Hem-. noietic Cell Proliteration ’
L..cr - Infili . -on Cellular. Monone-=lear Cell*
Mesenery - i neraiization '

Meser-ery - Fi, Necrosis

Pituitary Glan-. Pars Distalis - Angiectasi”
i.ymph Node, I.andibular - Figmeniation
Ovary - Pir  cntation

. U:erus, Enwoietrium - “lyperplasia, Cystic
Kidney - Infiltration Celiular, Moncruclear Cell*
Kidne - Inflarnmaticn, chronic active

* In addition to the diagnosi- of “infiitratinn, Celiular, Mononucles Ceil” the diagnosis for
these organs were further reviewed fo- the presence of other inflammatory lesions.

At the PWG the chairperscn led a short discussion in the tomm of introductory remarh.s
which included the following: '

1. Survival was essentially equal in all groups includ g resrective controls with one
exception. A dosing error occurred at 15 months. Twen* four inals high dose mice and 15
female high dose mice died suddenly. ‘

2. Body weights and weight gains had some fluctuation dwiing the 1&si Periou diic v’ e
similar in all test groups and controls at termiral sacrifice.

. No compound related clinical signs wcre recorded.

W

4. No compound related gross lesions were observed at necropsy.

5. No compound related lesions were observed in the mouse 90-day subchronic study.

Livers

All livers with a discrepa..cy in diagnosis between the SP and-RP regarding tumor vers s
screpancies between hepatocellular adenom versus

non-tumor were examined by the PWG. Dt
The results

hepatocellular carcinoma nr single tumor versus multiple tumors were 1ot gxamined.
of the liver review are presented in the PWG work sheets. The PWG also examined a number of
livers for non-proliferative lesions {rom control animals and treated mice. These hivers wee
from terminal sacrifice mice that did not have other fiver i systemic lesions. The objective of
this exercise was to determine if any histologic difterences existed
controls (degeneration, cytomegaly, cytoplasmic vacuolization, etc.).
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" ;ngitudinally, they demonstrated the junction of duodenu
~ was noted that the duodenal mucosa bends or invaginates s

It was the PWG opinion that no difference existed in the histologic appearance of the
livers of control mice and high dose mice. Also, there did not appear to be a compound effect
regarding the incidence of hepatic proliferation lesions among the respective dose groups

~ compared to conirol groups.

Gastrointestinal Lesions

All gastrointestinal proliferative lesions were examined by the PWG. During the initial
phases of the quality assessment review, additional irtestinal proliferative lesions were
discovered. As a result of this finding, a wet tissue review was conducted and eight additional
intestinal lesions were diagnosed and are included in this PWG review.

A number of duodenums had been diagnosed with epithelial hyperplasia or an
adenomatous polyp. It was noted that almost all sections of duodenum were taken from the
extreme anterior portion of the duodenum and, in fact, some sections of duodenum included a

portion of pyloric epithelium from the stomach.

Sections diagnosed as duodenal hyperplasia were cross sections of duodenum and
consisted of a thickened mucosa with a prominent layer of Brunner’s glands. In some specimens
the inner surface was irregular and, occasionally, islands of mucosal epithelium were present in
the intestinal lumen. This gave the impression that a proliferative lesion was present but not
sectioned through the stalk. There were no cellular changes in these types of duodenal sections
to suggest a proliferative lesion. There was no change in nucleus to cytoplasmic ratio, no
tinctorial changes, no crowding or piling-up of epithelia! cells, and mitotic figures were not more
numerous than in other areas of the duodenum.

At a later re-review of these duodenums, several slides of mouse stomachs with attached
duodenum that had been sectioned longitudinally were presented for examination by the PWG.

These slides were from control mice from another study and, because they were sectioned
m and pyloric stomach very clearly. It

lightly into the lumen of the pyloris.
ffect of the duodenal mucosa such that

re in this study, the duodenum Is seen to
nds of mucoesa in the lumen.

This feature causes a thickening and/or “puckering™ €
when a cross section is taken from this area, as many wt
have a mucosa with variable thickness and can have isla

At this re-review, it was the PWG opinion that many of the duodenums originally
diagnosed with hyperplasia or adenoma in this study were, in fact, normal.

'y
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There were a few duodenums in all dose groups including control< that, indeed, did have
proliferative mucosal lesions (se¢ Pathology Working Group sheets).

- Hyperplasia of the duodenum was characterized by increased numbers of intestinal glands
unit area that had glandular epithelial cells that were slightly smaller than normal. These

esandular epithelial cells were similar to basal cells of normal glands but had scant basophilic
cytoplasm. Occasionally, a few glands had epithelial cells with oval nuclei and pale eosinophilic
cytoplasm that resembled squamous cells in squameus metaplasia. With one exception,
duodenums with this change were not diagnosed as squamous metaplasia. The supporting
lamina propriza of these hyperplastiz foci generally had a minimal increasc in chronic
inflammatory cells and immature mesenchymal elements.

Adenomas of the duodenum were characterized by proliferating intestinal glands that
extended into the intestinal lumen. The glandular epithelial cells were fairly weli differentiated
but did vary considerably in size. Mitotic figures were slightly more prevalent than normal.
Crowding and areas of multi-layers of epithelial cells were present o varying degrees. Insome
cases, basophilic basilar cells were more prominent than seen in hvperplastic lesions.

Adenocarcinoma of the duodenum consisted of a proliferation of intestinal glands that
protruded extensively into the intestinal lumen. The glandular epithelium of these glands was
fairly well differentiated in some areas while anaplastic epithelial cells predominated in other
areas. The anaplastic cells were large with large nucle: containing prominent nucleoli. Mitotic
figures were numerous. In more differentiated areas, the epithelial cells were larger than normal
and crowding and multi-layering was evident. Individual celi necrosis was present and
aggregates of cellular debiis in inicstinal glands were frequently cheerved. The supparting
lamina propria in the tumor contained chronic inflammatory cells with a sprinkling of
polymorphonuclear cells. Invasion of the underlying muscle was not evident in the
adenocarcinoma of the duodenum.

Proliferative lesions occurred in other segments of the small intestine and in the cecum of

the large intestine. These adenocarcinomas were solitary lesions and consisted of fairly well-

differentiated neoplastic glandular epithelial cells. The giandular architecture was maintained;
however, the glandular epithelial cells were slightly larger than normal. The nuclear to
cytoplasm ratio was increased ar | mitotic figures were increased over that of normal intestinal
cells. Multiple lavers of cells or piling up of cells was a common feature. Villi were somewhat
thicker and, occasionally, longer than normal. The neoplastic cells extended through the
muscularis mucosa and into the underlying muscle and serosa in the form of glandular nests.
Although several proliferative lesions of the gastrointestinal tract were observed in thus
it was the PWG opinion that the incidence was similar in the respective dose groups and

LS ALV
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Adrenal Gland

There were a few differences in terminology of adrenal cortical Jesions between the SP
and RP. The PWG examined a number of adrenal glands with capsular lesions, subcapsular
lesions and cortical lesions. It was the PWG opinion that lesions of the acrenal cortex need not
be specified as to which zone was affected i.¢;, glomerulosa fasciculata o. reticularis. The PWG
also recognized that lesions diagnosed as hyperplasia and/or adenoma of the glomerulosa were in
fact subcapsular (B-Cell) hyperplasia or adenoma. The PWG chairperson was directed to re-
examine all male mouse adrenals to diagnose any subcapsular lesions. The SP had diagnosed
capsular hyperplas1a in almost 100% of males in each dose group including controls. This lesion
was characterized by small basophilic cells just beneath the capsule that extended into the cortex
to varying degrees. These are the subcapsular (A-cells) that are commonly observed in the
adrenals of male mice and are generally not diagnosed unless the hyperplasia is quite prominent.
The PWG was of the opinion that no compound related adrenal lesions were present.

The PWG Chairperson re-examined all male adrenals and diagnosed several subcapsular
proliferative lesions rather than cortical (glomerular) lesions. No compound related adrenal

lesions are present.
Multiple Organ Mononuclear Cell Infiltrate

Mononuclear cell infiltrate was diagnosed in several organs (epididymis, preputial gland,
prostate, liver, kidney) by the SP. The RP diagnosed mononuclear cell infiltrate in additional
mice of all dose groups. It was noted that most organs diagnosed with mononuclear cell infiltrate
also had additional diagnoses of inflamunation, chronic or acute. Also, many of the lesions
diagnosed as mononuclear cell infiltrate consisted of a single blood vessel with a small aggregate
of lymphocytes. The PWG was of the opinion that mononuclear cell infiltrate was such a minor
change and was so often associated with an inflammatory lesion, or other lesion, that this
separate diagnoses added little to the overall characterization of the changes in the respective

organs.

Oral Lesions

Several cases of gingival inflammation and/or foreign body were examined by the PWG.
These lesions were located primarily around molar teeth in section three of the nose. The lesions
consisted of embedded foreign material around the root of a molar tooth. This foreign matenal
was most often a fragment of plant material, although an occasional hair shaft could be
identified. Varying degrees of chronic/active inflammation was usually associated with this

foreign matenal.

The PWG agreed the lesions observed in this study were no different than the cominoniy
encountered gingival lesions observed in most chronic two-vear mousc studies. The majority of
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" Jesions were very minimal consisting of a minute fragment of foreign material with ric or

very little inflammation. No treatment related gingival lesions were considered to be present in
this study. -

Ovary and Mandibular Lymph Node Pigment

Pigment in the ovary and mandibular lymph node was also evaluated by the PWG. It was
the opinion of the PWG that the pigment observed in the series of slides examined that the
pigment in the ovary and mandibular gland was well within the normal lin:its of two-yeer old
mice and no treatment effect was present.

Pituitary Cysts

The PWG noted the slight increase in the incidence of pituitary cysts in treated male mice
over that of controls. Because small pituitary cysts are such a common background lesion and
the incidence was so low in all dose groups, the PWG was of the opinion that no compound
effect was present. Biological variation of such a common background lesion can easily explain
the incidences of pituitary cysts in this study.

Miscellaneous Lesions

"A number of interesting and unusual lesions were prescated to the PWG for interest
and/or classification of diagnoses. See Pathology Working Group Worksheets.

Diplomate. American College of
Veterinat, . athologists




NATIONAL TOXICOLOGY PROC‘RAM

TR-497 METHACRYLONITRILE A

Pathology Tables - Rats
PO3 - Incidence Rates of Non-Neoplastic Lesions
P05 - Incidence Rates of Neoplasms by Anatomic Site (systemic lesions abridged)
PO8 - Statistical Analysis of Primary Tumors
Pathology Tables - Mice
P03 - Incidence Rates of Non-Neoplastic Lesions
POS - Incidence Rates of Neoplasms by Anatomic Site (systemic lesions abridged)

POB - Statistical Analysis of Primary Tumors
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T Exporsment-Test: RE050-05 INCIDENCE RATES OF NCNNECPLASIIC LESIONZ DBY ANATOMIC Silt ‘a) Feport, PLIRPTCS
Study Type; CHRONIC MUTHACRYLONLITRILE arc:
Route: GAVAGE Tim

FINALKD 2 VEAR CHRONTC RATS

Facility: Battelle Colunmbus Laboratory
Chemical CAS k:  126-98-7
Lock Dave:  05/0%/99

Cage %ange: AlL

Reasons For Remava. : Al
Removal Date Rangc: ALl
Treatment Groups: tnclude AL

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

Page 1
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NTP Experiment-Test: 88050-08%
Study Type: CHRONIC

Route: GAVAGE

INCIDENCE RATES OF NONNEOPLASTIC TEZIONE

METHACRYLONI[TRILE

BY ANATOMIC STITE (ai

10 MG/KG

Z Report: 2ELRPLIZ
Dare 02/:4/0.C
T.ome: L4 1R:69

FISCHER 344 RATS FEMALE 0 MG/KG 3 MG/KG 30 MG/KG
DISPOSTTION SUMMARY
animals Initially In Study 50 S0 S0 S5¢
Early Deaths
Moribund Sacrifice 4 10 9 i
Natural Death 7 6 6 b
Dosing Accident 1 1 1
Survivors
Terminal Sacrifice 38 33 34 35
Natural Death 1
Animals Examined Microscopically 50 50 SG 50
ALIMENTARY SYSTEM
Esophagus (50) (50) (50] (50)
Periesophageal Tissue, Hemorrhage 1 (2%) 2 14%) »
Intestine Large, Rectum (50) (S0) (S0) (L0)
Parasite Metazoan 2 (4%) 5 (10%) 5 (10%) 4 (8%)
Intestine Large, Cecum (50} (50) (507 (50)
Inflammation, Cironic Active 1o{2%)
Intestine Small, Duodenum (50) (50) (501 {50
Fibrosis 1 12%)
Liver (50) (491 (48} (50}
Angiectasis 1 (2%) 2 (4% 1 (2%)°
Basophilic Focus 43 (86%) 43 (BE%) 35 (73%) 13 (78%)
Clear Cell Focus 4 (8%) 2 (4%) 1 (2% 3 (6%)
Degeneration : 1 (2%)
Degeneration, Cystic 1 (2%) 1 {2%)
Eosinophilic Focus 3 (6%)
Fatty Change 21 (42%) 13 (27%) 11 (23%) 7 (14%)
Hepatodiaphragmatic Nodule 9 (18%) 7 (14%). 8 (17%) 12 (24%)
Hyperplasia , 1 (2%)
Inflammation, Chronic Active 31 (62%) 27 (55%) 27 (56%) 27 (54%)
Mixed Cell Focus 2 (4%) 7 (14%) 8 (17%) 5 (10%)
Necraosis 2 (4%) 3 (6%} 1 (2%
Thrombosis 2 (4%) 3 (6%
vacuolization Cytoplasmic 7 (14%) 14 (29%) 17 (35%) 30 (60%)
Bile Duct, Hyperplasia . 14 (28%) S (10%) 13 (27%) 9 (18%)
Mesentery {7) (2) (8) (4)
Fat, Inflammation, Chronic Active S (71%) 1 (50%) 2 (25%) 1 (25%)
Fat, Necrosis 1 (14%) 1 (50%) 4 (50%) 2 (50%)
' Panc eas (50} (50) (50) (50)
Cytoplagmic Alteration 1 (2%)
Hyperplasia 1 (2%} . 1 (2%) 1 (2%)
Acinus, Atrophy B8 (16%) 4 (8%) 7 (14%) 10 {20%)
Stomach, Forestomach (50) {50) 150) (50)

a Number of animals examined microscopically at site

and number of animals

Page
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NTP Experiment-Test: RG050 Ch INCTDENTE RATRES

OF NONNFOGRPLASTIC

_LESIONS

Study Type: CHRONIC METNALCKRY LUNITRILE
Ron GAVAGE
FISCHER 144 RATS FEMALE Q MG/KC 3 MG/KG Y
ALTMENTARY SYSTT) CONT
Sdema DoA2%) YA 3
Hyperplasia , To(2%) Lo(2%)
loflammation, Chronic¢ Active A 744
Glecexr

Stomach, Glandulax (99) (5C)
Trosion T2 2w
Mineralization
Ulcer (2%

CARDTOVASCUT.AR SYSTEM
rart {L2) (5C)
_Cardicanyopathy 74 (48%) 16 (1ag)
" Fibresis (2%)
“Thrombosais o)

Ypicardium, Tnflamme on, Chronice Aclive T2%)

cPericardium, Inflamwrot ion, Chroric Active

ENODCCRINE SYSTH

Adrenal Cortex (89 (50)
Angieclasis 23 (46%) 6 (12%)
NDeqganaration
Hemorthage Loy
Hyperplasia 7 (14%) £ (12%)
Hypertrophy 1 (2%)
Kec. osis
Thrombosis
Vacuclization Cytoplasmic 4 (B%) 1T (2%)
Capsu.e, Fibrosis 1 (2%)

Adreral Medulla (5 (50)
Hyperplasia 2 14%)

Pituatary Gland {50) 180)
Angiectasis 6 (12%) 4 (8%)
Cyst 19 (39%) 13 (26%)
Hyperplasia 20 (40%) 1 (46%)
Craniopharyngeal Duct, Hyperplasia Lo{2%)

Pars Nervosa, Hyperplasia 1 (2%)
Thyroid Gland (500 (50)
C Ceil, Hyperplasia 36 (72%) 28 (50%)
a Number of animals examined microscopically at site and number of animals with

Page 3
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s TEIRPTON




FISCHER 3144 RATS FEMALE

0 MG/KG

3 MG/KG

NTP Experiment-Test: 88030-0% INCIDENCE RATES OF NONNFOPLASTIC LESIONS BY AMATOMIC E1NTE la) Peqrort .
Study Type: CHRONIC . METHACRYLONITRILE ke
Route: GAVAGE Tamre

PEKPTUS
Ger20/00
141,49

10 MG/KG

20 MG/KG

GENERAL BODY SYSTEM

None

GENITAL SYSTEM

Clitoral Gland (49) {48) (5C) 4
Cyst 1 (2%} 4 (8%) S (10%) 1 12%)
Hyperplasia 10 (20%) 7 (15%) 10 (20%) 2 (4%)
Inflammation, Chronic Active 6 (12%) 2 (4%) Ho(10%) g (17%)

Dvary (50) (%0) (50) (0)
Atrophy 1 (2%)

Cyst 1 (2%)
Mineralization 1 (2%)
Follicle, Cyst 1 (6%) 1 (2%) 1 (2%) 1 (7%)
Periovarian Tissue, Cyst 4 (8%) 3 16%) 2 {4%) 3(6%)

Uterus (50) (50) (50) (50)
Hemorrhage 12w
Hydrometra 2 (4%) 2 (4%) AT 2 4%
Inflammation, Chronic Active 2 (4%)

Cervix, Fibrosis 1 (2% e 1 (2%)

Cervix, Tnflammation, Chronic Active 3 (q% 1 2%

Endometrium, Hyperplasia. Cystic 4 (8%) 1 (2%) 31 {6%) 3 (6%)
HEMATOPOIETIC SYSTEM

Bone Marrow (5¢C) {50) (501 (50}
Atrophy 1 (2%) 1 (2%) 1 (2%)
Hyperplasia 12 (24%) 11 (22%) 12 (24%) 25 (50%)
Myelofibrosis 1 {2%)

Lymph Node (6) (1) (5) (1)
Madiastinal, Hyperplasia 1 (20%)

Lyriph Node, Mandibulay (50} (49) {50) (50)
Ectasia 1 (2% 1 (2%) 1 {2%)
Hyperplasia 1 (2%) '

Lymph Node, Mesenteric (50) (50) (50) (50)
Ectasia 1 (2% 1 (2%}

. Spleen (S0} (50) 180} (50}
Accessory Spleen 1 {2%)
Fibrosis 1 (2%) 1 (2% 1 (2%)
. Hematopoietic Cell Proliferation 1 (2%) 8 (16%) 7T (14%) 5 (10%)
Ccapsule, Necrosis 1 (2%)

a Number of animals examined microscopically at site

¢’

- ..

and number of animals
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NTP Experiment-Test: 88080 -C5

TNCIDENCE RATES OF NONNEOPLASTIC LE3IONS 2Y

Srudy Type: CHROMIC e VACKYLONITRILE
Route - GAVAGE "
FTSCHER 344 RATS FFEMALE SOMG/RG 2 MGRG 145 ML KG
INTEGU«ENTARY SYLTEM
Mamary Gland (5C) { (o0
Galactocele TO(IE%) % (1 B%
Hyperplasia B O{10%) 1 9 {i8%
ntlammarion, Chronic Autive
Skin h ( (901

Parakeratosis
Ulcer

MUSCULCEKELETAL SYSTFM

mc:o Amo
Detaeoscleros.s 1

v

NERVOUS SY |21
Bra.n f (L0) (59)
Hemor. nage A
FESPIRAIORY SYSTEM
Lung (50 (50) (20)
Corgestion
Henmoorhage T(2%)
inflamration, Chronic Active 5 1L0%) 4 (8%

Necrosis

Pigmentat Lon e
Alveolar ipithelium, Hypevplasio 6 112%) T 6% 1
Mediastingm, Inflammation .

