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Dear Document Control Office