Nose (50) (50) 50)
Iinflammation 1 (2%
nflammataon, Chronic Active (2% 2 (4%)
Thrombosis boee) (2%
Olfactory Epitheliuwm, Atrophy L{2%)
Olfactory Epithelium, Metaplasia

SPECIAL FENSES SYSTEM

Fye (4) (1) 3
Cataract 4 (100%) I (100%) 3 (100%)
Leng, Mineralization 3 (79%) 2 (67%)
Retina, Degeneration 3075%) 1 (10C%) 10100%)

zymbal's Gland (1)

a Number of animals examined microscopically at site and gumber of animals with luesi-

Page 5
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NTP Experiment-Tesrt: R805(- 0% INCIDENCE RATES OF NONNEOPLASTIC LES1ONS BY ANATOMIC S1we peport s PETRDTNY
Study Type: CHRONIC METHACRYLONITRILE Date, V2400
Route: GAVAGE Tire 14:7%:49
FISCHER 344 RATS FEMALE 0 MG/KG 3 MG/KG 10 MG/IKG 30 MG/KG
SPECTAL SENSES SYSTEM - CONT
._.::maamn»o:a Chronic Active 1 4100%)
URINARY SYSTEM
Kidney (50) (S0} (50) (50)
Accumulation, Hya' ine Droplet 2 (4%) 1 42%)
Congestion 1 (2%)
Hydronephrosis 1 (2%)
Iinflammation, Chronic Active 3 (6%) 9 (18%) 5 {10%) 3 (6%)
Necrosis 1 (2%)
Nephropathy 29 (58%), 27 (54%) 29 (H8%) 25 (50%)
Pigmentation 3 (6%) 3 (6%) 2 (4%)
Renal Tubule, Hyperplasia 1 (2%)
Urinary Bladder (50) (30) (50} (50)
Hemorrhage 1 (2%)
Inflammation, Chronic Active 1 (2%) 1 (2%) 1 (2%)
Transitional Epithelium, Hyperplasia 1 (2%
a Number of animals examined microscopically at site and number of animals with lesion

e
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NTP Experiment Test: 880S0-05
Study Type: CHRON.?
Route: GAVAGE

FISCHER 344 RATS MALE

DISPQSITION SUMMARY

Animale Tnitially Ten Study
Early Deaths

Natural Death

Moribund Sacrifice

Dosing Accident
Survivors

Natural Death

Terminal Sacrifice

Animals Examined Microscopically

INCTDENCE RATES

C MG/KG

25

50

ALYMENTARY SYSTEM

Intestine large, Colon
Infiammation, Chron:c Aciive
Parasite Metazoan
pPigmentation

Intestine Large, Kectunm
Parasice Matazoan

Intestine Large, Cecum
ntlammation, Chronic Active
Epxthelium, Atrophy

Intestine 3mail, Duodenum
Inflammation, Chronic Act.ve
Parasite Matazoan

Intestine Small, Jejunum
Inflammation, Chronic Active

Intestine Small, Tleum
inflammation, Chronic Active
Parasite Merazoan

uiver
Angiectasis
Basophilic Focus
Clear Cell PFocus
Congestion
Cyst
Degeneration, Cystic
Eosincphilic Focus
Fatuy Change

Hematopoietic Cell Proliferation

Hepataodianhragmatic Nodule

inclusion Body Intracytoplasmic

Inflammation, Chronic Active
Mixed Cell Focus
Necros:s

4 Number of animals cxamined microscopically at site

16
16
4

(32%)
(2%
8%

and number of

Page

OF NONNECPLASTIC LESICNS
METHACRYLONITRILE

1 (2%)
(50}

8 (16%;)
(H)
(S0

1 (2%}

1 (2%)
(50
(507
(50,

4 (8%
33 (66%)
16 (32%)

ol

B (16%)
18 {36%)

5 (10%)
21 (42%)
23 (46%)

1 (2%}

animals

BY AMATCMIC

w
-

[}
b

wn
k)

STTR

{a)

Report - PEZRPTO
Date: Q0z/24/04
Tire: 14:18:49

2%}
5 110%)
9 118%)
1 144%)
9 118%)

29 hEe)
22 1d4%)

with les.on

{509
V50
(50}
{(43)

4 (8%)
NERN A B}
4 8%}
1 o2%)
£ (12%)
7 (14%)
9 (18%)
1 (2%)
€ (12%;
1 (2%)
10 (20%)
16 (20%)
3 (6%)



NTP Experiment-Test: 88050-05

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC STITE (a)

PETHPT %
Stucy Type: CHRONIC METHACRYLONITRILE VLAt
Route: GAVAGE ThH:T8:49

FISCHER 344 RATS MALE 0 MG/KG 3 MG/KG 10 MG/KG 30 MG/KG

ALIMENTARY SYSTFM - CONT

Thrombcsis 1 (2%}

Vacuolization Cytoplasmic 14 (28%) 18 (36%) 23 (46%) 28 (57%)

Bile Duct, Fibrosis 12

Bile Duct, Hyperplasia 42 (84%) 48 (9€%) 48 (96%) 36 (73%)

Mesentery {13) (13) (11l) (12)
Artery, .nflammation, Chronic Active 1 (8%

Fat, Inflammation, Chronic Active 8 (62%) 12 {92%) 11 (300%; 9 (75%)
Fat, Mineralization 1 (8%
Fat, Necrosis 1 18%) 1 (8%) 1 (8%)

Pancreas (50) (49) (50) (50}
Cytoplasmic Alteration 2 14%) 3 16%)

Fibrosis : 1 (2%)

Hyperplasia 4 (B8%) 10 (20%) 11 (22%) 12 (24%)
Acinus, Atrophy 10 (20%) 13 (27%) 12 (24%) 14 (28%)
Artery, Inflammation, Chronic aActive 1 (2%) 1 (2%)

Stomach, Forestomach (50} (50) (50 {50)

Erosion 1 (2%}
. Hyperkeratosis 1 (2%)
Hyperplasia 3 (6%) 3 {6%) i(2%)
Inflammation, Chronic Active 1 (2%) 1 (2%)
Perforation 1 (2%)
Ulcer 2 {4%) 2 (4%) 2 (4%)
Bpithelium, Hyperplasia 1 (2%)

. Stomach, Glandular (50) {50) {50 (50}
Erosion 3 (6%) S (10%) 2 (4%)
Mineralization 1 (2%

Ulcer 4 (8%)
CARDIOVASCULAR SYSTEM

Blood Vessel (S0) (49) (50} (50)
Inflammation, Chronic Active 1 (2%) 1 (2%)

Heart (50) {50) (S0} (50)
Caxdiomyopathy 43 (86%) 48 (36%) 41 (82%) 46 (92%)
Fibrosis 1 (2%) 1 (2%)

Thrombosis 3 (6%) 1 (2%) 1 (2%) 3 (6%)

Artery, Inflammation, Chronic Active 1 (2%

Endecardium, Hyperplasia 1 (2%)
ENDOCRINE SYSTEM

Adrenal Cortex (50) (50) (50) (50}
Angiectasis S (10%) 3 (6%) 12 (24%) 9 (18%)
Arrophy 1 (2%) 1 (2%)

Degeneration, Cystic 1 (2%

a Number of animals examined microscopically at site and number of animals with lesion
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NTP Experimett-Test: INCTDENCE
Study Type: CHRONTC

Route: GAVAGE

RATES OF NONNEOPLASTIC
METHACRYLONTTRILE

LESIONS

BY ANATOMIC SITE

Report: PEIPPI0D
Date: 07.724/40C
Time: 14:1%.3Y

(a}

FISCHER 344 RATS MALE C MG/KG T MG/KG 10 MG/KG 3C MG/XG
FUUOURINE SYSTEM - CONT
Hematopoletic Cell Proliferation 2 (4%)
Hyperplasia 9 (189 10 (20%} 11 (22%) 8 (26%)
Necrosis 1 (2%)
Pigmentation 1 (2%}
Thrombosis . 1 (2%)
Vacuolization Cytoplasnic 8 (16%) 3 (6%) 1 (6%} 5 (10%)

Adrenal Medulla (50) {50) (50 {50}
Hyrerplasia 11 (22%) S {10%) 7 (14%) 7 (14%)
Mincralization 1 {2%)

Is lets, Pancreatic {50} (50) (S0 (50}

i Hyperplasia 1 (2%) 1 (2%) 1 (2%)

Perathyroid Gland (4¢) {46) (50) (50)
Fibrosis 1 {2%)

Hyperplasia, Focal 1 {Z2%)

p:taitary Gland (50) (50) 150) (50}

Angiecltasis < (4%) 3 (6%

Arrophy 1 (2%) TUIY)

Cyst, 2 (10%) 5 (1C%) 7 (14%) Io2%)
iyperplasia L3 O(26%) 17 {34%) 16 (22%) 10 (20%)
Cranivpharyngea. Ducl, Hyperplasia 1 (2%)

Thyroid Gland (50) (5C) (50) r50y
C-Cell, Hyperrclasia 23 (46%) 29 {58%) 35 (70%) 24 (58%)
Follicle. Cyst 1(2%)

Fellicular Cell, Hyperpiasia 3 (&%) 1 1a%
GENZERAL BODY SYSTEM
None
GENITAL SYSTEM

Bpididymis (50} (SC) (50) (50
Inflammation, Chronic Active 1 (2%) 1 (2%)

Preputial Gland (50) (50) (50) (49)
Hyperplasia 1 (2%) 1 (2%) 1 2%
Inflammation, Chroric Active 41 (82%) 45 (90%) 46 (92%) 45 (92%)

Prostate (90) (50) (50) (50}
Atrophy 1z 1 62%) 3 te%)
Cyst 1o(2%)

Hyperplasia 5 (10%) Z (4%
Inflammation 25 (50%) 25 (50%) 17 (34%) 24 148%)

Seminal Vesicle (50) (5C) (50) (59)
Atrophy 1 (2%) 2 {4%) 1 (2%) 4 (8%)
in{lammation, Chronic Active L (2%)

T2stes {50) (50) (50) (537)

a Number of animals examined microscopically at site and number of animals with lesion
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NTP Experiment-Test: 8B0S50-05

INCIDENCE RATES OF NONNEQPLASTIC LESIONS BY ANATOMIC SITE Keport: Ll
Scudy Type: CHRONIC METHACRYLONITRILE Sate 07 q100
Route: GAVAGE ’ Taotne, 14 ..o 4l
FISCHER 344 RATS MALE 0 MG/KG 3 MG/KG 10 MG/KG 30 MG/KG

GENITAL SYSTEM - CONT

Atrophy 6 {12%) 6 (12%) 5 (10%) 2 (4%)

Mineralization 1 {2%)

Necrosis 1 (2%)

Interstitial Call, Hyperplasia 9 (18%) € (12%) 4 (8%} 3 (6%)
HEMATOPOIETIC SYSTEM

Bone Marrow (50} {50} (50} (50)
Hyperplasia 17 (34%) 14 (28%) 19 (38%) 20 (40%)
Myelofibrosis 1 (2%)

Lymph Node 17) (3) (3 (4)
Mediastinal, Congestion 1 (14%)

Mediastinal, Ectasia 1 (33%)
Mediastinai, Inflammation, Chronic Active 1 (33%)
Renal, Congestion 1 (33%)
Renal, Ectasia 1 (33%)

Renal, Inflammation, Chronic Active 1 (33%)

Lymph Node, Mandibular (49) (50} (49) (49)
Ectasia 1o(2%) 4 {(8%) 1{Z%) 4 (8%)
Hyperplasia 1 (2%)

Hyperplasia, Plasma Cell 2 (4%) 1 (2%} 2 (4%}

Lymph Node, Mesenteric (50) (50} (50} (50}
Congestion 1l (2%)

Bctasia 2 (4%) 3 (6%) 1 (2%) 4 (8%)
Inflammation, Chronic Active . 2 (4%)

Spleen (50) (50} (50} {49)

Arcessory Spleen 1 (2%)

Angiectasis 1 (2%)

Fibrosis 6 (12%) 4 (8%) 4 (B%) 4 (8%)
Hematopoietic Cell Proliferation 4 (B%) 3 (6%) 3 (6%) 7 (14%)
Hemorrhage 1 (2%}

Hyperplasia, Histiocytic . 1 (2%)
Necrosis 1 (2%) 1 (2%) -1 (2%)
Capsule, Fibrosis 1 (2%)

Capsule, Inflammation, Chronic Active 1 (2%)

Thynus . - (49) (47) {45) (50)
Cyst - 1 (2%)

INTEGUMENTARY SYSTEM

Mammary Gland (4€) (50) (49) 143)
Galactocele 5 (10%; 1 {2%)
Hyperplasia 2 (4%) 3 (6%) 4 (8%) 4 (8%)

Skin (49} {50) (50) (503}
Cyst Epithelial Inclusion 1 (2%)

Page
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NTP Experiment-Test:
Study Type: CHRONIC
Route: GAVAGE

88050-0% TNCTDENCE RATFES OF NO.INEUOPLASTIC LEZIONS LY ANATOMIC SITE (a)
METHACRYLONITRILE -

FISCHER 344

keport: PEIRPTIS
ave G2.24/7350
Time: 14:18.43%

TNTEGUMENTARY SYSTEM
Hyperveratosis
Hyper; .asia

RATS MALE C MG/XG 3 MG/KG L0 MG/KG 20 MGIHG
- CONT
2 (4%) 1 12%)
2 (4%}

Inflawration, Chroniec Active 1 (2%) 1 (2%
Parakeratosis 1 (2%)
Subcutaneous Tissue, Fibrosis 1 (2%}
Subcutaneous Tissue, Inflammation, Chronic
Active T (2%)
MUSCULCSKELETAL SYSTEM /
Norne R
NERVQUS SYSTEM
Brain (50} (50) 507 1209
Hydrocephaius 1 (2%)
Necrosis 2 (4%) 1 (2%)
Artery, Inflammation, Chronic Active 1 (2%)
Spinal Cord (1) (2} 1) (L
Hemorvrhage 1 (200%)
RESPIRATORY SYSTEM
Lung (50) (50) Z90) ’ (50)
Anglectasis 1(2%)
Congestion 2 (4%) 1 12%)
Edema Lo(2%)
Hemorrhage 4 (8%) 2 {4%)
Inflammation, Chronic Active 3 {6%) 3 (6%) 4 (8%} 6 (12%)
Leukocytosis 1 (2%)
Alveolar Epithelium, Hyperplasia 3 (6%) 8 (luk) 6 (12%) 4 (8%)
Nose . 3 , (S0) (S50) 149) (50)
Abscess 1 {(Z%)
Inflammation, Chreonic Active 6 (12%) T {14%) 6 (12%) 6 {12%)
Thrombosis 2 {4%) 1 (2%) 1 {2%)
Olfactory Epithelium, Atrophy 48 (96%)
Olfactory Epithelium, Metaplas:a 47 (94%)

a Number of animals

examined microscopically at site and number of animals with lesion
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NTP Experiment-Test: 88050-05 INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a) Ropiurt PEIRPTL

Study Type: CHRONIC METHACRYLONITRILE Gmte O7/20000
Route: GAVAGE , : e AR 4
FISCHER 344 RATS MALE 0 MG/KG 1 MG/KG 1C MG/KG 30 MC/KG

SPECIAL SENSES SYSTEM

Eye (1 (1)
Cataract 1 (L00%)
Dégeneration . 1 (100%)

Lens, Mineralization I (100%)
Retina, Atrophy : 1 (100%)

URINARY SYSTEM

Kidney {50} (50} (50} (50}

Cyst 2 (4%) 1 (2%)
' Fibrosis 1 (2%)

Infarct 1 {2%) 1 (2%)
Inflammation, Chronic Active 13 {26%) 25 (80%) 22 (44%) 18 (56%)
Mineralization 1 (2%)
Nephropathy 44 (88%) 48 (96%) 16 (92%) 47 {94%)
Pigmentation 2 14%) 3 (6%) 1 {2%)

Urinary Bladder (50} (50} (540) (501
Hemorrhage « (2%} 1 (2%)
Inflammation, Chronic Active 1 (2%)

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

Page 12
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C 09

TP Experiment-Test: 88050-0S5
Study Type: CHRONIC
Route: GAVAGE -

INCIDENCE RATES OF

Facility: Battelle Columbus Laboratory

Chemical CAS #: 126-%98-7

Lock Dzte: 05/05/9¢%
Cage Range: All
Reasons Fcr Removal:
Removal Date Range:

Treatment Groups:

All
All

Include All

ZMOwr>mzmm<>z>e02HOmHﬂmAm<mimxrnrmmHOZmrmqummcu
. METHACRYLONITRILE

FINAL#L 2 YEAR CHRON1C RATS

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

Page 1

{a)

Hepor: .
Date:
Time:

PEIRPTCS
C2/24700

19:.2

54



NTP Exg
Study T
Rourte:

D@ CHRONTC
CGAVAGE

iment -Test: 8805005 INCIDINCE RATES OF NEOPLASMS

BY ANATOMIC

SITE

{

METHACRYLONTTRILE

FISCHER 344 RATS FEMALE MG/ K13 R
DISPOS1ITION SUMMARY
Anima.s Initially in Study 50
Early Dearhs
Mor.bund Sacrifice 3
Natural Death 7
Dos.ng Accident 1
! vivors
Terminal Sacr:fice 38
Natural Death
Animals Examined Microscepically 50
ALIMENTARY SYSTR
Esophagus (57
veriasophageal Tissue, Tipoma
intestine Large, Cclon (50)
Polyp Adenamatous
Intestine Small, Duodenum (50)
intestine Small, lleum (50)
Liver ) (50)
Hepatocellular adenoma 1 (2%)
Histiocytic Sarcoma
Mesentery 7)
I.ipoma
Fat, Histiocytic Sarcoma
Fancreas (509
Histiccytic Saxcoma
Salivary Glands V50)
Stomach, Glandular (57}
Adenoma
Tongae
Squamcus Cell Papilloma
CARDIQOVASCULAR SYSTEM
Blood Vessel (49)
Heart (50)
Page

.

TEMIC

SV Tl

LESLONS ABRLIDG

MG/KG iy
L0 50 30
20 7
€ 7
L
33 34 s
1
50 S0 He
{(50) (HCH (5C)
1 42%)
{50 (5
1 {7y
o 50)
150 (50}
(48 (503
1 (2%}
(2} [§=3] (4)
2 129%)
(59 190
(50)
{50) (50) L
7 (2%)
(1}
1 {(160%)
(50) {50) 150)
(50} {50} (50)
Z



NTP Experiment-Test: 8805C-C5 INCIDENCE RATES OF NEOPLASHS

Study Type: CHRONIC

BY ANATOMIC GITE

(SYSTEMIC LESIONS ABRIDGED) (o Keport.

METHACRYLONITRILE Dat e
Route: GAVACE RCE
FI1SCHER 344 RATS FEMALFE 0 MG/KG 3 MG/KG 10 MG/KG 30 MG/XC
ENDOCRINE SYSTEM

Adreral Cortex {50} (50) {50) (80}
Adenoma 1 2%)

Adrenal Medulia {50} (50 (50) (50}
Preochromocytoma Benign 1 (2%) 3 {6%) 4 (4%) 1 (2%

lslets, Pancreatic (50} {(50) (50) (S50}
Adenoma 1 (2% 1 (2%

Parathyroid Gland (48) (47) (46) (47)
Adenoma 1 (2%)

Pituitary Gland (50} {50) (50) (o)
Adencma 12 (24%) 14 (28%) 19 (38%) 14 128%)
Carcinoma 1 (2%}

Pars Intermedia, Adenoma ' 1 (2%)

Thyrcvid Gland {50} {50} (90) (sm
‘Bilateral, C-Cell, Adenoma 1 (2%)
C-Cell, Adenoma 3 (6%) g8 (16%) 5 {10%) T (14%)
C Cell, Carcinoma 2 (4%) 1 (2%) 1 (2%)

Fellicular Cell, Carcinoma 1 (2%)
GENERAL BODY SYSTEM
None
GENITAL SYSTEM

Csitoral Gland (49) {48) (50) (48)
Acdlenoma 2 (4%)°
Carcinoma 1 (2%) 2 (4%) 1 (2%)
Hemangiosarcoma 1 {2%)

Ovary (50) (50) (90) (50)
Granulosa Cell Tumor Malignant 1 (2%)

Histiogytie Sarcoma Lo(2%)

Uterus {(50) (50 {50) (50}
Aden~ma 1 (2%)
Carcinoma 1 (2%

Deciduoma Benign 1 (2%)

Lelomycsarcoma 1 (2%)

Polyp Stromal 6 (12%) 8 (16%) 9 {18%) 8 (16%)
Polyp Stromal, Multiple 3 (6%)

Sarcoma Stromal L(2%) 2 (4%)

Carvix, Polyp Stromal 1 (2%)

Cervix, Sarcoma Stromal 1 (2%)

vagina L
Leiomyoma 1 150%)
Sarcoma Stromal 1 {50%)

Page 3



NP Expurine
study Twvpes
Routc: CAVACE

85050 .05 INCLOENUE

{ER 344

CEMALR N

TOMO KRG I N B S R

3

L SAYCOMG :

Mards b
. Motas

Lic, Marmnary Gia

Mosenterio

TNTFCUMENTARY STSTEM

Adenoma

i

areinora 3

F.broadenvna 1t

F-broadena Melraple S "10%)

Shin 5
Easal Coll adenora 1 4

Squamous Call Papslloma 1 2%}

Cabcuranicas Tiasun, Fibroma

ISKELETAL SYSTEM

None

NERVOUS SYSTEM

Brain (5G) (503 150 190
Carcinora, Metrastatic, Pituitary Gland 1 (2%)

ioma Malignant i

Diigodendroglioma Benign 1 12%)

RESPIRATORY SYSTEM

Lung
Alveolar/Bronchiclar Adenoma
Carcincoma, Metastatic, Mammary Gland 1 (7%)
Carcinoma, Metastaric, Thyroid Gland L (4%
Histiocytic Sarcoma
. Kephroblastoma, Metastatic, Kidney

(50) (501 (%40) (50

1 (2%)
v ey

Page 4




C 13

NTP Experiment-Tect: B88050-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESTONS ABKINDGAD) (a) KopoLt. PLIV
Study Type: CHRONIC METHACRYLONTTRILE Tiar e 2004007
Roure: GAVAGE :

Tamer, LWL LA

TTISCHER 344

RATS FEMALE 0 MG/KG 3 MG/KG 10 MG/KG 30 MG/KRG

SPECTAL SENSES SYSTEM

Zymbal’s Gland

i1}
Adenoma T {100%)
URINARY SYSTEM
Kidney (50) {50) 150) (50)
Nephroblastoma T 1 (2%)
Urinary Bladder (50} (50} 50} (50)
Transitional Epithelium, Papilloma 1 (2%)
SYSTEMIIZ LESICNS
Multiple Organs ) * (50} *(S0) *(50) *(50)
Histiocytic Sarconma 1 {2%)
Leukemia Mononuclear ) 21 (429%) 19 (38%) 16 (32%) 19 (38%)

Number of animals with any tissue examined microscopically

Page 5




RBO50-C8

Fxperinent - resy TNCTOENCE RATES

: CHRONTC
GAVAGE
FISCHER 344 RATS FEMALE ¢ MG/KD

TUMOR SUMMARY

Totad Animals wirh Primary Neoplasms (b)
Towi” Primary Neoplasns

Tota. Animals
Tornl

with Banign Nacplasms
Rergn, Neoplasms

Total Animels wilh Malignant Nagplasrs
Total Malignant Neoplasms

Trtal Arcmrals with Metastas
Total Metastatic Neopaasm

Tolal Animais wilh Malignant Neop asms
Uneertain Primary re

Torat Animars with
Benign or Malignant
Teral Uncerrasn Neaplasms

Neop.asms Uneertain

& Number of animals examined microscopically a:
HooPrimazy tumors: all Lumors except merastanic vtumors

13Y ANATOMTC SITH
THXZWY LONITRILE

Page

6

4%

(ZYSTPRMITT

ite and number of anirals with lesion
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e

s NI
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NTP Experiment-Test:
Study Type: CHRONIC
Route: GAVAGE

88050-05

INCIDERCE RATES OF NEQPLASMS BY ANATOMIC SITE (SYSTEM.
METHACRYLONITRILE

PR
Lo /28700
14  »i04

FISCHFR 344 RATS MALE

0 MG/KG

3 MG/KG

16 MG/KG

30 MOKG

DISPOSITION SUMMARY

Animals Initially in Study
Early Deaths

Natural Death

Moribund Sacrifice

Dosing /ccident
Survivors

Natural Death

Terminal Sacrifice

Animals Examined Microscopically

50

12
13

25
S0

50

50

9

50

ALIMENTARY SYSTEM

Intestine Large, Colon
Polyp Adenomatous
Intestire Large, Rectum
Polyp Adenomatous
Intestive Small, Duodenum
Polyp Adenomatous
Intestine Small, Jejunum
Polyp Adenomatous
Liver
Hepatocellular Adenoma
Histiocytic Sarcoma
Mesentery
Fat, Sarcoma
Fat, Schwannoma Malignant
Pancreas
Adencma
Mixed Tumor Benign
Salivary Glands
Neural Crest Tumor
Schwannoma Malignant
Stomach, Forestomach
Squamous Cell Papilloma
Stomach, Glandular
Carcinoma
Tongue
Squamous Cell Papilloma

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

(50)
1 {2%)

(13}
1 (8%)

(50)
2 (4%)

(50}

2 {4%)
{50)

(50}
1 (2%)

(50)
150}
1 2%)
(50}
1 (2%)
(507

(59)
2 (4%)
{13)
(49)

{50}

{50}
{50}

(1)
1 (100%)

Page 7



D. 02

NTP Experiment- Test: B8R0Y0 0%
Study Type: CHRONLC
Foute: GAVAGE

FLISCHER 1344 RATS MALE

CARDIOVASCULAR SYSTEM

Hlearr
Mistilocylic Sarcoma
Osteosarcoma, Metastatic, Bane
Schwannoma Malignant

OF NEOPLASMS BY ANATOMIC &1TEk

METHACRYLONITRILE

LYYSTOEMIC LESICNS ABRIDGELD

C MG/KG

{HM

ENDOCRINE SYSTEM

2drenal Cortex
Adenoma
Qstensarcoma, Merastatic, Pone
Adrenal Medulila
Osteosarcoma, Metastatic, Hone
Pheochromacytoma Ma.ignant
Pheochromacytora Benign
Bilateral, Pheochromocytoma Benign
lslets, Pancreatic
Aderoma
Carcinoma
parathyroid ¢land
Adenoma
Pitultary Gland
Adenoma
Craniopharyngioma
Osteasarcoma, Metastatic, Bone
Thyroidé Gland
Schwanroma Mo lignant, Metaslat.c, skin
Bilareral, ¢ Cell, Adenoma
C-Cell, Adenoma
C-Cell, Carcinoma
Follicular Cell, Adenoma
Follicular Cell, Carcinoma

GENERAL EODY SYSTEM

Tissue NOS
Chemodectoma Benian
Osteosarcoma. Metastatic, Bone

(16)

(5C)
17 (24%)

(5C)

Lo 42%)
(2%)
(16%)
(2%)
(2%}

—_—

3 MG/KG 1 10 MO/ EC

neport -
Date:
e

2 14%) T
¢ {20%) To(14%) 6 112%)
2w ot

1(2%) To2%) FAREAY

(1] (1)
T (100%;
1 {100%)

Page 8



D 03

NTP Experiment-Test: 88050-05 INCIDENCE KRATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESICNS ABRIDGED, {a)

Study Type: CHRONIC METHACRYLONITRILE
Route: CAVAGE : ) Tavas. 14,184
FISCHER 344 RATS MALE O MG/KG 3 MG/KG 10 MG/¥G 30 MGk

GENITAL 3YSTEM

Epididymis {50} (50) (500
Preputial Gland {50} [L:102] 150)
Adenoma 2 (4%) 1 (2%) 4 (B%;
Carcinoma 1 {2%) . 1 (2%) 7 16%)
Prostate (500 (S50} t50)
Adenoma 1 (2%)
Seminal Vesicle {50) (50) 50)
Testes (50) {50) (50)
Hemangiosarccma
Bilateral, Interstitial Cell, Adenoma 34 {68%) 40 (B0O%) 43 185
Interstitial Cell, Adenoma 6 (12%) 5 (10%) 4 18%)
HEMATOPOIETIC SYSTEM
Bone Marrow (50) 150) (5C) (501
Histiocytic Sarcoma 1 (2%}
Lymph Node (7) (3) (3) (4)
Osteosarcoma, Metastatic, Bone 1 (33%)
Inguinal, Fibrosarcoma, Metastatic, Skin 1 (e9%)
Mediastinal, Histiocytic Sarcoma 1 (2%%)
Lymph Node, Mandibular (49} (50} (49) (49
Neural Crest Tumor, Metastatic, Lymph Node,
Maadibular - 1 (2%)
Lymph Node, Mesenteric . (50) (50) (50) (50
Carcinoma 1 (2%)
Histiocytic Sarcoma : 1 (2%} ’
Spleen {50} (50) (50) t49)
Hemangiosarcoma “ 1 (2%) 1 12%)
Histiocytic Sarcoma 1 (2%
Leiomyoma 1 (2%)
Thymus (49) 47) - (45) (50)
INTEGUMENTARY SYSTEM
Mammary Gland - (45) (50} (49) (49)
Fibroadenoma 2 14%) 6 (12%) 2 14%) 8 (16%)
Fibroadenoma, Multiple 1 (2%) .
Skin : {49) (50) (30 (50)
Basal Cell Adencma 1 2%}
Basal Cell Carcinoma 1 12%)
Carcinoma, Metastatic, Nose 1 (2%)
Hemangiosarcoma 1 (2%)
Keratoacanthoma 4 (8%) 3 {6%) 2 {4%)
Keratoacanthoma, Multiple 1 (2%) 1 (2%)
Page 9
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NTP Experiment-Test: 88050-0%
Study Tvpe: CHRONIC
Route: GAVAGE

FISCHER 344 RATS MALL

INTEGUMENTARY SYSTEM - cont
Sarcoma
Squamous Cell Carcincma L2y
subcutaneous Tissue, Fibroma 3 o(6%
Subcutaneous Fibroma, Mulit.iple
Subcutanecus Tissue, Fibrosarcoma
Subcutaneocus Tissue, Fibrous Histiooytoma
Subcutanecus Tissue, l.ipoma 1 (2%
Subcutanecus Tissue, Neural Crest Tumor,
Metastalic, Skuin
Subcutaneous Tissue, &Schwannama Mal.gnant,
Metastatic, Salivary Glands 2 (4%

QO MG/KG 4

INCIDENCE RATES OF NEOQPLASMS BY ANATOMIC STT
METHACRYLONITRI

MC/KG

1 (2%)

(SYSTEMIC

MG/ R

LESTOHG ARRIDGED:D

[+

S0 MO HG

5O010%)

AR
Lo lZ%

MUSCULOSKELFETAL SYSTEM

Bone (S0)
Qsl.eoma
Cranium, Osteosarcama 1 {2%)
Vertebra, Osteosarcoma

Skeletal Muscle (1)
Rhabdomyosarcoma 1 {100%)

(50)
12w

LUZ%)

(20)

(540

NERVOUS SYSTEM

Brain (H0)
Astrocytoma Malignant
Carcinoma, Metastatic, Zymbal's Gland
¢ligodendroglioma Malignant
Meninges, Osteocsarcoma, Metastatic, Bone 1 (2%}
Spinal Cord (1)

RESPIRATORY SYSTEM

Lung 150)
Alveolar/Bronchiolar Adenoma
Alveolar/Bronchiolar Carcinoma
Histiocytic Sarcoma
Osteosarcoma, Metastatic, Bone
Pheochromocytoma Malignant, Metastatic,
Adrenal Medulla
Schwannoma Malignant, Metastatlic, 5kin 1 (2%)
Mcdiastinum, Osteosarcoma, Metastatic, Bone
Nose (50)
Osteosarcoma, Metastatic, Bone
Respiratory Epithelium, Squamous Cell

Page

-

(50)
3 (6%)

1 (2%)

10
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NTP

Laf: RBattelle Columbus

EXPERIMENT:
TIST TYPE:

88050 TEST: 0§
CHRONIC

CO* . NOD1-ES-55388
PATHOLOGIST: YARRINGTON, JOHN

TEAL S FOR REMOVAL:

REMOVA!, T*TE RANGE:

TREATMENT GROUPS:

STATISTICAL ANALYSIS OF PRIMARY TUMORS
METHACRYLONITRILE

CAGES FRCM 0000 TO LAST CAGE
ROUTE: GAVAGE

FINAL#1 2 YEAR CHRONIC FRATS '

ALL

ALL

INCLUDE ALL

REPORT. PLIFPOY
DATE L0/ 28 00
TIME: 14:39 L4
pac
HTE N,
CAS. o6




NTP STATISTICAI, ANALYSIS OF PRIMARY TUMORS

LAB: Battelle Columbus METHACRYLONTTR LK
EXPERIMENT: 880SC TEST: 0S

T3T TYPE: CHRONIC CAGES FROM Q000 TO LAST CAGE
CONT: NOl-BS-55388 ROUTE: GAVAGE

PATHOLOGIST: YARRINGTON, JOHN

Rats (FISCHER 344}

FOR ALL DOSES THE TUMOR RATES IN THE FOLLOWTNG TISSUES/ORGANS ARE
BASED ON NUMBER OF TISSUES EXAMINED. LN OTHER TISSUES/ORGANS RATES
ARE BASED ON THE NUMBER OF ANIMALS NECROPSIED.
Adrenal Correx
Adrenal Medulla
Brain
Clitoral/Preputial Gland
Heart
Islets, Pancreatic
Kidney
Liver
Lung
Nose
Qvary
Pancreas
Parathyroid Gland
Pituirary Gland
Prostate
Salivary Glands
Spleen
Testes
Thyroid Gland
Urinary Bladder

REPORT  PEIRETIFP
DATE: C02/24/00

TIME: L4:19:04

NTP C4: £8030R
CAL: 128-98-7



NTP STATISTICAL ANALYSIS OF PRIMARY TUMORS
LAB: Battelle Columbus METHACRYLONITRILE
EXPERIMENT: 88050 TEST: 05

TEST TYPE: CHRONIC CACES FROM 0000 TO LAST CAGE
CONT: NO1-E5-55388 ROUTE: GAVAGE

PATHOLOGIST: YARRINGTON, JOHN

N .
SUMMARY OF STATTISTICALLY SIGNIFICANT (P<=.0%5) RESULTS
IN THE ANALYSIS OF METHACRYLONITRILE

Organ Morphology
Mamnary Gland Fibroadenoma
Fibroma, Fibroadenoma or Adenoma
Fibroma, Fibrcadenoma, Carcinoma, or Adenoma

Testes ) Adenoma

All Organs Leukemia: Lymphocytiec, Monocytie, Mononuclear, or Undifferentiated
Malignant and Benign Tumors

EE s EmEsE S I T T NI RS I S ISR T TN IR I LSS T I T IS EESSES S

Female Rats

organ M~rpholegy

Lung Alveolar/Bronchiolar Adenoma

Alveolar/Bronchiolar Carcinoma or Alveolar/RBronchiclar Adenoma
Pituitary Gland: Pars Distalis or Unspecified Site
. Adenoma
8kin Fibroma

MERORT PLIRETOR
DRTE L27247101,
TIME. 14 1% D4
WIF U BBOLES
[ A )

Fibroma, Fibrosarcoma, Sarcoma, Myxoma, Myxosarcoma, or Fibrous Higtiocyroms




Dare: €2/24/00 FXPERTMENT: 8RCS0 Thot: 05 1
Statistical Anaiys:s of Primary Tumors in Rats (FISCHER :44) - METHACRYLONTT
Terminal Sacrifice at 10% woeks
Malcs Fomales .
Dase O MG/ 3OMG/KG 0 MG/KG N0 MC/KG U MG/KG S MGG 20 MR B :
adrenal Cortex
Adenonma '
|
TUMOR RATES :
OQVERALL (a) - 1750 (2%) 2/9C (4%) 3759 (D%) 2/90 (D%} 2050 2% /50 10%) 0750 (L) ' !
FOLY-3 ADJUSTED (b) 2.4% 4.4% 2.0% 0.0% 2 1% 0. 0%
TERMINAL (4) 1725 (4%) 1/34 (3%) J73H (D% us31 (0%) /38 (3% 0734 (C%) '
FIRST INCIDENCE 729 (T} 594 .- --- 731 (T) - - -
STATISTICAL TESTS ,
r~1m TABLE P-0.197N P=0 %84 =0 457N P=0.474N oG 578N 2= L1
POLY 3 P-0.203N P=0,937 P~2.490N P=C.461N B0, 514N P 510N
POLY 1.5 P-C. 205N pP=0.524 =0 491N P=C 447N PolL BEBN R A
POLY & P-0.200N P=0.55%% P-0. 454N P=0. 459N FoG.519N EEDEES LA
LOGISTIC REGR .:.qoz, P-0. 209N P=0].502 (e P=C. 474N (e} e
WOOO: ARM / mkvxnwv H P=0,209) P20.500 =050 P-C. Q\oz F=0.5060M =
Males Females
,Uomo 10 MG/KG 3C MG/KG O MG/KG 3 OMG/KG L0 MG 30 MRS
t
Adrenal Medulla
Pheochromocytoma Benign
e I e O
TUMOR RATES . .
OVERALL (a) 3/50 (€%) T/50 (14%) 6/50 (12%) 2/50 (4%) 1/5C (2%) 17850 (F%) 2750 (4%) 1450 (2%.
POLY-3 ADJUSTED (b) 7.3% 1%.5% 11.5% 4. 6% Z2.1% 5H.8% 4.7% 2 1%
TERMINAL (d) 2/2% (8%) 6/34 (18%) 6/35 {17%) 1731 (3%) 0/38 (0%) 2133 (%) 2/34 (6%) 1/36 (3%
FIRST INCIDENCE 716 697 729 (T) (3:18] 718 447 73101 T3. 1T
STATISTICAL TESTS
L1FE TABLE P=0. 152N P=0.299 P-0.425% P-0. 415N P=0.421N p-0.276
POLY 2 P=0.167N P=0.199 pP-0 283 P=0. 475N P=0 440N P-0. 258
POLY 1.5 P~0.172N P=0,18% p-0.,266 P=0.,483N P-0.433N p-0 2%%
POLY 6 P-0.158N pP=0.221 P-0.310 P0G 461N P=0.4471 Pul. 279
LOGISTIC REGRESSTON P=0. 164N P=0.249 P=0.387 P-0.44U8N P~0.416H P-0.363
non -ARM / 1Hm:mwm P=0. 185N P-0.159 P=0.243 P=0.500N pP=0. 419N P-0. ow
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Date: 02/24/00 EXPERIMENT: BRO50 TEST: 05
. Statigtical inalysis of Primary Tumors in Rats(FISCHER 344) - MEHALHTLON
Terminal Sacrifice at 10% weeks
Males Foraive

Dase 0 MG/KG 3 MG/KG 10 MG/KG 30 MG/KG 0 MG/KG 3 MOG/HG 10 P/ G
SRS SIogoYmeTSTomomEse Y L L gl o g g - A S e T T e e e R e l)1!),\!\..\;.ﬁﬁ.lr.-“.l..!.il.!.!-tll!aih. LA A - i e ]
adrenal Medulla

Pheochromocytoma Malignant
TUMOR RATES
OVERALL (a) 1/50 (2%} 1/50 (2%) 2/50 (4%) 0750 (0%} 0/%0 (0%) 0/%0 (D%) C/%0 (L%}
POLY-3 ADJUSTED (b) 2.4% 2.2% 4.5% 06.0% 0.0% U.0% [
TERMINAL (d) 1/25 (4%) 0/34 (0%} 2/35 (6%} €731 (0%) 0/38 (0%) /3% (0%) G/44 (0G%)
FIRST INCIDENCE 729 4{T) 536 729 (T) .- - .- - .-
STATISTICAL TESTS
LIFE TAELE P-0.320N P=0.719N uuo.mpw P=0.457N (&) (e} ()
POLY 3 P=0.333N P=0.7361 P=0.529 P=0.490N (e) (&) (&}
POLY 1.% P=0.332N P=0.744N P=0.517 P=0.493N (e) (e) (0]
POLY & pP=0.332N pP=0, 724N P=0.54" P-0. 484N (e) (e) (&)
LOGISTIC REGRESSION P=0.334N P=0,735% P=0.617 {e) | {e) {e) fe)
COCH-ARM / FISHERS P-0.333N pP=C . 753N p=0.500 P=(. 500N | tel (&) X331

Vales Femsnles

Dose 0 MG/XG 4 MG/KG 10 MG/KG 30 MG/KG 0 MG/RG 1 MG/KG 10 MC/¥EG
e e L T TR A P i b SA e m s e e e -
Adrenal Medulla

Pheochromocytoma: Benign, Complex, Malignant, NOS
TUMOF. RATES
QVERALL (a) 4/50 (8%) B/50 {l€%) B8/S0 (16%) 2/50 (4%) 1/50 (2%) 3750 (6% 2753 (4%)
POLY-3 ADJUSTED (b} 9.8% 17.5% 18.0% 4.6% 2.1% 6.8% 4.7%
TERMINAL (d} 3725 (12%) 6/34 {18%) 8/35 (23%) 1/31 (3%) 0738 (0%} 2/33 (6%) 2734 (6%)
FIRST INCIDENCE 716 536 729 (T) 680 718 441 730 (T
STATISTICAL TESPS
LIFE TABLE P=0.089N P=0.335 P=0.372 P=0.254N P-0.d421N pP=0.270 P-0.4%5
POLY 3 P=0.101IN P=0.235 P=0.217 F=0.311N P=0 . 140N P=Q.288 pP-3.471
POLY 1.5 P=0.104N $=0.213 P=0.201 P=0.320N P=0.433N P-0.295 P=0.48¢
POLY 6 P=0.095N $=0,264 P=0.24% P=0.297N P=0.447N P=0.279 p=0.464
LOGISTIC REGRESSION P=0.104N P=0.232 P-=0.333 P=0.290N P=0.416N P=0.363 P-0.461
COCH-ARM / FISHERS P=0.114N P=0.178 P=0.178 P=0.334N P=0.415N P~ .309 pP=0.50C
A3 23 F R F TS S-S S XS 3 L EEF T VT 3 3 3 ¥ 3 3 2 F 31 X3 2 T Ff bt Al Kl RN bl e R R 2R UV

Hargss g

EEERE
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LR N I AR

G/ 1
AL
G/a6 9%,

THERGEE R E R R

20 ML

-0 747
P-0.74¢
Pe0Lib2
Pz, 747
P-0 74¢
P-0.7%34




Date: €2/24/0C FAPEK THENT frqe -
statistical Analysis ot Primary 7 am¢rs an hatsi{F ) - BACRYTANTITRILY
Tenmnal Sdacrifice ot 105 wee
Males Fumic e
Dose 1 0 MG/KG 3 MG/KG O MO/KG 3G MG/RG {0 MGIFG 3OMGKG 1O MK 30 WL KG
Rone
Osteusarcoma or Osteona
TUMOR RATES # [ # # H # 4 4
OVEKRALL (a) 160 (2%) 2/50 la%} 0/50 (Ji) D050 10%) C/5C (0% Crnl (0% [PRASIVERRINE
POLY -3 ADSUSTED (b) 2.4% 1.4% 0.0% U.0% 0.0% G 0% ¢ 0%
TERMINAL (d) 0725 (C%) 1734 (3%, 0/3% (0% 0731 t0w) C/38 (0%) Groa (L8 C/e 0%
FIRST INCIDENCE 474 7.6 - - L -- -
STATISTICAL TESTS
LIFFE TABLE Pe(L 2010 P01, 866 . P=( . 500N (e fr) ()
POLY 3 Pe0LU200N P-0.528 FoU.4eN r-C.493N fe) € tr)
POLY 1.5 2= J0EN P-0.519 P-0.A%2 p=( . 495N fe) el
PCOLY 6 V-0, 202N P=0.541 P-7.478 P-C. 489N (e} fed
LOGISTIC REGRESSION P=() 218N Pl 451 RS D P=0. 605N (e} te)
COCH ARM 7/ FISHERS P-0. 205N P=0.5%00 P=D.300N P~(LSOCN 1) (e
Mol es temales
Dose C MG/KG 1 MG/KG vJ MG/K 30 MGING CoMGrrG MGG 10 WG, “L. ' B
|
Clitoral/Pzeputial Cland
Adenoma
TUMOR RATES
OVERALL, (a) 2/50 4%) 1750 (2%) 4,50 (8%) 4/49 (9%) 2,49 t4%) DI4H 0% 0780 0%} (AR
POLY-3 ADJUSTED (b) 4.9% 2.2 9.0% G.%9% 4.4% J.0% G.3% (e}
TERMINAL (d) 2/25 18%) /34 (3%) 4735 (11%) 3730 (10%) 237 (9% 5731 (0%, G734 (0w (PR A :
FTRST INCIDENCE 729 (™ 7258 4T) 729 4Ty 681 TEYL L) - - S .- .
STATTSTICAL TECTS . . !
I.TFF TAHBLE p=0.81 P=0.393N P-G. 500 P-0.418 P.0. 246N 2-0.278K : L
FOLY 3 20,3169 P-0.466N P=0.376 P<0.3%2 Pz0. 231N P=0. 298N ;
POLY 1.5 PaU. 170 =0. 478N P-0.360 P=0.344 P-0.235N P=0.252H
POLY € P-0.170 P=0.491N P-0. 401 P-0. 365 Pz 227N BELV A AN N
[OGL5T1C REGRESSTON P=0.173 P<0. 393N P=0.500 Pe=0.375 P-0.246N (e}
COCH-ARM / FISHERS P-0.170 P-0. 500N b=, 339 P=0 329 PO 243N P=0. 250N

<
—

=
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staristical nhnal of fiyaeary Taeoy s b

WA S N W e R K

M
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Clir  al/Preputial Gland

‘einoma
TUMUR RATES
OVERALL (8) 1790 (%) 1750 (2%) 3750 (L) PR LA V/a% toe) DoAB Ay . R TR
POLY-3 ADJUSTED (b) 2. 4% 2 2% €. % i, YAVA 4 B . [
TERMINAL (4) 0/25 (0%) 1734 (3% IVET IR LY ) G797 L%} ALY TRy B ERIRE R
FIRST INCIDENCE 579 729 (1) 464 448 Fad /
STATISTICAL TEST3
LIFE TABLE p=0.403 Pe0. 716N Pl %14 P
POLY 3 P=0.402 P-0.T4IN P=0.5014 bt
POLY 1.% ; p=0.399 p-0. 748N i
POLY. 6 P=0.408 P=(. 733N [
LOGISTIC REGRESSTON p=0.360 p~0.748 Pr. 415 13
COCH-ARM / FIBHERS P=0,3290 p=0. 753N Pell. 492 [T
AT T RS ER RSN I T T IR IS L W W ST T TERIIL S LN o r T IR [ P

Maleg

Doge 0 MGE/KG 3 M/KG 1O M/ KG A0 MG/KG LA A

T T REEREERRS R e m e CEEEEEFEE

"

Clitoral/Preputial Gland .
Carcinoma or Adenoma

TUMOR k. .ES

OVERALL (a) 3/50 (6%) 2750 (4%) 7/50 (14%) €/49 (12%) 3749 (6%) 2780 (4%} A ¥
POLY-3 ADJUSTED (b) 7.2% 4.4% 15.4% 13.9% 6. 5% 4 8% 7w
TERMINAL (4} 2/25 (BS%) 2/34 (6%) 5/35 (14%) 3730 (10%) 2/37 (5% 2/3: 179, PRI BNl Y
FIRST INCIDENCE 579 729 (T) 464 466 418 731 (T 731 0Ty
STATISTICAL TESTS

LIFE TABLE p=0.141 P=0.381N P=0.289 P=0.313 Pr(Q.N30ON

POLY 13 P=0.132 P=0.461N P=0.196 p=0.263 P20, 090N

POLY 1.5 P=0.129 P=0.474K p=0.181 P=0.25%3 P+0.089N

POLY 6 P=0.137 P=0.44%SN P=0.221 P=0.279 Ps0.0F1N

LONGISTIC REGRESSION P=0. 125 P=0.470N P=0.163 P=0.229 P+0.084N

COCH-ARM / FISHERS P=0.125 P=0.200N P=0.159 px(. 223 per0.087
“”““““"N“""““h"l.Hﬂnn"“I.nl."“m"“““““n'.““"""“““-‘NWH“W""PUWHﬂ.l.dﬂﬂ.\.ﬂ.?ﬂd"““""““wl?.u)} -L TR
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C2/24700 EXPERIMENT. %bUST TESS
STatisric rralysis of Prirazy lTumnrs in Pars(FISCHER

Termira. Sacrillce al LLID weeks

Males ferea e

1Dose O MG/KG P MCIRG 10 MG/ KC 30 YG/KG

Islets, Pancreatic

Adenoms
TUMOR RATES
OVERALL (a) D750 10%) (4% /00 SRR PA N SR . A 1, < i
POLY-3 ADJUSTED (b) 0.0% 7 3% 4 3% A L.28 z PN 1
TERMINAL (&) 0025 (9% 2734 L7355 (3% TR X n/1g o tnE RAEIRES 1 ey
FIRST TNCINRNCE - %9 T2 1Ty 579 - Yy o7, I
STATISTICAL TE !
LIEE TALLE | P o= ", t=ogT e
POLY 3 = e = o By -
POLY 1.% P P-l f ann R o
PCLY 4 ! gzl Tt i fr L t- 1A .
LOGISTIC MUGRE P Bel e, e LA .
COCH -hFM / FISHERS Tr= S [ AL | I Ll [ 2
' Ma e e
Doac m 7 MG/RG T MGIEG VoM v BRTEN A FE AN : COMLTE IhS - - MV
. 1
Tslets, Pancreatic

Cazalinoma
TUMOR RATES
OVERALL (a} G750 (6%) 2750 14%) P50 (0% (0% L R [ S . SR
POLY~3 ADJUSTF .0% 4. 4% 0. u% [ ) [ -
TERMINAL (d) G725 (0% 2134 (£%) G735 (6% (%) 9% forss oA Lk B i
FTIRST TNCTDENE - TeW (1 .-
STATISTICAL TESTS
(L1FE TABLE Pty 1 (e o) Yo ‘" . ,
L POLY 3 Bty 44 1oy le (o e iy .
POLY 1% [EER I R le) (e, it (e -
POLY 6 Pef) 3ALN P, 7210 fe) 5, [ .
LOGTSTIC REGRESSELON (g} P-UL 0y ) e fa
COCH ARM / FIGHERS P 3690 =l 247 (e} R ;
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Dat:

02724700
gtatiaticral Arslyais of pr

Termital Gacyifice sar 10% waeks

A VI
Bt (K]

AP MENT -
imary Twmorg on

T R R R L, . T

Milos
Dose 3 MG/ EG 10O MGG ) MG/
3
BREILSRERERAT T ML - M TE W NL TR E . - Tos A - D e e e e B e G
izlets, Pancreatic
Carcinoma or Adenoms R

TIJMCR RATES
OVERALL (a) Nn/50 _uﬁw 4/50 (8%) 17650 (14%) L/L0 (2%
POLY-3 ADJUSTED (b) 0.0% 8.9% 2.9% 7.3%
TERMINAL (d) 0/2% (O%) 4/34 (12%) 173% (3 G731l (0%
FIRST INCIDENCE - 729 {T) 729 (7T) £&O
STATISTICAL TESTS
LIFE TARLE P-0. 440N P-0.07 Pel. 567 Pl 528
POLY 3 r=( 43E6N P-0.,0713 P={.516 Pl i
POLY 1.5 P.0. 445N F=0,06% F-G. 510 Tl S07
POLY 6 P=(. 422N -0, 0RO PG 927 P57
LOGISTIC REGRESSTON Px0.455H P-0,107 Pa{). 67 PEd 502
COCH-ARM / FISHERS P=l). 465N P=06.0%% P=0.500 P-0.500

PO A2 3 3 3 F R T+ R 103 bl B R p ) SR T T T e e

Malee

Dose 0 MC/KG 3 MG/EG 10 MG/KG 30 MGG

B R N L L L E T T N N R A L L L T T T T I R e T T T R R SRS et SECEERERL RS T EEE S &

patocellular Adenoma

TUMOR RATE
OVERALL (a) 1/50 (2%, 2/80 (4%) 0/80 (0%} 074% (0%)
POLY-3 ADJUSTED (b) 2.4% 4.4% 0.0% 0.08%
TERMINAL (d) 1725 (48] 2:34 (6%) 0/35 (0%) 0/31 (0%)
FIRST INCIDENCE 729 (T) 729 (T) - -
STATISTICAL TESTS
LIFE TABLE pP=0.192N P=0.607 Px0.4" 1 P=0.4%7N
POLY 3 P=0.206N P=0.534 P=0.4L | P0.4_2N
POLY 1.5 P=0.208N P=0.%22 P=(. 490N P=0.497N
POLY 6 P=0.203N P=0.549 P=0.473N P=0.488].
LOGISTIC REGRESSION P=0.192N p=0.607 (&) (e}
COCH~-ARM / FISHERS P=0.213N P=0.500 P=0.500N P:0.505N
L2 2 3 3 S I I I T - T T T AR T A R AT T RT3 3 2 4 4 3 3 4 &

e

Lo MG K

BENECE S BT Fpe e FomE S o h o s

O/ (0% I WAV TN VS I
0 0% 7.1 .
0758 (0% [ S i

B EER /

CHAGH

TTEE T e

0 MGIYG i

WO KA

FEARSTTITCOMCEIIOd TR ST RS .}

1750 (2%) 0749 (oe)
2.9% 6.0%
0/38 (0%) 6733 (08)
L8y

PG, 482N Br0.5.7N P

PG 463K Pel 5160 fiet
P=C. 467N F-(.511N Pl
PoC. 458N Pef, 522N Pl
P:0. 437N o0 474N P=(.
P-0.4730 Pel SU5N PG
AR R R RS R FRECFEESRF ST ey

(PR AN PR A

LM
By
M A
£l [T
‘o
*
s g
.
.
g
IR TN
ol oy
G 1y
el iy

¥

T

mx

Jon

F-U A4t
[EEREA AN

L R T RN TR




Date: C2/24/00

Sratistical Analys.s of Primery Tulurs .o
Ter«iral san- [ERES
.
Dose 0 MG L IOMGSRG R

Alvenia /fronchiciar Adenota

TUMOR RATES

a/h0
c.0e

OVERALL, ta) (0%

POLY~5% AN

Foal S IR
AN

-

N

TERMINAL (d) Cr28 (0% (6%}
FIRST INCIDENCE : - 74
STAT.STICAL TESTS _

LIFE TABLE Los64n B

ro Pt Lt 4gN

HOLY 1.5 VAR L 0 PR

PULY % Fell a4 4 A
oL hen T LAT
AR | PoUoaelk

Lunng

Alveolar/Broneks
hdeno

Carcinama or

TUMOR RAPES
OVERALL (a)
POLY =1 ADIISTED
THEHMINAL ()

FLRST INCIDENCE :

D00 L0 37500 (5%
0.0% £ %
072% (C%)y 234
- b4

(R

BTATTETICAL TES

LIFF TAfiL
FOLY 3 [N
FOLY 1
POLY &
HDGTETTIC REGRESSION
COCH-ARM /7 FISHERE

Y IR

564 g
PEER PGl
EON
49N 3
ETEN P00 1410
CUBLN

Alealny i Poor

2
1/
7

ReIRETN

FXPERTIMINT:

4657,

TEET- (&
Fate 't 1SCHEF
weeks

108

- LAV I B4
; EERCOUN 5 B R
L [ b LA '
s i e H
e [V ; (R I ,
a

T e
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o4 co Y 3
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Date:.. 02/74/090 d HEOLO TEH Prevpes &
Srataistical hnalys.s ol Priomary Tumor e .0 Pats{rys W44 ' AT
Permina) Lneryficon at 105 wueeks
RRB A e PO RIEERFI BT R g LT T PR W . e koo PRIl I ol ol S s s
i
Vorime b
Dose 0 MG/ KG 3OMO /iy 10 MG/ R BOOMG/ KRG (r Mies/ Ve, Vo PRAL o,
TUTREBNIDEL S aw P PR S E TS R S vl e g
Mammary Glanc
Carcinoms
ecxom RATES L] 4 ] (] (] ¢ ¥
o<mn>ur {a) C/50 (0%) G/9%0 (0% G/50 (0%} G/SG (0% 700 (6% ot Y |
POLY -3 ADJUSTED (b} C.0% G.0% 0. 0% O.Le fi.dh Y .
TERMIRNAL (d) i 0/2% (U%) G/34 10%) (/3% (0%) O/7%% (0%) iR (B Joig . PRI
FIRST INC1DENCE W - - e - Ty s [ IR
m.—.bhu.m.ﬁ.ﬁ.)? TESTS
LIFE TABLF (e} (e) {e) (g S AN PerooLan
POLY 3 (e) je) (e} te] v\s 344nM | C A
POLY' 1.5 (e) (e) (e) fe) PoG.s44M i PR
POLY ¢ () (e) (&} te) Fuli 1440 ! T
LOGISTIC KEGRE3SION (e, ie) ! LA
COCH- ARM \ FISHERS | (e) Amu ! IRl
Males
Dose 0 MG/KG 3 MG/KG 10 MG/KG 30 MG/KG [ 7 P Y OMGF PEERTPANE
T R R AL S TR A R R e Lt e e T N I TR R R R R T T T TN TN E e T T AR TR SRR S e T T T T T TRARRR S - o VoW P N oo i
Mammary Cland
Carcinoma or Adenoma
TUMOR RATES L] ¥ L] [ ] L] ] L ¥
OVERALL (a) 0/S0 (0%) 0/50 (0%) 0/50 (0%) 0/560 (0%) 3/00 (6%) 50 ¥) JE0 0Ty P80 T
POLY-3 ADJUSTED (k) 0.0% 0.0% 0.0% 0.0% 6.4% L% 2.4 :
TERMINAL (d) 0/25 (0%) 0/34 (0%) 0/35 (0%) 0/31 (0%) 3/18 {8B%) c\ﬁw (r%) Y B EA 2 = %
FIRST INCIDENCE .- - 731 4T) 609 131 T [N I
STATISTICAL ammqm
LIFE TABLE (e} (e} (e) (e) P=0.347H P-0. 353N P45
POLY ) (e) (e) (e) (e) P-(1. 344N PO, 326N Puip, 336
POLY 1.5 {e) {e) (e) (@} P=z() 344N P=0.31&N b A0F
POLY 6 (@) {e) le) (e) P=0.344N P-0.334N F-C.344%
LOGISTIC REGRESSION fe) fe) (e) (@) muc unoz P=0.305N p=l. 3457 =
COCH-ARM / FISHERS (@} (e} (e} (e) P=0. P-0. 308N 0. 309N P
= Sreceme Il"l”|H".\|ﬁ"““”“""""ﬂn“”“hﬂ"h""HJI\«-“.ﬂﬂ“"".ﬂ." R it i e m e T T R EE TR TR TR E i e oo oo o




Da. e:

C2/24/00
Statistical Analysis ol Prinary

Termina .

Mamrary Gland
Fibroadernoma

TUMOR RATES 4 # 4

OVERALL (a) (4%) </
PCLY-3 ADJUSTED {m 4.5
TERMINAL (d) (0%) 5

FIRST INCTDR

N3
&

STATISTICAL TFESTS

.
n.
P
p.
B-C

P=0

[

4]

g
9]

FIRET

FRPERIMENT -

Males
IOOMG/RG

S8D50 wrr
Rals {FLI5CHER

ge.oon
1 05

in
facrifiee ar 105 weeks
0 MGIRG

7 (4% §/30 (142
% 18.5%
(H%) IR FERVELY

LSRN P 092
LO5aN
HTON
645N
SH03N

£95N .

%\
164 - ME T H AL tuILE

|

|

CLOMLG T LoV R Sy

# 3 ¥ #

20090 thuk o gh) TN P

44 % 5 40 k% PRI
119723 2Lt IR SR card L
167 e 20 557
pono1oln ¢ Dty el L Fe LR N
B 178 n-f A% T 5%y . P
Poyollgn oLl P Lol :
e 187y p=f 7S ML

2 L0 S PR oo hlh

= 143 Felools Pz 417 :

Cose 0 30 Mo ] ) s JoMLE AT
Mamrrary ) and

Fibrora, Fivroadenoma i Adenoma
TUMOPR. RATESR [ [ # ] 4 # é d
OVERALL (a) , 2750 (4%) 119G (L4%) 2750 14%) Bemh (16%, IR0 Ak hET enre IR [
POLY -3 ADJUSTED ;:m 4.9% 1%, 4% 1.0% 15.5% 44 9% G1.0% 1Y
TERMINAL (d) w 0/2% (0%) 9744 (1H%) A3 16R%) VARV ELY 19738 50% 15/74 4a%, ‘ .

3 i

TNCIDENCE

124

696 179

STATISTTOAL TRGTE
LIFE TAB]
POLY 3
POLY 1.9
POLY 8
LOGISTIC REGRESSELON
COCH-ARM / PFISHFRE

P=0.108
b=ty 108
P=0. 09%
=0 119
B0 127
PO 087

Pl

530

Bl Yy
Pl 657
P 0]
Pl 05

p=t
P-0

67
Nnae

e
A
e

T ek -ty
[N : :




Date: 02/24/00 EAPENMENT . BROS0D 1Y

44| T
Termiual Sacrifice at Y owwuks
_d!....‘na;n§.urr.uﬁﬁunutwgn.:,c!; e T N GG HKR R AR e e VA TERS S WRAFEREBME LD R S NP R e
; i i
J Males . - e
Nose O MG/KG b MGG 30 MC/KG A0 MG/ oW G 5o MG b L
e R R Lt IR LR R0 T R Rl e LR Y B R A I -
Mammary Gland .
Fibroma, Fibroadenoma, Carcinoma, or Adenoma
TUMOR RATES # L] L} _t * # ¥
OVERALL (a) 2750 (4%) /50 (14%) 27950 (4%} B/50 (l6%) ~ah\<o (4% 2G/W0 (L) AL | R Fay
POLY -3 ADJUSTED (b) 4.9% 15.4% 4.5% 18 5% A 1w £ 0
TERMINAL (d) 0/25 (0%) 5/34 (1%%) 2739 (6%) /3L (23%) J2)/06 (LLRT 40/ 3E (L Th 1wy RNLY
FTRST INCIDENCE 724 696 729 (T) 6560 LAY LY
STATTSTICAL TESTS ,
LIFE TABLE P=0.100 P=0.166 P=0.583N P=0.082 Pe0 . 15N
POLY 3 P-0.089 P=0.10% P=0.664N Pz0 052 Fr0.147H
POLY 1.6 P=0.087 P=0.095 P-0.676N P-0.05] P-0.1474
POLY 6§ P~0.,097 P=0.11% P=0.645%N Pe0.CEB Prf) 1444
LOGISTIC REGRESSION P-0.086 P=0.127 P:0.603N P=0.067 P07
COCH-ARM / FISHERS P-0.084 P-D.080 F=0. 691N (PR 142N
T Y T L e L L B DT T P s e
Dosze 0 MG/KG 3 MG/KG 30 MG/KG 0 M3
F T I A I I A S AT R S T T T T USRS N R R R e e Eliadiedatidh o ¥ ¥ T YRR R AR S e 2 R Y )
Pancreas
Adernioma

TUMOR RATES

OVERALL (a) 2750 (4%) 0/49 (0W) 1/50 (2%) 2/50 (4%) 0/50 (0%) 0/80 (0%) (0% D150 ALY
POLY-3 ADJUSTED (b} 4.9% 0.0% 2.3% 4.6% 0.0% 0.0% Y ALY
TERMINAL (d!} 2/25 (8%} 0/34 (0%) 1/35 (3%) 2/31 (7%) O/38 (%) 0733 (0%) ZAT IR0 Or5kh (L%
FIRST INCIDENCE 729 (T) - 729 (T} 729 (T - - - .-

LIFE TABLE P=0.426 P=0. 173N P=0. 383N P=0.616N {e) () (e} )
POLY 3 P=0.391 P=0.217N P=0.471N P=0.676N (@) te) te} (e)
POLY 1.9 P=0.398 P=0.225N P=0_483N P=0.681N te) le) te) fe)
POLY 6 . p=0.385 P=0, 207N P=0.453N P=0.666N (e) (@) {e) (&)
LOGISTIC REGRESSION P=0.426 (e) P=0. 383N Px(. 616N (e} (e) (e} [
COCH~ARM / FISHERS p=0.407 P=0.253N P=0.500N P=-0.691N (e) {e) (e) te)
T T R AR I R R . L L L L T T N T LN L L L L L L T N T T T T N L L L L L L LI T T T T T L T T T T N R R R R e mrr AR R Ll MM e L N T T T N N T L T R T R AR AT R SR S R




Date: 02/24/00

Statistical

EZPEXTMENT: 830%) TEST: 04
Az ysis ol Primary Tumurs in Ratg(FLIISUHER 3443 -

Males

‘hose OMGIRG 3 MG/ R 1O MG/ RG 36 MGG TOMGSEG 3 4 s IR TR
i
| === sszmsszzzzzz cmzszcozz = zz=z== - -
|Pituitary Gland: Pars Distalis or Un_pecif:ed Zite
_ Adenoma
| = o o e et el e e -
CTUMOR RATES
OVERALL (a) Y7780 ¢34%) 18,50 (36%)  Ll/50 122%)  20/%0 140w 12,50 124%y T4/ Ay PRI AES - T N R I )
POLY~3 ADJUSTEL (w) J8.0% 39.1% 2369 45 . 4% 28 7% 1163 47 5% e
TERMINAL (4) | 5725 132%) 13734 (3R%) 7/%% (20%; T4/ (4ue) 10/ E 1ZEY PSRN RO 1674 147% [
FIRST TNCIDENCE 453 592 464 624 M8 09 £490
M .
LIFE E ! P P- 050N rqr - R
POLS ; =0, P CTCON A “, St
2OLY P02 r-n 110N r5g EEE N
POLY P=0 Pa 085N 4L el

REGRESSTON Py P TEN ran . A

/ FIEHERS P=0. P P={.133H 9 - ¢

=ww r -‘.“.v,NHnanHH\Nn DN DI NI AT ST IDID M I D0 M LR IN SN OIONT m e e oo e oo m oo oam T oo oo im

i Mo e Faraies
Dose m 3 MG/YG 19 MGG 30 MCYs [ ACTR 2o 4 10 M v e v«
Pituitary Giand: Pars Distalis or Unspecified Site
Carc~inoms or Adencra
RATES ! |
OVERALL (a) M 17750 (34%)  18/50 {36%)  1i/50 (22%)  20/40 (40%) Lot Lo
POLY -3 ADJUSTED (1) 3B.0% 319.1% 21 6% 4% 4% . "
TERMINAL () G725 (22%) L3734 (3E%)  7/3% (120%) 14731 14u% B TR
FIRS™T INCIDENCE 1573 5492 4€4 624 ¢ :
STATLETICAL TESTS
L1FE 'TABLE Pel) 159 B0 BTN Pl OLGN Pl 1141 4
' POLY 3 P-0.242 P54 Pef)l, 100N Py, 112 R

POLY 1.5 P=0 260 P=0 %37 P 111N P F (N
POLY 6 ™0.249 P-G.90Y P=0.0CBSH p={,.30% ¢
LOGLETIC REGRESSION P 288 [ LV Pl 155K P-0 374 f
COCH~ARM / FISHERS P=0. 284 Pl 500 P 133N P=i}. 329 Fos
L e I RN S I PR i S
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Date: 02/24/00 FAPERIMENT . W# T
ftatistica. analysis ol Primary Tumors in 1441 L B
erminal facrifice gt 10Y
GARBEN b SRR RN ERERASR AL S TR E - S e . . pwam g B R G M e e e T T
° Mo luzg itesn o
Dose U MG/KG I MGG 10 MG/KG MOV L Iavad] oty ; -
R N adad ¥ R B i R A A NERBTAE TP RS - P E M E TN EE L e
Salivary Glands
Schwannoma Malignant
TUMOR RATES
OVERALL {a) 2750 (4%} 0/50 (0%) L7860 (2% 1750 (2%) /050G (0 [FYAC RN W ' R
POLY-~3 ADJUSTER (b) 4.8% 0.0% 2.34% 2.3% (% o0 "
TERMINAL (4} . 0/2% (0%) 0/34 (0%) 1735 (1%) 0/31 (0%} G748 (04%) /33 10%; T
FIRST INCIDENCE 5613 .- 729 (7T} %] - .
STATISTICAI. TESTS
LIFE TABLE P=0.614N P-0. 214N P-0.442N P U.4B0N (&) (4) fr
TOLY 3 P-0, 629N P-0. 220N P=G 478N Pal. ABGH () (3] )
POLY 1.5 P=0, 625N P=0. 226N P=0.4BN P=0.490N (&} '3 e
POLY 6 p-{0. 634N P-0.214N P-0. 465N P AT9N () (&b et
LOGISTIC REGRESSION p-0.634N pP=0 R8N Fz=0.524N P-0. L4 M (e} (4} ting
COCH- ARM / FISHERS P=0,619N P=U. 247N P=0.500N Pe0. 500N 1e) Ler) 6
T NN L L LT T TSI E RN RN e i !ilﬂﬂ"f!’l*hﬂ"""ﬂ“!"““ﬁNﬁld\.ll\.id‘h{\,vu\.\\\2.\!una«n.«‘\. - P AR S ] - e e e e e
Males F e
Dose 0 MG/KG 3 MG/EKG 10 MG/KG IC MG/EG U MGG MO/ KRG ¥ [V
ﬂHﬂﬂ“ﬂﬂhFN“"“"““HI."“"""W11“I-Nw«.ﬂln|lx.u.cn!liu\ﬁ“\!I!hHHﬂ ﬂﬂﬂﬂ Lol -y S e ﬁL‘.l.\\‘uﬂh“ﬁ,wn;.ﬂ“uﬂﬂﬁ;uﬁﬂfuﬁlwvvln:ut.,.vun! "oz
Skin
Basal Cell Carcinoma, Basal Cell Adenuwaé, Basosquamous
Tumor (benign, malignant or NOS), or Trichoepithelioma
TUMOR RATES 4 [} [ [ ] # * L] L]
OVERALL (a) 0/50 (0%) 0/50 (08%) 2/50 (4%) 0/50 (0%) 1/50 (2%) /50 (2% (7% 0%, NAG0
POLY-3 ADJUSTED (b) 0.0% 0.0% 4.5% 06.0% 2.1% 2.3% 0. 0% e
TERMINAL (48) 0/25 (0%) 0734 (0%) 1735 (3%) 0/31 (0%} 1/38 (3% 6/3% (0% Cr3s 0% R NEY
FIRST INCIDENCE - - 722 - 731 07T 509 -
STATISTICAL TESTS
LIFE TABLE P=0.684N (e} (e} P-0.735 F=0. P
POLY 3 P=0. 696N (e) (@) P=0.748 PG -0
|POLY 1.5 P=0.696N (e) {e) P-0.752 P=C. P0U5GTH
POLY 6 P=0.694N {e) (e) P-0.743 P, Pl f AN
LOGISTIC REGRESSION P=0.692N {e) (e) P-0.742N 3 (e}
COCH-ARM / FISHERS P=0.697N (e) {e) P-0. 753N Pali. 500N Pl EO0N
Py Y T Y Y F i I T 1 2 21 1 11 1222 2 3 T e TS rER SRR e e T T T S T I T T EEE R LSS I R LR R SR EATY NI E T N A R R D

b
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Date:  02/24/00 BARIE S MENT . BRULG TT
Statistical Analyeis of Priomary Jumers in Hatulf 144
Tormingl Cacrifice at 0L wesry
EL e i - ] S T Fo R e e i T NG ey e
Vil

Dose 9 MGy % OMG/KG IRVIN (193 £ ¢ KIS o704
TEL LW SIS W T e e T T H K R B B OB B e o e P EG BT TR EFE oo mioo TSR 00 00
&kin

Fibroma, Fibrogsarcoma, Sarcoma, Myxoma, Myrosarcoms,

or Fibrous Histiocytoma
TUMOR RATES ’ ¥ " “.
QVERALL (a) 3/50 (€%) 5760 (10%) /50 {6%) /%G (6% [SFANRETE
POLY-3 ADJUSTED (b) 7.3% 11.0% LR 1. 2% (A1
TRERMTNAL (d; 2/2% (8%) 3/34 (9%) 3/3% (9% B3 (1L G4 (0%
FIRST INCIDENCE 701 641 729 (1) €073
STATISTICAL TESTS
LIFE TABLE F-0.08% B-0.508 P-0.511N p-0.168 PO GA4 ¢
POLY 3 P-0.078 P-0.416 P=0 625N pPe0. 121 Ps0. 43 *
POLY. 1.9 Pz 394 P-0. 6408 p-0. 113 p:0. G40 ¢
POLY 6 P=0.445% PO EGIN Pl . 11% Pl GG ¢
LOGISTIC REGREESION P-0.416 F-0. 560N |2 te)
COCH-ARM / FISHFRS P0. 357 P-0.66LN P-0.300 Pe Cas *
LIIAZEEESTETOSSE A P L E b e e R

Skin )

Fibrosarcoma
TUMOR RATES "
OVERALL (a) 0/50 (0%)
POLY-3 ADJUSTED (b} 0.0%
TERMINAL (d) 0725 {0%)
FIRST INCIDENCE e
STATISTICAL TESTS
LIFE TABLE P=0.085
POLY 3 P=C.086
POLY 1.8 P=0.085
POLY 6 P=0.089
LOGISTIC REGRESSION P=0,083
COCH-ARM / FISHERS P=0.084
S S EE L . s s e T T R Y EREE R LIS LS ITETE
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0734 (C
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L 3]

P=0.500
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Dace:  G2/24/700 FAPFRIMENT - 8ROS) TFIT:

Sratistical Analyzis of Primary Tumors i Fats (FLSCEER 244 - FETHALOE T
Terminal Sacrifice at 105 weeks

_ Ya.en Fige ¢

i fOMG G 3 MGSKG 1D MK e [ B ! . ke -
Skin

Fibrosarcema, Sarcoma, Myxosarcoma, or Fibrous Histinoytoma
TUMOR FATES H # [ ] n # a ]
OVERALL (a] /66 TIE0 (0% LU0 (2% PR N [ARRVAA cobLo LR B : Lo * i
POLY~3 RDJIJSTED (b) L.0% ) 2.1% fLHY (L oY [ S .
TERMTMAL, {d) [ 16%) /34 (%) 1/ (%) ) 00" % P [ R T * |
FIRET LKCIDENCE .- 29407 72T i
STATISTICAL TESTS ﬂ
LIFE TABLE -0 567 5677 ) ; ~
POLY 3 N ) LLE i L :
POLY 1.5 91t 510 (=] , =
POLY 4 o BOH Vi (., [ -
LOGTETIC REGKE -0 HF" Y47 e et =
COCH - ARM 7 FISHERS S L00 59¢ i i “
M) e Fems  oF
Lose [ 3 MUK R 4 N Mo/ re GOMG/EC LM ws Ty v e
L 'S R Satd - - - - - - R e - . mTonowmrosmT oo e T DT [ - T TS S STm T TS S e e s - D L IIIZIZI T LLIlTmILrocL_ =
Loacant hama

TUMOKR HATES , # ¢ (] # L] 4§ # #
OVERALL () AN A Y] 9150 (1 ] 3/U0 16y, ¢!ty 14y UFARERRE o e L R 4
POLY -3 ADJUSTED (k) 2 4% i1 0% £ R% 4 0% [/ Y L) | ix]
VTERMINAL (A4) (/725 10%) 3734 (9% 0% 9% A13° 1%, G/3% (09 L g ory, Tt E ¥
FIRST 519 674 291 RV L] -
BTATISTICAL TESTS
LIFE THRALE P AAYH pely 177 poel, 46,4 fe fe} Pay Y
POLY 3 Foioauun 1214 | ZPE ] te) e (e P
rorLy 1 % Pel 454N P2l 6 et o tg) fe) fe) s
POLY 6 P 4444 R VY o 34 (e} e &
LOGTSTIC MEGKESS, M Pl 40N ) Poto2L 4 (e} i o
COCH-ARM / FIGHERE PO 406N Pt iy Pl 20y fe) l &
BELBEBRE L L we N RERE S TR s mEE T 0 - - LT T T - - . - -




GL/24/00
Cratisy
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o0f
Taimingl

hnal
wACYI e

S

[
44

e

B Rt e e T T E G e e ki e e e B T WA B e B EFHA B LT T L -
| AlEn Far adr
- O MO/IYG 9 MG/EG PRI (%) BN ARV A7 ' L AP A [ LY R 4 ot .
CETR-E-5 -5 55 Rl ol (¥ gty -l A S . PRI A N . - - . T g e Lol B - -
Skin
Squamous Cell Papilloma, Papilloma, Simamous Cell
Carcinoma or Keraroacantyiome
TIMOR KATEE L} (] # 4 [} # [
OVERALL (&) 2750 (4%} 5150 (10%) 3700 (6%) 27490 (4%) AT [ ARV E R R IR AT
POLY~3 ADJUL (n) 4.R% 1..0% f.RB% 4.6% Z.1% iy [
TERMTINAL  (d) 0/25 (Dt} 3734 (9% 3/3% (9%) 2701 (T%) Y EENL ] LRI Y] 4
FIRET INCIDENCE 79 674 749 (T 749 (T) Tal AT
STATISTICAL TESTS
I.TFE 4>mrm P=0.338N P=0,526 P=(.610 P=0. 644N F-G. 474N | SRR PRRAVE 2H1 | N
POLY 3 P=0. 1825 Pp-0.2%3 P 0,530 PO, GRAN P=0. 401 [ PPS I3 b
©OLY 1.8 P=0.2%3N P=0.741 paf) G1R pall €RAN pali AETN foef, BOERY |
POLY 6 P=0. 280N Pl 270 P-0. %48 P20 € IH o0 A%%H | SRS RAS! o
LOGISTIC REGRESSTON P:0. 356N P-U.218 Ps0.%)1 el 64N Pl 4740 (=) 1
COCH-ARM / FISHERS F=0.361N p=f.21R P-0 500 0. 691N Pl 44N P LD o
2R 1T TR 3181 Tidadaah R B B LA AR T P R e e ma o e o P o TR TN FREDERDRET L e e
W Males Pt oo
Dose m O MG/ KRG 3 MG/K 10 MG/KG 30 MGIYG () MG/ KG oM PRI LT A
IHNHHUn.uIdJ|wuﬂuuh..|,|.|H\.)J4l\.4!“ﬂ“.||\.iv‘,v.“"ﬂ“'“ﬂ“"l."""“.\l\li”*lﬂ!!ﬂHﬂ{..v:. - IS SR,
{Skin
Squamous (211 Papilloma, Papilloma, or Keratoacanthoma
TUMOR RATES ) [ L] L] # (] L] L]
OVERALL (a) 1/50 (2%) 5/50 (10%) /50 (6%) 2/50 (4%) 1/50 1.4 0756 (0w) L1504
POLY-3 ADJUSTED (b) 2.4% 131.0% 6.8% 4.6% 2.1% 0. 0% [
TERMINAL (d) 0/2% (0%) 3/34 (9%} 1/35 (9%) 2/31 (7%) 1/38 (3%} gr713 Glg iy
FIRST INCIDENCE 579 674 729 (T) 79 (1) 731 T
STATISTICAL TESTS
LIFE TABLE : pP=0.441N P-0.172 P=0.404 pr0.5%2 P-0.u7aN PO, 528N
POLY 3] P=0,450N P-0.124 P=0.331 P=0.514 P-0.063N 0.0
POLY 1.5 P=0. 453N P=0.116 P-0.321 P=0.%10 P=0.467N PO, LCHEN
POLY 6 F-0.443N P=0.136 P=0.347 p=Q. %521 P-0. 459N P-0.%19N
LOGISTIC REGRESSION P=0 461N P-0.105 P-0.316 P=0.503 P=0.474N (&)
COCH-ARM / F1SHERS P=0.466N P=0.102 P=0.309 P=0.%500 P=0. 074N P-0.500N
H“""HH"HHHHHHHﬂ“ﬂlﬂllllllhNl““““"“lﬂ'“"ﬂ"“"“"1!II.WNHF|..thH"ﬂHH,IﬂIﬂ\\..uNHHH|I\.L||l|hPll.ﬁ(!!\ll‘, TEZEEDAET
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Dave: (2/24/00 CACZPAMENT

Star i 5 of Primary Tumors L A
Term.
“ tales , Fers a3
 Dose I LSRN LABPN L8 B AT B PR LoD 294 EAOTE LASTI MY MY i “ 7 B L v -
{ ’ i
:
TUMOR RATES !
OVERALL (&) 4U/50 18u%) 40790 R I SR A P
EGLY -3 A T () 49 "% 9. kY 95 7% S
I TERMINAL () PASE A RS LD L N B VY A T L RN B EL NI PR I IR A
_ﬁunm% THCTOENGE 40 474 474 474
Am,;_.)%.ﬂ CICATL TESTS
CLIFE TABLE p.o . g 1 |
POLY | V) HE ¢ [
BOLY 1 5 [z ¢ A [
FOLY & P I R P -y
LTI REGEE 10ty + 39 [ o
COCH ARM / FISHERS R [T A ]
Vale, =
€M Y TOop, Y, 10w, e, ML, A : . -
roid land o Cell
Aderora
L TINOR RATES
OVERN! fa) D/50 (L4 TN (26%0 Biwg " ' T BT A S = E
POLY Y ADLISTED b 21 0% L6 . 4% I ) Lo4% I 1 2 . "
TERMINAL {d) 6/2%5 1749 v/14 ) S8% 114%, i iR . S o P 4 = Ch
FIRST THO TSNS, 1Y o114 AN P . A
BPATIBTICAL TESTS
TLIFE TABLE P 10094 v by P P
POLY 3 Pt 1161 r . tu PR ¢ e
[T S I ! Voo Lzun I3 £ B L d
POLY ' LI A | : - LI ’ :
’ AN RS VA 234 P P e PO :
ety 330 P 117 b v b .y .




Dorer 0. /24700 [ B AND [ ) T :
Whabaptioat Rrmlye e of Pyimer, Tamerwn on bt e (PTECHER 146, SRR I
Taitmined Gecpaf.ce mt 1L weerg
DT T A . B . . PR R I T G A T R e - R
Males T,
Moge [ RS oM EG I TEvE 2 2 MG 7] Lo, ' . weoow
. P CW W e de e e e ATBE R R W RS R B R e A I . - w B P e -
Thyrodd Gland: - Cel)
Fare i nsma
TUMOR RAT !
OVEPALL (&) 1750 1750 (e%) WA IR L B V5 e 4750 1A% PRSI I ‘o o A
POLY -3 ADJUSTED (b) 2.4% 2.4% VAT ) 0. fw 4 oo . [
TERMINAL (d) n/es 1734 (%) 1730 (3%) O/73ds (L) vt (ha IR LE ‘ Lo AN
FIRST THCTDENCE 697 V29 0r) Ty 13t (AR
.m._.\ig.,ﬂaq.m.}r TESTE ;
L1FVE 'PABLE P=0, 308N Pl 703N R AT PG ) i L e : S
POLY 3 P=0.323N P 7TY9N paf) 747%H Pell 490K REIAT] [ .o
PCeLY 1.5 pe) 320N als T (TN P 4%in Al - i ;
PGLY 6 P-0, 322N B, Vel 1N Fell 4HEF 147 T ; .o
LOGISTIC FPEGRESSION p=l, 116N M), . ™0, TN J.89eh ' .
COCH-IMM 7 CHERE (.32 -0, 753N LN LN v T, '
T i XML LT TR RE T - - Emarw ELEEREERFRS 5SS D% Gl MmO w . e
Fooliom
Dose 3 U M/ Vs M oo, D
LSEAEESRSE “"ﬂllll“““A\lll!ﬂﬂﬂﬂliwv,v,.,!,.)i.»n..h.vuu“a\.nhﬁﬂr.:;%3,1.7.,3,. S " B R A E R A -
Thyroid Gland: C-Cell
Carcinoma or Adenoma

TITMOR RATES
OVERALL (a) 10750 (20&}  13/50 (2€%) 9/5%0 (18%) 6/50 (1lz%) €60 1108 9/50 t1k%) B [
POLY-3 ADJUSTED (ki 23.9% 8. 6% 19.6% i3.68 R, 20 1% R
TERMINAL (d4) 6/25 (24%) 10734 (29%) 6/35 (17%) 4/31 (11%) SR (13%) R/YY (04N, ; Fee 4y
FIRST INCIDENCE 579 674 464 456 731 (Th 504 L
STATISTICAL TESTS
LIFE TABLE P=0. 068N P-0.58TN Fs0.267TN e, 12€N prd, 347 :
POLY 3 P=z0.072N P=0.399 P-0.417N P=0.17LN pPeG, 377
POLY 1.5 P=0.075N Px0.372 P=0. 449N Pel 182N Pe0.37%
POLY € P=0.069N P=0.435% P=(. 112N P-C.1G38N P.0.379
LOGISTIC REGRESSION P=0.080N P=0.447 P~ . 459N el 166N Pel. 372
COCH-ARM / FISHERS Pz( . 084N P=z0.318 P={ . 500N P=0.207N P-0.390
“""""“""“.'.."“"““““““1."'."Iahh.ﬂNﬂﬂl\unﬂ“""“““"x‘h'hv".iﬂﬂqn|ln“ﬂﬂh,h I Ll T T T T R ERE R R R R R A
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P ,
Dave  G2/084700 (3 ! fe
Hlmt . mtanm!l Arniyeis of primvary ru o in PaleiPILOHEE 144, W [
Teoamsnal da g faue a0 00, weeks
E I A . . A S 1Y T R R e e = W e e e
| Ma e s e
AP 1 ML IRL Y OMG/YG TOOMG/ K ETVRE. F¥E o VoML R 5o e ] s
- e AT S HER B RER A e T T SR SEE L - ER PR , T T I e R IR S e
Yarrowd Gland. Follicular Cell
rarcinoma or Adenimg
L Coee v
(TUMGK RATED
OVERALL (a) /N0 (2%) 1760 (7%) T/650 (&) LU | L ' % " 1
POLY -X RDJISTED (1) 2.4% <. 2% (A} 4 1y [T ] ¥
TERMINAL (d) 0/2¢6 (0%} O/%4 (0% PREVER I Y] FIET S P, Lot [ v
FIRST TNCTDENCE 629 696 4. 9% AT )
STATIETICAL TEATE .
LIFE TABLE -, 4L€ P=0.710N P-0. 196 teeils 474N £ I . 1
,vO—..\ 3 P-0.401 =), T40N Y0, 1% Bl 4losh oo St .
| POLY 1.5 P=(.402 PaD.747N F=0.321) Preil &FTH [ i i
| POLY & F-0.401 Pali 71IN Fa0 . 1%4 F-D 4Ll P X ; i
LOGLSTIC WEGRESHION P=0.401 Px0.7%3 F=0 308 Pefi 474 . .
COCH-ARM / FISHERS P=0.399 P-0.T52N F-0.309 Fefy 474N = L b K
HHUu«.ﬂ.]u.n.h““Nr.{.hﬂ\)JAH““EQWPI"«R“““““!““““&"““"\al.\.dw.n\!>A, - - < L N e e L N .
}
Males
Dose 0 MG/EG 3 MG/KG 10 MG/RG 30 MGG s M ¥AL (O LA I e
e A R e AT R N SRS ST T TN AT TR ERL L T T TEEER SR e e T T R e e ke BT RE e FEHEES DS D ERRw S T LRI
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OVERALL {a) ’ /56 (14 /L0 1ALk {ou¥
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TERMINAL (d) £/18 (13%) ERACE AN T 1244
FIRST INCIDENCE . 616 IR T

STATISTICAL TESTS

LIFE TABLE P=0.185 F-uoav
POTY 3 Pall. 155 kel 337
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POLY 6 P=0.149 Pl 310
LOGISTIC REGRESSION PG, 157 Fofi sl
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Dowe 4 T2 A i MGV GOMG P S0 MG R (Mepe 1ML ¥
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Carcinoma oy hdonom
TUMOR RATES m ' 4 ¢ " ' n v v
QVERALL (& 0750 (0%) 27050 (4%) 0790 (D% IVAN/AR A Y wrt ey IVAAEn AT | o
POLY -3 ADJUSTED (b) 0.0% q.4% (i (% 7% [EIRFLY FT | 3 [
TERMINAL (d) 0/72% (0%) 1734 (3%) 0745 (e} YRR Y] AT I LV EE RN Lo "
‘FIRET TNCILENCFE - 97 - 74% 4T e . i
STATLISTICAL TESTS
1.TFE TABLF . P=0.438 pP-G 297 fer) Pel %43 | S s .
PoOLY 3 P=0.E4] pefli 260 (o) [ L A L2 s :
POLY 1. 6 Pr0.635 pz0.252 (€) | pel 507 ] e
POLY 6 pP=0. 649 p=,27) (e} Fe(, b6 | ) i
LOGISTIC RFORESSION P=0. 628 P-0. 265 (&) Pr) 43 (A3 o
COCH-MEM / FPISHERE P-0.622 P-0. 247 (e} Ped, B00 Pall. Tebid ars Pt .
™ I T R R A B T T E R e e s SR TSR EERIEIIETTREEE 4L ST R e e W T T TR R TR A e s T LR I L i 2
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STATISTICAL TESTS .
LIFE TABLE P=0.642 P=0.308 Pe(.567 P=0.543 Pl 474N Pl LeBMN
POLY 3 P=0.636 P=0.259 Px{}.51i6 pe. 510 Prl 463N -0 N1iN
POLY 1.5 . P=0.631 P=0.252 P=0.510 P=0.507 PrC.4€TR P=0 . LOBN |
POLY 6 p=0.64S P=0.270 P-0.527 P-0.516 FrO. 459N P=0 19N Ped . S2UN
LOGISTIC REGRESSION (@) P=0.308 P=0.567 P=0.54% Fsl. 474N (e} &)
COCH-ARM / FISHERS P=0.619 P=0.247 P=0.500 p=0.500 P 474N P SO0N P-0. LG OM
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Al Organ
Mesothelioma: Malignant
TIMOR RATES [ [] (] (] L) []
OVFERALL (a) 0/50 (0%} 0750 (0%) 2780 (4%) 2060 14%)
POLY =3 ADJUSTED (b | 0.0% 0.0% 4. 5% 4.6%
TERMINAL (d) i 0r25 (0%) /34 (O%) 2735 (6% /% 1)
FTRET INCIDENCE .- - - 749 1} 149 10y
STAT1ET1CAL TESTS
LLIFE TABLE P=0.128 () P+0.315 P-0.28BG &) (&)
POLY 3 p=0. 123 {e) P50, 256 Ful) (e} )
POLYe1.5 pP=0.123 {e) Pw(), 248 | 1) {e)
POLY 6 P=0.124 {e) pz0).268 Puell. 258 fery
LOGISTIC FEGREZSI0N (e} {e) P-0.315 P-U. 286 (&) (&)
COCH-ARM / FISHERS p~0.122 {&) P=0, 247 P-0. 247 (e} 2}
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POLY 6 P=0.202N P=0.541 P=0. 478N P=0. 489N (e} (]
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PULY 3 DAL Foiy 6HY P-L 700N oL L0l E T o
pPOLY 1.8 p=0 157N p_r 470 i H4PH R ¢ 2 -
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ALl Organs
Malignant and Benigr Tumors
TIMOK RATES ! L (] [ [l [

o

OVERALL (a) 49/50 (98%) S0/50 (100%)

A/ 80 198%) AR/ L0 19k

POLY 3 ADJUSTED (b) 10C. 0% 100. G% 9. 9% T G
TERMINAL (d) 26/2% (100%) 34/34 (100%) I5/%8 (10U 1] t9i%
FIRST IWCTDFENCE 459 400 464

STATISTICHK], TESTS

"LIFE ThRLFE 0. 338N F=0, 0560 P-0. 028N LAY
(POLY 2 P-0.21BN Fes s, 000 Pul 0OON foefy Rfdh
'POLY 1.5 Pe0. 231N F-3.0600 P-1.000NH PG, LOY
POLY € F-0.210N Fel 000 Pl OOGN P K041
LOGISTIC REGRESETON Pel, 373N (&) [ PO b an
COCH-ARM / FISHERS P=0.545N P=1.500 Pog 78R Pely. 705K
KN EREEEE hmdmd sl S T T I R E R R B A L R TR RS ER T T T T T IREEEEEEEL L e o e - o e T DT

(a} HWumber of tumor-bearing ar:imsls / number of animals exaninod at site

by Poly-3 adjusted lifetime tumor sncidence.
td) Obskerved incidence ar terminsl kill

() Beneath the conctrol incidence are the P-values

being (directly or indirectly) the cause ot dearh.
Logistic regression is sn alternative

method for analyzing the incidence of non-faral tumors

astucieted with the trend
test. Beneath the dosed group incidence are the P values corresponding to
pairwise comparisons between the controls and that dosed group. The life
table analysis regards tumors in animals dy.ng pr.or Lo Lerminal kil As

and Fishers exact tests compare directly the overall incidence rates

For all tests a negative trend.is indicared by N
(e) Value of Statistic cannobL be computed.

(I} Interim seciifice

{T} Terminal sacrifice

] Tumor rates based on number of animals necropsied.

. To the right of any statistical result, indicates significance at (P<-0.05}
** To the right of any statigtical result, indicates significance at (P<=0.01).
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TP Bxperiment-Test: 88050(-06 THCIDENCE RATES 1F NONNEOPLASTIC LEZIONT RY BHETCMIC SITE (5
Study Type: CHRONIC METHACPYLONITPILE

Route: GAVAGE

FINAL#1, CORE STUDY MICE

Facility: BRattelle Columbus Laboratory
Chemical CAS #: 126-98-7

Lyt Da 067267928

Cage Range: All

Reasons For Removal: n3l
Femoval Date Range: Al
Trearvrent Groups: Triesuarde A1)

A Number ol aninales exemined mirroascopiceliy at site and number ol an e

reaopes




NTP Exporiment. - Test: BROSO 06 COTNCTDERE 1 HATRE GF WOHREORLAGT IO LRSTORS Y AR Gm e 00 ey
Study Type: CHROHIC METHACEY LR TR LR
Route: OAVAGR

» vy g 5 e

- 8157 e R

B6CIF) MICE FEMALE 0 MO/NG P 4L/ R [ 7 4
L ATR A

DISPOSITION SUMMARY

Animals Initially In Study 50 K0 £0 £0
tarly Desths

Natural Death 14 1% 4 4

Moribund Secrifice 1 3 4 3

Accidently Killed it
Survivors

Natural Death 1

Terminal Sacrifice 34 3% 6 i
Animals Examined Microscopically S0 U] L ]

ALIMENTARY SYSTEM

Esophagqus ' (50) 150 (nl) )
Periesopbhageal Tissue, Inflammation, Chronic
Active 1 (28)
Gallbladder 1%0) 160 {50) (4h;
Cyst 1 (2%,
Infiltration Cellular, Mononuclear Cell 1 (2w
Intestina Small, Ducdenum 149) I+ 1H 150 [SA7F
Inflammation, Chronic Activae 1 (2%)
Mestaplasia, Squamous Lotze)
BPpithelium, Ulcer 1 (72%)
Intestine Small, Jejunum (50} (50} (50) (%0
Ulcer 1 (2%
Epithelium, Inflammation, Suppurstive 1 (4w
Peyer’'s Patch, Myperplaasis, Lympheid rARt1lY
Liver (50) (50} (49) G50
Angiectasis 1 (2%) 1 (28)
Basophilic Focus 1 (28) 7 (14%) i (4%8) Z 148
Clear Cell Focus 3 (6W) 6 {128) 6 (12%) 112
Eosinophilic Focus 9 (18%) 3 {6%) 11 (22%) 3 U6
Hematopoietic Cell Proliferation 2 (4%) 2 4% € (12%) FaRY3Y
Hepatodiaphragmatic Nodule 1 (2%)
infiltration Cellular, Mononuciesr Cell 30 (608) 36 (728} 40 (628) 30 (60
Inflesmaticn, Chronic Active 312 (64%) 1€ (728) 41 (R4%) IR (TEN
Mineralization 1 128) 1 (2w
Mixed Cell Focus 3 (6%) 1 i2%) 3 (€EW)
Necrosis : 3 (6w 2 (4%) 2 (4%} 1 (2%
Pigmentation 18 (36%) 12 (24%) 17 (3i5%) T (Lé%)
Tension Lipidosis 2 (4%) 31 (6N)
Hepatocyte, Vacuolization Cytcplasmic 7 (14%) 9 (18%) 3 (68 18 (368}
Mesentery ) (16) (11} (15) (4}
Pibrosis 8 (S0%) 7 (64%) 10 (67%) 2 (508
Hemcrrhage 1 (9%}

a MNumber of animals examined microscopically at site and number of animals with lesion

. P 2
v 5 age

o 4 *
b ’



» -
NTP Experiment-Test: 88050-06 INCIDENCE RATES OF WNONNEOPLASTIC LESIONS BY ANARTOMTT STTE ‘a FeEpLIt ;nm.fn,\u‘m.m\,
Study Type: CHRONIC WETHACRYLONITRILE Dare 1. u\\.
Foutw: GAVAGE Tore TR0

& MG YG

G MG/KG 1.8 1
MG/ RG-

ALIMENTARY SYSTEM - CONT

Inflammarion, Chronic Active 5 (31%) £ o155%, 2 L)
Mineralization 5 131%) 7 (£4%) WAREAE N EER A
rigrmentation S

ombosis MR
Far, MNecrosis 8 (55%; TG4 LI TR ERRRA 4

Oral Mucosa ()] &8} 2 1
Gingival, Foreign Body 2 1678 5 OL10U%; LoU5Lw;

Gingival, Inflammation, Cnronic Active 2 (67%; 5 {100%; 2 Lo
Pharyngeal, Foreign Body PR B

Pancreas (%) (50 ST ra%;
Cyst BN N
Infileration Cellular, Mononuclear Cell 2 4%
Acinus, Atrophy 1 12%

Acinus, Hyperplasia 1Y

Salivary Glands (4%} (5% [ 4y

" Infiltration Cellular, Mononuclear Ceil 2T 156%) 29 198%) VR 47 iS5
Tutlammation, Chronic Act.ve 2 'A% IERrA N
Mineraslization 1 2%

Srtomach, Forestumsch (59 5% (=" TS0
Diverticualum 1 (2%}

Hyperreratosis 1 2%

Epithel jum, Hyperplasia T 16%) 2 'A% 1 1 2%
Epithelium, Inflamnation. Chronic Active 1 (7%) ? 4% z 11 2%
Epithelivm, Ulcer 1 (2% 1o12%; 1

stomach, Glandular (50 155} i [EAS
Betopae Tisgue 1 1Z%)

Mineralization 1 (2% 1% 1otzw

Epithelium, Dysplesia 112%)

Bpithalium, Frogion 1 12%)

Glands, Ectesia 1 (22%) 9 (18%) 15 120%, Lo tERS
CAHDTOVASCULAR SYSTEM

Biood Vessel 149 (50} (SR L0y
Aorta, MWineralization 1 t2%)

Heart {509 (507 50 50
Infiammat ion, Suppuratl ive Lok
Minecralization 1 (2%)

Arte y, Mineralizavion 1 12%)
Valve, Inflammation, Chronic 112
Yolve, Inflemmation, Cuppuratys Loz

a NHumber of animsls examined microscopically at site and pumber of snimale with lesinr

Page 3

€4

L

e




F 13

NTP Dwper iment Test o AROS0 N4 THECTDERCE BRVYE OF WOMNEGPLAET IO L, AN B BRI SIEE (s

Biudy Typ&: CHRONIC MUET ALY LMY TRELE
et GRIAGE,
BOCIFL MICE FEMALE (T3 P A | I i [ L Y
’ MK
ENDOCRINE SYSTEM
hdrenal Cortex (4% (SR IN (0 [ARET)
Accensory Adrenal Corciral Nodule Y 1Y)
Hematopoietic Cell Prolsiferation oAy
pypertrophy Totaw) [T
Infiltzation Cellular, Mononuslear Cell
Capsule, lyperplesis 46 (9RE) LU IhDe) Liorlunyg
7Zona Reticularis, Hyperplasia 1 otaw
Adrenal Medulla (49 150) {50} (AT
Hyperplasia 1 {2%3 Pl
lslets, Pancreatic 150) (50} 150} 4%
Hyperplasia 41 (R2kj 17 (748} 45 (Hus, [ERRE A ¥
Pituitery Gland (49) 149) 49
pars Distalis, Anglectasicz 2 (4%) [ANBF] ¥ ¢ 148
Pars Distalis, Cyst 1 (24%) PARYL 3 FAREL Y
Fars Distalis, Hemorrhane
Pars Distalis, Hyperplasia 9 (18%) ! 1O (36%) clozany
Pars Distalis, Pigmentation 1ty
Thyroid Gland 149} (50) 1660} iH
Ectopic Thymus . botite
Infiltzation Cellular, Moncnuclear Cell 1 42%) ] 3
Inflammation, Chronic Acrive 1 (2%}
C-Cell, Hyperplasia - I L
Follicle, Cyst 5 (10%) 3 (68 ERRT 3 4 (k)
Pollicular Cel), Hyperplasia 1 {2%)
GENERAL BODY SYSTEM
None
GENITAL SYSTEM
Clitoral Gland (80) (50} {50) (473
Infiltration Cellular, Mononuclesr Cell 4 (8Y) 2 (4%} 3 (6% 1 (2%}
Inflammation, Chronic Active 2 (a%) 1 (2%) 1128
Pigmentation 1 (2%
Duct, Cyst 2 108y . (4%
Ovary (50) (20} (50} (49}
Angiectasis 1 (2%)
Cyst 17 (34%) 14 (28%) 18 (3en) 10 (20
Hemorrhage 1 (2%) 4 (B8 1 (2%)
Inflasmation, Suppuzative 1 (2%)
Mineralization 2 (4%) 3 (68) 2 %) 1 (2%
Pigmentation 7 (148) 16 (328) 11 (i2%) 6 (128}
Thronmbosis 1 (28) 3 (%)

a Nunber of animals examined microscopically at site and numker of animals with le..wn
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Lrper iment. Pegt s BBUAO -Gy
y Type  CHRONIC

HATEE

ot g o o+ . e

St AR e el i B oo

i By RbTIMTE BITE {a) 3

o AT _—

BECTE D MICE FRMAILE U WAL K [ 1M R oWl
L2124
LIRTIC BYETEM O
Thymatyie, Kedrusis Lotde) iorawy
TNTECGUMENTARY GY5TEM
Mammary Gland (50 T4
Hyperplasia, Cystic [ 3
kin 154)
Inflammation, Chronic Antive
Epidermis, Ulcer
MUSCULCSKELETR], SYSTEM
Bone {50} thhed (R H ity
Optecsclercsis 1Ay
Freletal Musocle {4) tiy i)
Infiltration Cellulsr, Moncoruclear Cell 1ol7a%)
NERVOUS SYSTEM
Brain {80} (R0 (ENY
Hemorrhage 1 {2k
Infiltration Cellular, Moncnuclear (ell iolee
Inflammation, Chronic Active 3oia%d
Meninges, Hemorrhage - 1 126}
Feriphersal Nerve {1 i1
Scistic, Axon, Degereration 1 (1008
Spinal Corxd 11} (2)
Demyelination 1 (1608} 1 ois0e,
RESPIRATORY SYSTEM
Lung {%0) {50 (50} pREp
Hemcrrhage 1 128)
Inflemmation, Chronic Active 2 (4w) 1 2%} 1 (€85 N T
Mineralization 5 110%) 1 (za) Z (4% ¢ 4%
Neczosis 11wy
Pigmentation 1 (2%}
Thrombosis 1 (2%} 1 {2&)
Alvaolar Epithelium, Hyperplesia 1 (2%) 1 {28} 1 (2%)
Alveolus, Infiltration Cellular, Histiocyte 1 (26) Z (4%
Artery, Mediastinwm, Mineralization 1 (2%}
Mediastinum, Mineralization 1 {28%)
Hose (50) (50} {5C) (501

a Number of animals examined microscopically at site and number of animsls with lesior
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NT? Experiment Test: B2050-0GF INCIUEHCE BATES GF NONMELUPLA] wy SORITE da s L
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* o e I e I . —
LI 13 T M P Ee
M ¥
; IRATORY SYSTEM - CONT
Irflammation, Zuppu,a':ve Lory
{
SENSED SYSTEM
(g " 4,
apshy : 11U R .
erior Uhamper, Infi cration Cofloiar,
Polymorptioraclear Porunh
Cornes, Inflammart jon, Throoie At iue T iER
L1 S PP Y ETEN
¥ aedney cary
Aeeumelac ian, Hyaline e doh o4y
Hydronephirugi s CoEw
Irfaret, Meivaples I
Trta)oras s Col oalar . Monounuclesr el e © o RARy R L
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RECIPL WICE MALE foMOkG [ E [ A
Wri /g
DIAPGETITION SIIMMARY
hnymals Initially Tn Brudy 510 &0 51, v
Esrly Deaths
Natural Death L} « L' 0
Moribund Sacrifice 5 p] i
Dosing hecident B
Accident.ly Killed 1T
Survivore .
Texrinal Sacrifice 34 4 51 i
Naturs Death ] ]
MiERing 1
Apimals Examined Microscopically [} 50 &1, 1y
ALIMENTARY SYSTEM
Laophagus (49 151 1E0 [ty
Inflammaticrn, “hronic Active LY
Feriesophages. T ague, Inflammation, Chronic
Active ]
Intestine Small, [Duodenum (49} 49 wol {50
Ectasia 1 o124
Hyperplasia PEREA Y] LoTawy P ¥
Intestine Swals, Jejunum (49) (504 {50 {50
Inflammetion, Chronic Active 1 (2%}
Peyer’s Patch, Hyperplasia, Lymnhoid 1 3] L2y
Intestine Small, Ileum (49) (50) 150 (44
Inflawmat.on, Chronic Active ' 12wy 1 (2%}
Liver (49} {50) (%0 {507
Angiectasis 1 (2%} 1 13%)
Basophilic Focus 4 {68} € (32%) i (4%
Clear Cell Focus T (148 10 {z20%) 16 (208 4 1B%;
Eosinophilic Focus 16 (33%) 10 (208} 17 (24%) 1 (6%
Fibrosis 1 12%)
Hematopoietic Cell Proliferation 3 (6% 1 (2%
Hepatodiaphragmatic Nodule 1 (28}
Infiltration Cellular, Mast Cell 1 (2%)
Infileration Cellular, Mononuclesr Cell 9 (18%) 11 228} € (12%}
Inflammation, Chronic Active 22 (45%) 21 (438} 21 (ezv}
Inflammation, Granulomatous
Melforms*ion 1 (2%)
Mineralization
Mixed Cell PFocus 11 (22¢) 2 {e%)
Necrosis 6 (128} 5 (1o08)
Pigmsntation 3 {6%) T {6%)
Tension Lipidosis 1 (2%)

a Number of animals examined microscopically at site snd number of animals with lepion
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NTP Experiment-Test: 88050-06 INCIDENCE RATES OF MNONNESPLASTIC LESIOHNS BY CITE } emort pLIissT
Study Type: CHRONIC HMETHATRYLON TRILE Dares (B0 Z50%3
Route: GAVAGE Tire: URiiZot
B&GCIF1 MICE MALE G OMGIY 1.0 Towsivn
MV
ALTMENTARY SYSTEM - CONT
Bile Duct, Cyst T12%) M
Bile Duct, Hyperplasia
Hepatocyte, Vacuolizarior Cytoplia £ 112%: 14 (20%) 3 (13% TE
Hepatroeyte, Portal, Hypertrophy 1 ti%wy
Hepatocyte, Centrilobular, Degeneration IRV Y]
Hesentery "1 ) te;] e
Pibrosis [ Dol
Inflarmarion, Chronic botive 1 t73%y T [ s i L%
Inflammation, Cranuloma'vus P
Minerslization 1 117%) 1o 1%
Thrombosis 1123y
tfat, HNecrosgis 11338, Z (3% N
Ora) Murosa Ly 'tz
Gingival, Forejgn Body 27 BT 79 1% 24
Gingival, Inflamation, boute EARPELS] Poauow it
Gingival, Infiamravion Chronie Doy
:0inglival, Inflarma ion, Chrovio kot ve NEEREAY B P 1 3
Pancreag 49} 5%} f
Infiltrarion “aijular, Mooonuclesr Tell L%y 1%y
Brbtery, Yineralizelion
calivary Glande ) 157
Granuluma
InEilrrarion “ollular, Motonoclear Col) 2] EF A Y] 16
Inflagraton, Chronye
Iriflapra: fon, Chronic Artive E
Mirsraljzationg 1 ore%y B
Ghomanh, Foreatorsch 4Ny [
e, Fguamons .
Bpathelium, Hyperplasina 7 14%) .
Epithe) hos, Il lammat ion, Chronio Active ARELY z
Epithel jum, ey Loty
omwaech, Glandular 59 P [
Hyperplasia
Minrralizsat ion 3 %
Jlcer 1%
Epitheliom, Frosiop Loy
Epiblhmlium, Hyperpleasia Iz o tekg
i hel fum, Inflarmar jon, Chyey LR oy} Touk} RSeS|
GSlands, Beles.s A Y] AN ¥ L] 5
Saeroea, [nfiammmt ion, Granulomstonge L 2]
Troth Y : ty
Melformat o 61RO tynne, * '
o Miprbp of spinsle eramined wicroarnpionlly ar vjite sl mhwsy o f mpiwals wivh lesion
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NTP Buper iment -Taput ;. AE0SG- D6 INCTUENCE BRTES OF BOMWBROPLART IO LELTUNS RY AAT et otn 1s) oy "
3 Type: CHRONIC METHA By LR TRILE e
i GAVAGE LR
BGCAF] MICE MALE [ T A 1% ERN . 4F Lo
| VAT
CARDIOVASCULAR SYRTEM
Heart f4d) 150G H 154
nflammation, Chroniec Active 7 14%) 1 19%) Ioiewm
Mineralization 2 t4y) PR 3 boiew)
Artery, Inflammation, Chronic Aetjive 1129
ENDOCRINE SYSTEM
hireral Cortex 18%) (50) {50) 1501
Deqeneration, Fatty 1 (%)
Hematopoietic Cell vroliferation
Hyperplasia 16 (29w} 1d {24%) T4
Hypertraphy 26 (8570) 34 {£RE&) 15 (306,
Inflamnation, Suppurative 1 (2%
Metaplasia, Osseous 1 (2%)
Capsule, K rplagia 4l (EB4N) 41 {B2%) 46 1RON) 4% (908,
Adrenal Medul (49} (50} {%0) (LA
Hematopoietic Cell Proliferation 1A%
Hyperplasis 1 (2%)
Tzlats, Pancrestic (49) {50 {50
Hyperplasia 47 1968} 41 (RéY) LEARTA Y
Parathyroid Gland (42) (3% (19
Cyst 1 (28} 2 (68 Iop3e)
Pituitary Gland (48) (491 (49
Atypis Cellular
Pars Distalis, Cyst 1 128} 2 (4% 5 11G%)
Paxs Distalis, Hyperpliasia 2 (48} 2 (an)
Thyroid Gland (4%) (50} (50)
Follicle, Cyst 2 (48) 2 (4%) 2 (4%
GENERAL BODY SYSTEM
None
GENITAL SYSTEM
Coaguletiig ..end (1} (2)
Inf #n.cation, Suppurative 1 (1008}
Epididvmais 49) (50) (50| (501
At Sophy 1 (2%)
Gram " oma 3perm 2 (48) 1 (2%)
Infi cratinon Cellular, Mononuclear Cell 17 (35%) 26 (52%) 30 (606} 21 142%)
Inflammstior, Chronic Active 1 (28) 1 (28) 1 (28)
Mineralization 2 (4%) 1 (28)

a Mumber of animsls examined microscopically at site and number of animsls with lepion
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NTP Experiment-Test: SHCIDERCE RATES OF NONNECPLASTIC LESIONT 2/ AHpTOMIT O ) EE
Study Type: CHRONIC METHACTRYLOMITRILE £
Foute: GAVAGE 5
BECOFL MICE MALE o 15 3OMSAYG LR
ME/ES
GENTTAL SYSTEM - CUNT
el s : ‘1l
Hemrorrhage 1o
Preputial Gland P49 1201 R R
Atrophy VAT
Infiltration tcellular, dear Ceyl D1 o147%, e 27 154%
Infloammat.on, Chronic Pl teTh f ol
puct, Cyst AR PEd i5 136%,
Progtate 49 2 <o,
At ruphy 1 2%y
Infiltration Cellular. Mononuclear Cell 2L L%y 31 652%) s8I RE
inflamration, sSuppurative oegw:
hrvery, tnflammation, Chrounie hotive 1 o1z%y
Gerinel Yesicle 453 157 1SN '
herophy Pole%)
Dilatation 1rE%)
Trcfidryar oy el Lo jear rell FEREL N FEREE ¥
Tastes N e TR
herophy R
tnflawmacion, Chronic Act it TR,
“irerniization AR Joay, 1 et
Gernital Eultheloa, Attophy A% 4% R
VIR AL LY
Hare Maryow LAty =7, e AT
Hypsirplauia 4 mA
Lymph Hode ' " T .
Toyuinal, Hyporplas: Plaamy el [
Lumbar , ibpernlpsis plasma (all ES
Misliagt 1nal, Hyperplesia VPlasms Uel) [N
Varvoresat i, Hypsrplasis, Lyrphoi 1oy
fianal, Hyperplas:ia, ¥Placms Coll [
senal, Inflammation, Doppurarsve o
eyt Mode, Mand bhuiar tAE fae; (T 573
Hypizrplagia, Lypmphood 1wy i
Hyperpiasia, Placws Tel) 1 (c#j i
Lhtrabtivn feliular, slyme bty 188y 3
Lyttgph Hnde | Megens oric et a1 [y 1475
Bamatupoietic Cell Proliferatoun i
Hamey rhane i
Hypstplania, Lymphood i bl i
Hypetrplagia, Flegrs (o1l : (VA
it bty Ul e At gye 1o Potsw
fiamnat | Gr BT LAY s LN
BRI A Ve TPy
L lenrn [EXN [RAL! } CE
4 thanbey of mnimely e¥eminen remenpieally s omive and rapber of sndemle with loeion
IRETI )



NTR Buposx omepit, ~Teast 1 RBCHG-0h INCIDENCE WATES OF NOMEEGPLAST I LEGIGRE R AMATORIC 1T 8

Grdy Type CHIRONTD MET M I AR rR L
Rowte. GAVAGE
BECIF) MICE MALF o MO/ E P T MG [ 3 1)
MG/ YL
HEMATOPOIETLIC SYSTEM ~ CONT
HemaLopoietic Cel’ Proliferation 1% (24%) 11 (268) A ek 4 k%)
Hypsrplasia, Lymph.id i e 4 (B4 VLY
Thymas {40) {4R) 164 (4%
Atypia Celluler i)
Cyst 1€ (4% 19 (406 TR 110N PRy
Ecropic Parathyroid Gland 3 (uw) LY LN Y Y] M
Eoropic Thyroid 1 (3w
Mineralizetion 1 otm)
Thymoryte, Necrosis 1 (2K
INTEGUMENTIRY SYSTEM
Skin (49 (50) (50 (AT
Infiltration Cellular, Monornuclear rel) oy
Inflammation, Chronic Active 2 148 EENI1 Y
Epidermis, Hyperkeratosis 1 {8
Epidermis, Hyperplasia 2 44 7 144
Epidermis, Ulcer . FARY LY 2 14%)
tpidermis, Pinna, Hyperplasia ¥ 3
Epidermis, Pinna, Ulcer iotes)
Pinna, Inflammation, Chronic hkctive 1 (2%
Subcutaneous Tissue, Fibrosis 1 otan)
MUSCULOSKELETAL SYSTEM
Nor.e
NERVOUS SYSTEM
None
RESPIRATORY SYSTEM
Lung ’ (49} (501 (50} (56]
Hemorrhage 1 (28) 1 (2%)
Infiltratic. Cellular, Mononuclear Cell 1 (2w) 1 (28)
Inflammation, Chronic 1 (28
Inflammation, Chronic Active 2 {4n) 2 (48} 6 (8%
Mineralization 3 (e%) 1 (28} 2 14y
Thrombosis 3 (ey) 7 (8%} 1 (2%} 3 (28
Alveolar Epithelium, Hyperplasia 1 (68) 6 (12%) S (108} 4 (8%
Alveolus, Infiltration Cellular, Histiocyte 4 (B%) & (168) 3 (6% 3 (6%
Bronchiole, Poreign Body 1 (2%)

a Number of snimals examined microscopically at site and number of animsls with lesion

Page
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NTP Experiment-Test: B8050-06 INCILENTE RATES LF NOUNNEGPLASTIC LESIONS PY STITE ‘a)
FLudy Type: THROUNIC HMETHACRYLOHITRILE
Ropute: CAVACE
BOC3FL MICTE MALE O MGG 1.5 5 AT A
LASYE 483
PESPIRATORY SYETEM - CONT
Mediastinum, Inflammariun, Chroric hotive Lod2ey
Mediastinwr, ITflammation, Zuppurative 1 12%)
pleura, Inflammstion, “hronic Active 12wy
Nose 44y {50} 157 rny
Foraign Body ERRES S 3 0%y 4 2% L (2%,
Inflammation, Chronic Active 2 4%} T OthR)
Masolacrimal Duct, Inflammation, Suppurative 4 IB%) 1 z%)
LPECTAL SENSES SYSTEM
e ' 1, (R B )
Cornea, Ioflammation, “hronie Active S ’
Cornes, Inflammat ion, Suppurat e o105,
Cornes Hetaplasia, Saquamous 1 1106%)
Harderjian .)and rh 12y y "1
Infiltratioun Cellular, Mononuciear fell Y 3
GRINATY SYSTEM
Kidrey 1540, A 1575
Infarcl 7%y 1oz
Infiltracion reliulasr, Monomielesr 7Teil ERERNETY! 39 rER 12 '14%:
Inflammation, Chronic Aotive [ N
Tnflammar bon, Suppurasive 1oruEy
Mot aplawie, Osaeaas 12%y
Mitierelization 4% 193%; 47 124% 16 T2
Nephropst by 48 19 477 134% w4 TRE,
breery, Inflemnation, Chrovye &0t dve 1 12%y
Corter, yar 14 124%, Yoriak.
Funal Tubwle, Hyperplasis BOUIER, 214wy
Hernal Tubnle, HNerrogic
trinary Blsdder (50} 3]
Hemor rhasnge 1 k
Infiltyation Celiulme, Monooulea: Csil 12 teAw) 17 1348, 5 (1f% 15 12%%
Inflammation, Soppurative IRL N
L) of anbmaln examinod micr oy At gite aod uurher af animale with
bragges 1%
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FILASKS BY AMNATOMIC SITE (SYSTEMIC LEZISNT ARRPILAEIL. A -
METHRCPYLONITR
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TP Experiment-Tedgt . #6050-06 INCIDEHCE FATES
Study Type: CHROMIC
Boute: GAVAGE

LE

=

CURE STULY MICE FINAIED

Facility: EBattrelle Crlumbas Lakoratory

mical TAS R 126-98.7

Lok Date. 06/26/98

Cage @ All

Peasons For Poemoval )
Berovyl Dave Fandge. £l
Treatment Groups: Ioclude K1
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DIGPOSITION SUMMARY

Animals Initially in Stus,

Farly Deaths
Natuyal Desth
Moribund Sacrifine
Accidenrly Killed

G vivors

Nature) Death

Terminal Bacrifice

Animals Examined Microscopically

ALIMENTARY SYSTEM

Fsophagus
Periesophages] Tissue, Fibroue Histiccytona,
Metaptatic, Mepentery
FPeriesophageal Tissue, Leiomycsarcomns,
Metagtatic, Intestine Small, Tleum
Intestine Large, Cecum
Mdenocarcinoma
Leiomyoma
Intestine Small,
Menons
Intestine Small, Jejunum
Sarcoma NOS, Metastatic, Uncertain Frimary
Site
Intestine Small,
Adenocarcinoma
Leiomyosarcoma
Liver
Hemangiosarcoma
Hepatocellular Carcinoms
Hepatocellular Carcinoma, Multiple
Hepatocellular Adenoma
Hepatocel lular Adencma, Multiple
Histiocytic Sarcoma :
Leiomyosarcoma, Metaststic, Intestine Small,
Tleun
Mesentery
Fibrosarcoma, Matastatic,
Pibrous Histiocytoma
Hepatocellular Carcinoms, Metastatic, Liver
Laiomyosarcoma, Metastatic, Uterus
Lejomyosarcoma, Metsstatic, Intestine Small,

Duodenum

Ileum

skin

[ R ap—

i%0) 1604

(2%)
3 (6%) 1 (2%)
(48] (50)

1 (2%)
{50) {50)

1 (2%)
(50)

(50) (801}

1 428}
1 (2%)
1 {2}
9 (18%)

2 (4%)

€ {(12%)
3 (68)

-

(28)

(16) (11}

1 (6%)

Page 2
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e 7 Kl LA . XS A
1 &1
[ 7
06
43
11] o
[RALD] [R5
1 (%)
{50
[RA(N] 157
&340 )
(50 (503
Lo(2%
1 (4%
(4% (80}
1w
3 (6%) 1 (2%
1 2y
11 (22%) 4 (B%)
1 (28] 1 (2%)
1 {2%)
1 (2%
(1% 4)
1 (%)
1 (7%
1 (7%}
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o leppmr bioent Test  BBO
Sy Type CHBOHTC
Froute . LikiJALGLE

AL ) MO FiMRLE

v A 1 oA i o st

Kithl Oy LY NHTEM

eyt nnen
L & omy
11 enm

comi, Myl 8EL &L LL. JTbas) e Grall,

GENITAL SYSTEM

Clitoral Gland
ovary
Aienocarcinoms
Tysrodencms
Fibrous Histiocytoma, Metsstatic, Mesentery
Hemang i oms
Lelomyosaycoma, Matastatac, Int
Ileum
Lut.goma
Teratoms Benign
Thecoma Malignant.
Hrerus
Fibrous Mistiocytoma, Metastal
Hemangionsarcoma
L& L omy oma
Laiomyosercomn
Leiomyosarcoma, Metaastatic, Intestine Small.
Ileum
Polyp Btromal
Cervix, Hemanglocsearcoma

i, Mesenlery

[LIDE A

{0
50y

o 4%

7 14N

161

T A%
[ 3

YR AT

12w
Ioigh)

HEL B RS N

TEIYE

Pger

1 o12%)

SE TPk g

ey e

HEMATOPOIETIC SYSTEM

Bone Marrow
Fibrossrcoma, Metastatic, Skin
Hemangiosarcoma
Lynmph Node
Mediastinal, Alveolar/Bronchiolar Carcinoma,
Metastatic, Lung
Wediastinal, Fibrosarcoma, Metastatic, Skin
Mediastinal, Sarcoms, Metestatic, Bone
Renal, Leiomyosarcoma, Metastatic, Intestine
Small, Ileum
Lymph Node, Mandibular
Carcinoma, Metastatic, Harderian Giand
Lymph Node, Mesenteric
Histiocytic Sercoma
Sarcoma NOS, Metastatic, Uncertain Primary

{50)

X 1]
1 (2%}
147)

(49}

(48}
o128y

{60

1 (e

ALY
1 or2te;
147

{46}
1 (2%



N w

CHRONTC
AT

4. MICE FEMALE

HEMATCPOLETIC
Gito

YHTEM - eony

i lean
Humangiosarcoma
Hemangicasycoma, Metastaric, Bone Ma 1o
Histiocytic Sarcoma
Leiomyosarcoms, Metastatic, Intearine Gmall,
1) e

Thymug
Sarcoma, Metaslatic, HBone

arirent Tast: CHUS0 06 INCIDENCE BXTLG OF NLGPL (TR e

BCHY LN PR 31

| LES &

INTECUMENTARY SYSTEM

Mammary CGland
aderncacanthoma
Cazrcinoma
Sehwannoma Malignant, Metastatic, ZSkin
Duct, Adengma

Skin
Bubcutaneous Tigsue, Fibrosarcoma
Subcutanecus Tissue, Lipossrcoma
Subcutaneous Tissue, Zarcoms

subcutanacis Tissue, Zarcoma NO3S, Metastatic,

Urcertain Prinary Site
Subcuianeoss Tizsun, Schwiannoma Malignant

MUSCULOSKELETAL SYSTT

Eone
Fibrosarcome Metastatic, Skin
Cranium, Carrincma, Metastatic, Harderian
Gland
Rib, Periosteum, Sarcoma
Vertebra, Schv ammoma Melignant, Metastatic,
skin
Skeletal Muscle
Fibrosarcoma, Hetastatic, £kin
Leiomyosarcoma, Metastatic, Uterus
Liposarcoms, Hetastatic, Skin
Schwannoma Maligynant, Metastcatic, Skan

(650)

FENS A ¥

150)

7 (4%

(2}

2 {(100%)

A 01

g TN




L . S OE T DENCE PATET OF HEOPLASMS B ANLTOMIC SITE IS/STRMIC
~t < METHACFYLONITHRILE
e 4510 VI S VS A i.5 TOMGSY L MG KNG
MG/ KG
156G 1501 151 15
o i 2z
Ry s A . Skir 2 1L0TYy
u e
‘ 190y ‘Y 130)
s am v b lenona 6 (12%} 1 7 4%
: - Careinora 1 12% 1 3 iE%,
Larcinoma, Merastacic.
1 fz%)
. ‘s, Herderian Gland 2 4wy
rie Phyroid Sland 1 ' 2%)
o Lo, BrLn T iEwy
, Metastatic, liver 2 14, 3 ek
ic, Jntestine Srall .
PR
it Lavic, Swkin To2%;
: Y o, Bone Ry
Crw i Mel)goant, Mevastatic,
IOo12%)
. . P veular/fronchioler Carcinoms,
SMotartat e, Lung 1 12%;
st um, Fibrosarcoma, Metastavic, Skin 1oz
taest mur, lejamyoasrooms, Metastetie
v on 1 2%y
ol ek g g, Lejepwpsarcoms, Me astarie,
Line Emall, Ileum 1of%,
PRI, AT eoms, Wetastetic, Bone 1 g
150) 1597 1 150,
ne Me: , Harderian Gland 112w}
BYETEM
Ly {1y 150
carefnoms, . Ll HerdAerisn land 1OA50%)
Herder ian Glund L&) [V 123 rZi
el o PARE-IO Y 1 FARRRALIE 3 FE Rk 3]
Cir e dioma 4 thuwy
Bhimteral  Adenomns 1

PHge £
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NTP Experiment -Te:c o REOSG.06  TNCT BATES OF UEOPLAYME 11 RRKTOMIC ©07F (.
sy Type: CHRONIC MEPUACHYLONTTHILY
Rout e (GAVAGE

FEE T T Sty

BACSFL Mic .. FEMALE G MG boh NG, oMK
MG/ VG
UHINARY H5YETEM
Kidney (90) (L0} 149 (e
© Hemanglos&rcoms 112y
Leiomyosarcoms, Metascatic, Uterus 1 2%)
Leiomyosarcoms, Meto.iatic, Intestine Hmsll,
T1eum borew
Urinary Bladder [%0) (50) 1903 0
Hamangiosaycoma 1oy
Hemangiosarcora, Melestatic, Bone Marrow 3 otue
Leiomvosarcoma, Metasrsiic, Intestine Small,
Tleum 1 tz%,
Sarcoms NOS, Mata4tatic, Uncertain Primary
Gite 1 (2%}
SYSTEMLC LESIONS
f Multiple Orgen *{50) (50} (80, L1
distiocytic 3arcoma T botens
Lymphoma Malignant 9 (18W) C O [14%) 7T (148 7 (4w
¢ wm's vith any tissue exemined microscopically
Page 7
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Study Type: CHRONIC METHACRYLOMITPILE
Route: GAVAGE

B6ECIFL MICE FEMALF 0 MG/KSG 1.3 5 MG/ KC £ MG/KG

T MOR SUMMARY

Total Animals with Primary Heoplasms () 34 zR 23 21
Total Prirary Neoplasms 9% 39 4% il
Total Animals with Benign Neoplasms 24 15 20 13
Toral Banign Neoplagms 32 2n 25 14
Total Animals with Malignant Neoplasms 20 17 17 i
Tutal Maliynan: Necplasms 23 19 21 17
Total Animals with HMetastaric keoplasms B 2 9 4
Totcl Metastatic Neoplaom 23 3 26 22

Total Animals woth Mal
Uncertain Primary Site

innant Heoplasms p

Toral Arimals with Neoplazms Uncertain-
Benign or Maliguant
Toral Uncertasn Hecplasns

a Nuraer of animals examined microscopically ar site and number of animals with lezion
b owrimary tuness: all tumors except metastatic Luncre

Page o




NTP Experirent-~Test: 86050-06
dy Tyrie:. CHRONIC
Route: GAYMGR

A AR

INCIDENCE HATES OF AROPLAGH, BY AMAFOMIC SITE (BYBTEMIC LEEIONE ANPILAEL sy
METHACEA AN IR LE

L e e -

S T AR

e i T

u
&

<

BECIV] MICE MALE 0 MGIKG 1.5 2 MGG o Mta/ ¥l
MO/ KL
DIBPOSITION BUMMARY |
Animals ini.ially in Study 50 1 v Ll
Farly Deaths
Natural Desth 9 % 4 4
Morirund Sacrifice ) é 3
Dosing Acc dent i
Accidencly Killed 4
Survivors
Terminal Sacrifice 34 43 41 ‘e
Natural Death 1 2
Missing 1
Animals Examined Microscopically 49 50 50 0
ALIMENTARY 3YSTEM
Intestine Large, Cecum (49) (50) (50) (L0
Adenocarcinoma 1 (2%)
Intestine Small, - Duodenum (49} (49} (60} (50}
Adenocarcinoma 1 (2%} 1 (2%)
. Adenoma . 2 (4% 2 (4%) o2
Intestine Small, Jejunum (49 (S0 (50} (50)
Adenocarcinoma 1 (2%) 1 (2%} 2 (4% 2 4%
Liver (49) (50} (50 (50}
Carcinoma, Metastatic, Harderian Gland 1 (2%)
Carcinoma, Metastatic, Intestine Small, :

Duodenum 1 (2%}
Hemangiosarcoma 1 (2%) 1 {z%) T(2K) 1 (2%)
Hepatoblastoma 1 (2%)

Hepatocellular Carcinoma 10 (20%) 7 {14%) 7 (14%) 4 (8%)
Hepatocellular Carcinoma, Multiple 3 (6%)
Hepatocelluiar Adenoma 13 (27%) 15 (308%) 16 {32%) 6 (12%;
Hepatocellulsr Adenoma, Multiple 4 (8%) 12 (24%) 8 (16%) € (12%)
Hepatocholangiocarcinoma 1 (2%) 2 (4% 1 (2%}
Sarcoma, Metastatic, Pancreas 1 (2%)

Mesentery A3) (6) (61 (1)
Carcincma, Metastatic, Intestine Small,

Ducdenum 1 17w
Hemangiosarcoma 1 {17%) . ‘
Hepatocholangiocarcinoma, Metastatic, Liver 1 (17%)

Sarcoma, Metastatic, Pancreas 1 {17%)
Pancreas (49) (50) {540} (80)
. Hapatocholsngiocarcinoma, Metastatic, Liver 1 (2%)
Sarcoma 1 (2n) :
Salivary Glands (49) {50) (501 (50)
Page 9




NTP Experiment-Test: BBOS0O-06 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LES]ONC LoFIDGRDY  (a)
study Typs: CHROLIC METHACRYLONITR ILE
Route: GAVAGE

B6C3Y) MTCE MALE ) MG/KG 1.5 3 MT/EG & MG/EG

ALIMENTARY SYSTEM - cont

Stomach, Forestomach 49} (50) {53)
Squamous Cell Papilloma L o1z%1 2 (4%}
Stomach, Glan~ular 49 (50) 1559
Tooth ‘B 12}
Odont oma 1 117%)
CoROTOVASCULAR SYSTEM
Heart 148) {50! (50} (50
Hepat.cholangiocarcinoma, Metastatic, Liver L 12%
FHDOCRINE SYSTEM
Addrar 41 Cortey toy) 154} (30 150}
Taptu.e. Adenoma S H10%) 4 (H%, iotes
Subcapsular, Adenuma Lot2e
Adrenal Mzdullas (4% (50 150
Freschromocyt s Benign
izlecs FPancrestic {43} 1%} (58]
it 2 (4% ItZ2%;
Y roal slandg 4% §501 (59
c-Cel, Carcincma 1 12%:
Folliculsy Cell, pderoma L2 Y
Fol . dcul. s areiromna 1 12%)
GENEFAL EODY 5Y3TEM
Haone
GEFTTAL, SYSTREY
Epididwuis (4% 150} (50) 150}
Preput el Gland (49) 150) {5 ) 149
Prostmte (4% 150} 150 150
Hamangiasarcoma 1 (2%
BArcors, Metastatic, Uancreass 112y
Sepinel Vegicls 49) (50) £h0y (50
CATeinome, Mersstat Intestine Gmall,
Dol L 3
Hepatocholnargliorareinoas, Metastatic, | iver T 1e%y
Sarcomas, Matestati., Pancreas 1 12%;)
Bteg (49) 150} t50) (51
Tnte ptitial Cell, Adenoma 1 12%

Page 10
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NTP Experiment-Test: #80%0-06 INCLIENCE REPES

Study Type: CHRONIC

OF HEGPLAGME BY ARATOMIC £ITE

(EYHTEMIC 1P
METHACRYLOR) TR I LE

he

Tems AR itrorry,

I#,

Route: GAVAGE
REC3®L 1y 0 MG/YG FRF L MG
WL/ XG
HEMATOPOIETIC SYSTFM
Bone Marrow 49 (50) (R3]
Tymph Hode (3} (%) (1)
isronchial, Hepatocholangiocarciroms,
Metastatic, Liver 1 (33w
Mediastinal, Cercinoma, Metastatic
Intestine Small, Duodenum 1 (33%)
Mediastinal, Hepatocholangiocarcinoma,
Metastatic, Liver 1 120%)
Pancreatic, Sarcoma, Metastetic, Pancreas 1 (20%)
Lymph Node, Mandibular (46) {48} (509 (477)
Carcinoms, Metastatvic, Harderian Gland 2 14%)
Lymph Node, Merenteric (46) (43 149 (47}
Hepatocholangiccarcinoms. Metastatic, 1 .e: 1 (2%
Histioeytic Sarcoma 1 (%)
Spleen (49) (50) (%0) (507
Hemangiosarcoma 1 12%) .
T.aymus 40) (48) (46) (8%
Hepatocholangiocarcinoma, Metastatic, Liver 1 (2%)
INTECUMENTARY SYSTFM
Skin (49) (50} (50} (50}
Keratoacanthoma 1 (2%)
Subcutaneous Tissue, Hemangioma 3 (2%;
Subculareous Tissue, Lipoma to(2e) 1 (2%)
MUSTULOSKELETAL SYSTEM
Skeletal Muscle o (23 (1)
Carcinoma, ietasratic, Harderia: Gland 1 (50%)
Carcinocma, Metastatic, Intestine Small,
Duodenum 1 {50%}
Hepatocholangiocarcinoma, Metastatic, Liver 1 (100%)
NERVOUS SYSTEM .
None
Page 11




NTP Experiment-Test: 88050-06 INCIDENCE RATFS OF NECUPLASMS BY ANATOML. 5I7° SYSTEMIC LESIUNG ABFIUDGED) ‘&) Fepor LEIpET LR
Study Tyre: CHRONIC METHACRYLONT TR a3t L0015-4%9
Route: GAVAGE Time oz 44 2L
BGC3F] MICE MALF 0 MG/¥G 1.5 1 WGIEG EOMG/YG
MG/ KG
RESPIRATORY SYSTLM
Lung (43) {50} 150
#lveolsar/Bronchiclar Adenoms 2 14%) Tl 22w To14%)
Alveular/Bronchiolar Adenoma, Mulliple .12%)
Alveolar/Bronzhioler Carcinoma 4 (8%) 2 14%;} io12%)
Alveolar/Bronchiolar Carcinoma, Maltipie 1 (2%)
Alveolar/Bronchiolar Carcinora, Metaszstatic, .
launy 1
Carcinema, Metsstatic, Harderian Gland < 14%)
Carcinoma, Metastatis, Intestine Small,
Duodenum 1 2%)
Hepatocellular Carcinoma, Matastatic, Liver 6 {12%) 2 4 13%
Hepatocholangiocarcinoma, “crasratic, Liver 1 (2%) 1 1 2%
Mediastinum, Carcinoma, Metastatis,
Harderien Gland 1 12%)
Mediastinun, Hepatocholangiocarcinona,
Matastatic, Liver 1 12%) 1 12%)
Serosa, Hepatocholangionarcinoms, Metagtalic,
Liver 1 12%
Noge t49) 150) 50y {50
“accinoma, Metaz-.atic, Harderian Gland 1 (2%)
EPECIAL CENSES GYSTEM
Harderian 6land 13) (Z) 17 riy
Adanoma 3 1100%; 2 1160G%) 5 4T1%; T (10 0%y
Careinoma z 129%;
URLHARY HYSTEM
Kidney oY) (50) (50 157
Hepatocholangiocarciooms, Metastatic, Liver 1 12%) 1 12%)
Renal Puuule, Adenoma 112k
Renal Tubule, Carcinoma 1 (2%
Urinary #ladder (49) (59} (50} (57
EYLTEMIC LESTONS
Multiple Organs 149 * {50 £150} Y150
1 14%)
2 14%) 3 165% 3Ore%y P 2 3]

I Mombmr of snimals with any Lisgve ewnt)ned microgropicnlly
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NTP Fapariment -Test: BROSO 06  TRCIDENCE OF WNEOPLAZME BY RANTOMIC S1VE CIYSTERIC LESTONG BBRIIeTg 1a; sy v
Htudy Type: CHRONIC METHB Y LA PR Ly Fiap e
Hunate: GAVAGE g e

B L o O SO E soam S P S N TR v ! o 12

BGCIFY) MICE MALE O Ma/ve 5 Mty /il £ Mt P

o g

s st g 4 i pep— C e C e et g e - . . cor

TUMOR SUMMARY

Total Animales with Primary MNe.plasms (L) 40 4] i 24
Totas Primary Neoplasms 67 7 £4 11
Total Animals with Benign Neoplasms 49 k31 v I
Totsl Benign Neoplasms 35 49 46 4e
Total Animals with Malignant Nenplasms 24 it it #
Total Malignant Neoplasms 27 Y 1% 9
Total Animals with Metestatic Neoplasms 7 5 8
Total Mermastatic Neoplasm 12 17 %0

Total Animals with Malignant Neoplasms
Uncertain Primary Site

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

a Number of animals examined microscopically at cite and mumber of #n.1s15 with Lei son
b Primary tumore: all tumors except meLastatic tumorg

Page 13
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Date: 10/19/%4 EXFERIMENT: #4057 TEST: 06
Gratistical Anaiysis of :-imary Tumorz in Mice (BROIFT) -
Terminal Sa~rifice st 135 weeks

R LI ITE T

[ -1

Rlrenal Cortex
hdenomrs

TUMOR. FAT

OVERALL (a) 5/4% 1iC%) 21y B 4750 (v 0/4% (7% A1 A ! =l *

POLY -3 ADJUBTRE (b)) 1" 1 £ 4% g £y BER 1 [EL 4 K

TERMINAL (¢ 5735 114%; 31743 7% 4/43% (9%, G/re 0% GrAs ‘ -

PIRST INCIDENCF 729 (T €44 749 1Ty S .- - - - ;

“Q:“r,:

W1FE P O6EN P01 387H i72m P-GosB6N fe e

PO BOLOBIN R S S 474 Pl 078N o "e, ]

POLY Pl 374k 482N Pz, 074K g -

POLY B0 4448 S BT Bt 1554 te ,

fayiis el G 8N et 457N 312N fe ) =) e |
Rt IR | B Pty 43N L9 Pl Oy o A W

ORISR Y e e e s

Harderinn
Ardeseizsinm

brumMps eares ® # ¥ M M " . i
IPIERALYL, (&) 1750 6% AR P60 iy%y 2R 4% AT | 4k
MO R L LIVA 4 PR
TERMINSL, (4} SAVIRETY ") 17142 152y ¢ VAL ¢ %
¥ RN TR 79 ¢y T2 AT 7 (%X} S e
GEMRTITIOAL TELTL i
F=f) 530K [ InaX 41PN TSR
I p-0) 4714p Peli q8eR "
I POLY )% -0, aniy P-U daen ! S
LY fr=ty 4610 P A998 W o
AXa B IC B P aunN Py 4A8m , £
AnM feeth SUOE Bl 3091 ! Fe Tl ’ ;
oo e e - .- B e m s . e ama s :




Datem;  JO7L379% KA S MERT . BRGSO T, 6, 5o
tiral Analys af Promary Tunors in #ice (R6CIE ) . R A N A R
Terminal Laeyities wt 10% weske
xh%,?f}n!t,}.k.‘.“.._T“Hﬁh,ﬂ%”%—%ﬂiﬁ.ﬁfﬁtﬁﬂuun.»?sn.“\.»,.ﬂ«hxtﬁ,“ﬂ_v, E W CRE R A - , AN ANy I I T e o ‘L,i:llt..!l.....é)!l@.!!”,
j
Mt Teeny P
Noe 0 MLIEG 3 MK oMK t 1on ¢y g
M/ rf,
Ll -, “on - H v I R R o O o e R ol R L ik
Harderian Cland i
Cayainoma
ﬂ
TUMOR RATES ] “ ] ] ¢ ¢ * 8 t
OVERALL (a) 0/50 (0w) 0/50 (0% /50 (4%) 0/50 (0% 2/%0 4w O7%0% ! Pk PRRP
POLY-3 ADTUSTED (b) 0.0% G.0% 4.2% 0.0 4.4% 0% Yotk
TERMINAL 'd) G735 (0%} 0743 (0%) 1/4% (2% 0/22 (0%) 275 (6%} LI L ‘i it e .
FLRST INCTDENCE - S 50z - REL/ARV :
e e A —————
STATIATTICAL TESTS |
LiFE TADLE P=0,490 () P=0.262 () F:0.,1240 FoU.r N bl
POLY 3 P=0.35%0 (e) P:0.250 le) Pal (94N 28} A
POLY 1.5 P=0,448 () P=0.246 {e=} Pl 302H g Yh
POLY € P=0.285 () F-0.2%8 (&) Psl) b “
LOGTSTIC REGRESSION P=0.67% (e) P=0.187 (e} PN, 124% (&)
COCH-ARM / TI1SHERS P=0.595% {e} F=0.247 [£.3] Pal) Loy P 24 et
ok - unl,...v‘hunxWﬂnNHnHHHHﬂhuhu.hn.n..,nLuﬁﬁwvﬂ“H.ynﬁvhﬂhﬂﬂﬂﬂwiﬂﬂlhulﬂﬂiiﬂﬂ“ﬁﬁﬂ.ﬁﬁﬁhﬁR,ﬁnﬁuﬁkﬁnhﬁnaﬁﬁ,ﬂnr? - .
Males
Dose 0 MG/KG 1.% 3 MG/¥G 6 MG/KG 4] FE fo §ti, b
’ MG/ KRG | [V A
".Il"“"_u“HF.nn“'“ﬁ""“"““ﬂﬂ"““ﬂﬂ\\\ﬂ““ﬂﬂﬂREUHHHUHNNJ%Q“%HH“# RSy A S T e R . - - Cm e e b o b e e A e e e e e R o b ke o e e e e o -
HarJerian Gland
Carcinoma or Adenocma
TUMOR RATES # # # [} [ ] L] [}
OVERALL ({(a) 3750 (6%) 2/50 (%) 7750 (14%) 1750 (2%) 4/50 (B4} 2750 (4k)
POLY-3 ADJUSTED (b) 6.7% 4.2% 14.7% 1.2% .88 4.¢6%
TERMINAL (d) 31735 (9%) 2/43 (5%) 6/43 (14%) 1/22 (5%&) 4/35 (1.8 173% (3% PYVAR S B
FIRST INCIDENCE 729 (T) 729 (M) 502 729 (1) T30 (T) 638 EET/RY &
STATISTICAL TESTS
LIFE TABLE P=0,558 P=(.406N r=0.244 P=0. 482N P=0. 4118 P=G.341N AL N [ LT i
POLY 13 P=0.464 P=0.474N P=0.181 F=0.446N P=0. 344N PG 30€EN Fall 309N -5 0 G o
POLY 1.5 P=0.543N P=0.481N P=0.173 FP=() . 1BAN P=). 3290 P=0,353 Fal} 321N Peli 417 '
POLY 6 P=0. 368 P=0.463N . P=0.19¢€ P=0.499N P=1). 349N P=0, 3000 Fol 293N PO L
LOGISETIC REGREESION P=0.5%75N P=0.406N P=0.164 P=0_482N P=lj. 370N P=0.357H P=f . 338N Feli B0ON i
COCH-ARM / F1SHERS P=0. 267N Pr0.500N P=0.159 P=0.309N P=.292ZN P=0.339N Fi( 338N PO 5294
dHlﬂl.llﬂlllﬂﬂn““““ﬂnlllllllllnu HHHHHHHHNUHHHHHHHHHHHHH"HNNNNHHHﬂhnu""“ﬂnnﬂ.nnn"ﬁHHHHHHHﬁ"ﬂﬂﬂnhﬂﬂﬁwhﬂhuﬁkahh.ﬂhﬁ.n,JanHﬂﬂh%n“n;\.\ﬁﬁnﬁ "
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Tarnmiral Sacrifice at
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TUMOR RATES * ¢ L4 . ¥ B #

i

[OVERALL tal 9 Loty 1S (%) 5750 ¥ i
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POLY §

o
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i e ; -1
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OVEIALL A ENEETS 2
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0.7 B0 6741 Pty K2 PoOo23tH
M=ty Pk HERFA T YT ] B e P: 5 236N

FENFN

=S

RV IR T M pel) GHEN P-r GF 4t Pl 2278 4
el 482 te) Bafi 6191 P=fi pEar ‘e
Pel) LYIN T LATH Pl 6410 5, T




¢’
-

g~
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Males Voo hes

bose 0 MG/KG 1.5 3 MG/YG b MGG U MGNG F L A0S 4 2 '

' MG/ EG ! M, /KL
T RN A R C RSN AR REERRREITN R IR T TSN G IR NS S R LR P I I D e - B IR - boh e e g m e e
Intestine Small: Jejunum
Carcinoma

TIMOR RATES [ ] (] (] L} ’ L] ¥

OVERALL (a) 1780 (2%) 1/50 (2%) /50 (4%) 2/50 (4%) Glul 10%) B/50 10%) f }

POLY~3 ADJUSTED (b) 2.2% 2.1% 4.3% £.3% 0.0% 6. 0% L4

TERMINAL (d4) 1735 (3%) 1/43 (2%) «/43 (5%} Cr2z (0%) (08 G/AE (G%) R R TR Y

mnwwma INCIDENCE 729 4T) 729 (T) 729 (T) 481 -

me>4mm4wﬁ>r TESTS

LTIFE TABLE P=0.204 P=0.719N pP=0.572 P=0.396 (e) (e)

POLY 3 P=0.214 p=0. 748N P=0.515% P=0.384 te) le)

POLY 1.9% P=0.255 =0,791R P=0.510 Pali. 428 (@) ()

POLY 6 P-0.152 P=0. 742N p=0.525 P=0.347 [ X

LOGISTIC REGRESSION Pz0. 296 P=0.715N P=0.%72 P=0.903 te) (&)

COCH-ARM / FISHERS P=0.337 P=0.7%3IN P=0.500 P=0. 500 (3} (€1}

R R R S S s wmeme R T L s AR RE R E R R E T S N P TN T T R N L L L I T T NI NS R A RL YIS TSNS T w e L5 B i T TP A A ) B e ke e
Males Femel en

Dose 0 MG/KG £ 3 MG/KG 6 MG/KG O MGSKG 15 TOMG K £ ML/KY

MG/ KG MG/KG
R e s A S N A I I P T N Y I ¥ P S P A I T T I ST Y 1) AT RUETE T WEME S K LT E T IR ES -
Intestine Small: Site Unspecified
Adenoma

TUMOR RATES L] # " [ L] # L] ¥

OVERALL (a) 2/50 (4%) C/50 (O%) 2/50 (4%) 1/50 (2%) 1750 (28) 1/50 (2%) 0/50 {0%)

POLY-3 ADJUSTED (b) 4.5% 0.0% 6.3% 3.2% 2.2 2.3% 0. 0%

TERMINAL (4d) 2/35 {6%) 0/43 (0% 2/43 (5%) 1722 (5%) 175, 13%) 1/3% (3%) 0743 (O%)

PIRST INCIDENCE 729 (T} 729 (1) 722 {T) 730 IT) 730 {T)

mavanmﬂnn>r TESTS

LIFE a)&rm P=0.582 P=0.15%4N P=0.619N P=0.660N P=0.2064N P=0.76¢ P=0. 459N P=D.%6IN

POLY 3 P=0.560 P=0.225N P=0.679N P=0.%523N P=0.2031IN P=0.750 Pr(. 490N P=0.S%IN

POLY 1.5 Pz0.5%91N F=0.228N P=0. 684N P=0. 576N P=0.136N P=0.752 P=0.494N P=0. 543N

POLY € . Pe(. 529 P=0.2190 P=0. 568N P=0 . 664N P=0.223N Pe0.7%1 Pe0. 484K Pz 565N

LOGISTIC REGRESSION P=0.582 {e) P=0.619N P=0.860N P=0. 164N P=0.762 (&) 1e)

COCH-ARM / ﬂumzm:t P=0.531n P=0.247H =0, 691N P=9.500N Pl . 236N P=0. 753N P=0. 500N P=0.500N
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Stavigtical Analysis of bPrimary Tumors in Mice(BECIFL
Tarminal Secrifice at
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bate: 10/19/99 EXPERIMENT: B3({S0 TEST: 06 Fage ©

Statigtical Analysis of Primary Tumors in Mice (B6C3F1) - METHACHYLONITRILE
Terminal Sacrifice at 10% weeks
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Ma.es . . Fems . es
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POLY 1.9 P=90.290 =0.514 ?-0.317 P-0.428 P=0.614 (&) B=0. 507
POLY 6 P=0.198 P=0_.%28 f‘o 336 B=0 347 P=0.%13 {e) P=0.519
LOGISTIC REGRESSION P=0.376 P-0.572 B304 P=0.503 P=0.734N o] P=0.3K%
.03: >xx / nn :nn P=0.404 P=0_.590 =0 . .09 =l 500 [P=0 694 1e] Puil SU0
Males Fama . o3
Dose O MG/E 1.5 3 OMG/RG £ OHG/KG 0 MG/ EG 1.3 1 MG/RG £ OMG/XG
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P20, 33y F-0.481N P-0.37% Br{),563 P=0.341H p-0.7
Pe0. 225 p=0 463N Pl 404 PO 438 p=0 361N Pl 151
LOGIBTIC REGREZS10N P=0,439 P20, 406N p=0.37% B=-0.529 P=0.31%ZNH P 162
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POLY-3 ADJUSTED (h) 4.4% 0.0% 2.1% 0.0 0. 0% LA ] [T )
TERMINAL {(d) 0/35 (0%) 0743 10W) 1/43 (2%) /22 (0%} G735 (0% 0715 (6% iei 1 UN, {98
PIRST INCIDENCE €77 - 729 (T) v - :
STATISTICAL TESTS
LIFE TABLE P=0_235N P=0. 222N P-0.452N {e) 1) (&) (e, .
POLY 13 P=0.212N P:=0.226N P=0. 46BN P=0, 330N {#) i€} ] te) :
POLY 1.5 P=0.206N P=0.229N F=o 491IM Pe0. 291N () fe} o) &)
POLY 6 P=0.,226N P=0.222N P:0. 480N P=0. 367N (&) (%) €} 1€, '
LOGISTIC REGRESSION P=0. 205N P=0.25TN Pe0. 494N PsQ. 289N (e} S o} te !
COCH-ARM / PISHERS P=0. 185N P=0),242N P=0.492N P=0.242H8 {e) (&) T e, i
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POLY-3 ADJUSTED (b) 26.3% 54.7% 49.2% 34.7% 19.8% 20. 8% 25.5% 14.1% m
TERMINAL (&) 12/35 (34%) 22/43 (51%) 21/43 (49%) 7/22 (32%) /35 (20%) 8/35 (23%) 1273 (28%;  6/25 (16%: |
FIRST INCIDENCE . 501 €05 429 481 653 638 730 (T 480 _
STATISTICAL TESTS M
LIPE TABLE P=0.512 P=0.168 P=0.318 P=0.518 P=0. 184N Ps0.559 P=0. 507 P=0. 414N |
POLY 3 P=0.442N P=0.053 P=0.143 P=0.531N P=0. 180N P=0.559 PO, 341 P=0. 3550
POLY 1.5 P=0.253N P=0.046 * P=0.135 P=0,380N Pe0. 105N P=0.569 Pe(.322 Pl 2920
POLY 6 P=0.448 P=0.064 P=0.15% P=0.517 P=0, 440N P=0.563 P=0.3€7 P=0. 4110
LOGISTIC REGRESSION P=0.123N P=0.030 * P=0.119% P=0.296N Px0.18EN Px(. 564 Pr0.408 P=0. 370N
COCH-ARM , FISHERS Px0.0S1N Pe0.041 + P=0.127 P=0.1728 =0.183N P=0.602N Pr0.254 P=0. 154N
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14 4% 14 9% 12.4%

3743 (7%) fi/743 (14%) 1722 (5%

625 £94 491
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P=0. 105N P UMM L0190

PO 0960 P-n D14n*
Males

1 1 ome/ e 5 MGG

Hepatucelluler Carcinuma or Heapatoblast oma

/50 (14%)
14 4%

3/43 Ui%)
L5

=0 041N
P=0. 05BN

Vel 0a0K
P00 055K
Py, 104K

Pel 063N

50 (14%) 4/%% (%)
14 9% 12 .4%
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Sratisrical mAnalysin of Promary Tumcrs in Mice{BODsFL) - ISR LU B M
Termina)l thscrifice ar 105 weebn
EAN G RR R RE MR T TR B R R AR R T R R RS T e, RS IRt o o - - FE e ko o b e e o e e
Fevid, e
Dose 0 MGC/KG 6 MG/KG Y4 AP e, /e oo
ERSmFrormroa o zne R R RRM e AE R ERE LSRR RERR A P E R A REG S5 Bose e e e e -
Liver
Hepatocellular Carcinoms or "
TUMCR RATES
OVERALL (a) 24749 (49%) 29/50 (%8%) JB/50 (56%) 15/50 (30%) [10/%0 (20%)  11/%0 (2781 14/4% 149%)  hLsoy (WP
POLY-3 ADJUSTED (b) 50.7% 58.6% %7.2% 41.9% 21, 9% 5. 4% A J AT
TERMINAL (d) 16/35 (46%) 23/43 (54%) 24/43 (56%) 7/22 (32%) 7/3% (20%) SO/3% 12905 34743 (0%} List (2l
FIRST INCIDENCE 501 605 429 481 53 638 (1] g
STATISTICAL TESTS
LIFE TABLE P=0_477N P=0.539 P=0.538N F=0.502N P=0.414N P:0. 494 I 4541
POLY 3 P=0.256N P=0.281 P=0,331 P=0.2830 P=0 . 410N Pel. 444 |4 sy
POLY"1.5 P=0.117H P=0.264 P=0.321 P=0.156N P=0.322R PoC.4%8 ¥ 4Gt
POLY € B=0., 410K P=0.311 P=0,352 Ps0, 4298 Pel) 4834 Pr0. 4473 §- 45
LOGISTIC REGRESSION P=0, 050N P=0,205 P=0,298 P:0.118N P=0.400N P:0.4%3 Fooo4iih
CCCH-ARM / FISHERS P=0.014N"* P=0,243 P=0,309 F=0.042KR* P=0. 181N 0,500 el ¥24 frad u0rin
"IHHIu"F.IM.H“n."nnu.nHnuunvvnknhﬁnﬂ.ﬁﬂunuunHh..uhhnulﬂﬁﬁﬂﬂn!illmh““ﬂnn“ﬂ“"ﬂlﬂ!l!nl“ﬁ“hnnan,.“ﬂ.nﬂﬂﬂnﬂﬁxa.;aﬁaﬂgu EICEN- T )
Males Pestma )64 “
Dose 0 MG/KG 1.5 3 MG/KG 6 MG/KG 0 MG/KG 1.5 3 MK £ ML KL '
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TUMOR RATES
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POLY~3 ADJUSTED (b) 50.7% 58.6% 57.28% 41.9% 21.9% 25.4% 29 .6% 16.9%
TERMINAL (4) 16735 (46%) 23743 (54%) 24/43 (56%) 7/22 (32%) /35 (208} 10/35 (29%) 13/43 (30%) 6/26 (0%}
FIRST INCIDENCE 501 605 429 481 6453 638 653 480
STATISTICAL TESTS
LIFE TABLE P=0.47TH P=0.539 P=0,538N P=0.%03N P=0.414N P=0.494 P=0.43] P=0 456N
POLY 3 P=0.256N P=0.281 P=0.331 P=0.283N 1=0.410N P=0.444 P=0, 269 Br0.392N0
POLY 1.5 P=C. 117N P=0.264 P=0.321 P=0.156N P=0.322N P=0.458 P 251 Pl 319N
POLY 6 P=0.410N P=0.311 P=0.3%2 Pr. 429K P=0.483N P=0.443 F=0.294 P=0.458N
LOGISTIC REGRESSION P=0. 050N P=0.205 P=0.298 P=0.118N P=0.400N Pz0.451 P=0. 284 P=0 401N
COCH~ARM / FISHERS Pal, 00 4" P=0.243 P=0.209 P=0.042N~ P=0.181N =20.500 P=0.224 P=0. 207N
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Date: 10719799 EXPERIMENT: 88050 TEST: 46 Fage 9
Statistical Analysis of vlwf)\ Tumory in Mice(B&C3IF)) METHACEY LONITRILE
Terminal Sacrifice at 105 weeks
FEESEIETIERI T J> S R TN IS SSIISIEEEETISEIIINSSTRTEI OIS IIEEET ccToseomeceemmeeme— e e - - - e
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FIRSGT INCIDENCE T2y 6249 612 481 109 TIG Ty £
BPATT ST 10, PEGT
LIVE TABLI Pel) 143 p=0 023+ | Y] p=1.088 P-0.127H P=4 23308 ISR T
POLY pP=(.168 P~0.0110 * Pel), 064 Pl 104 P=li HYIN Bzl 787N Pzl 048
POLY " PO, 2458 P=0.009 »+ P=0. 051 P=0.141 P=U UGHYN P=0. 261l [ ORI ]
POLY p=0.314 pP=0.012 * Pe0. 060 P=0.078 P20 091N P=l 264N Pl 441
.«xgu. ‘?Qzﬁxhuzz P= 145 Pe).012 * P=0,0%% p=0.08¢ P=0.134N Pz 240H Bl GEbye

Pe() 48% =0 00D *+ P=0.049 * P=0.226 v a :dcz -0 24 Pzl 276N
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POLY-3 ADJUSTED (b) B.9% €.2% 2.1% 1.2% 2.2% G.0%
TERMINAL (d} 4/35 (11%) 2/43 (5%) 1/43 {2v) 1722 {5%) 1735 (%) G/%% (O%)
FIRST INCIDENCE 728 (T) 563 729 (T) 729 (1) T30 (T} e
STAT. "TICAL TESTS
LIFE TARBLE =0.1720 r-0.400N P=0.123N P=0. 341N P=0. 50 265
POLY 3 F=0.128N P-0.462N FP={. 166N P=0.311N PO W77 10
POLY 1.5 P=0.118N P=0.474N Fs(. 170N P=0. 253N FeO.DB2 A
POLY € P=0.13€H P=0.447N F=0.158N P=0.367N P:0.074 L SOEN
LOGISTIC REGFRESSION P=0.150N P=0.S01N P=0. 121N P=0.341IN P=0. 062
COCH-ARM / FISHERS P=0.089N P=0.489N F=0.175N P=0. 175N P=0.0%7 L LOON
R R e L T T T R R R R 2 YT P Y S g g N 1P 1y FRESEEICREFAEER FERTREREFF & &
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TUMOR RATES
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POLY-3 ADJUSTED (b) 13.4% 26.68% 19.1% 15.7% 13.34% 7.0% 4 2
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FIRST INCIDENCE 729 (T) 563 612 481 709 730 (T) 730
STATISTICAL TESTS
LIFE TARLE P=0.506 P=0.145 P=0.4139" P=0.463 P=0.470 P=0.239N P=0
POLY 3 P=0.534 P=0.087 P=z0.328 P=0.515 P=0. 547N P=0.267N F=0
POLY 1.5 P=0.424N P=0.078 P=0.312 P=0.608 P=0.537N P=0.261N P=0
POLY 6 P=0.442 P=0.100 P=(C.350 P=0.411 P=0_%47N Px0. 264N Px0
LOGISTIC REGRESSTON P=0.528N P=0.075 P=0.334 P=0.442 P=0.476 P=0.240N P=0
COCH-ARM / FISHERS P=0,218N P=0.0€8 P=0.303 P=0 . 486N P=0. 500N Pr0.243N P=0
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EXPERIMENT: £BO50 TEST: 06 Face )

Analysis of Primary Tumors ir Mice [BECIF]) - METHACRYLOMITRIL
Terminal Sacrifice a* 105 weeks
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Mammary GIand
Care i oma
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POLY 6 fes) fe) {g) * fe) Ceny =3
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P=0.1238 P=0.306 P=0. 1485 P=(. 095N
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Da EXPERIMINT: 88050 TEST: 06 Bane o
of Primary "umcrs ir Mice!BAC3IFI) - EONITRILE

Terminal Sacriflce at 105 weeks

10/19/99
Statistical mnalysis

i
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Ma ' es
Dose 0 MG/KG 1.5 3 MG/¥G 6 MC/YG 10 MG/EC 15
MG/ KG ! M3/ K
All Organsg
Malignent Tumors
,,_dxc.u m..b:.\b ¥ L] ] L3 # # &
chx>rr An, 24750 (48%) 17/50 {34%) 145/5G (32%) B/5%0 (16% 19/%0 (38%)  17/50 134%) 17¢50 134%;
POLY-3 ADJUSTED (b 449 5% 14 3% 31.1% 23 .8% 47 3% 3£ .49 24 4%
TERMINAL (d) 14/3% (40%; 11743 126%) 12/43 128%) 3742 (14%; 11435 131 /9% (Lif%) 11743 i2k%
FIRST INTIDENCE s01 5613 5732 481 607 289 Sul
STAPISTICAL TESTS
LIFE TABLE p=0.047H" .v 0.05%8H Pr0.0370" P-U . 06ESH P-0,4421 EROIE ) FP-U
POLY 3 P=0,019% P=0. 092N P=7.07%4 P=0 . D16N* p=f 428N AT LN P=C :
POLY 1.% P=0. 005N * P=0.0948 Py 072N P=10. DU4H*T* F=0.4241 PLET4R P-C 1S
POLY 6 P=0, 037N F=0.088N P- 373N p=0 O50H F=l 4310 MR VIO gl F7
LOGIBTIC REGRESSION P O0IN*" P=0. 158N PO DEEHN P=0 O0ZN** 1 ﬁ.aww: Py 4R5E p=r 232
: >n: / nﬁ SHERS o\e oo_z.. p= : 111K vne.gqmz pef) ;ouz‘. Fa 41N B='r 415N peil%
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Malignant and Benign Tumors
TUMOKE RATED 4 # # L4 * L * &
DVERALL (&) 40750 (BO%) 41/%0 (82%)  19/50 (TRY)  24/50 (4B%) AA/NG tEREY JE/LG O iTER 9B rERg, 21787 Lrdg
POLY -3 ADIUST 81 9% B2 L% i) 52.1% GH U LY.4% S8 7% 57 L%
TEEMINAL (d) AT/3G ATTR) 3474 (USR] N/4% (TR 12722 (55%) 124735 (6%% FIF4T OIRA® 1A/ T
PIRST  LNCTDENC 501 PUE 424 481 362
TATIGTICAL er::z
LIFE TABLE P 3L0NR p=0 195 b-G 21N P=0. 378N p=l 2681 -
POLY 3 Prfly G17H* F=0 59 pel 418N B0 O2THY el 1644 -
PoLy 1 PO DU b Ny Pl 4221 B0, BGOSR P-0 OB g
POLY H p=t GTINM =0 656K vl 415N N98H PG 2440 o
! Pel, DUFK»* yo9 539 Vel 440N &S IEE)) iad P=G. 061 -
?3@: rRM / %4 :?Ez Pafl O b=l 506 Pzl S00H Peaf) DOING P= 0134 il
(n)  Number of tumor-besziry spimals /  nweber of aninels examined st eile
() Poaly 3 mdjusred 1ifetime fumnr e idenre
(d)  Obeserved incidetce at Lepmins) kil
(1) Beneath the eontra} dneifenre are the b ouslnes maaneinbed gith the tyend
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C o7

Leing (divectly or indirectly) the of doath.

Logistic regression ic an alternative

method for anelyzing the incidence of non-fatal tumcra. The Cochranehomit aye
and Prahiers exect teats comperce directly the overall incidence rates

for all testm a negecive rrend is indicated by N

fe) Value of Statiatic cannot be computed,

(1) Interim sacrifice

(T) Termina! nacrifice

b Tumor rates based on number of animals necropsied.

4 To the right of any statiatical result, indicates significance at (Prs0.0%) .
** To the right of any statistical resulr, indicstes significance at (Pesl 67)
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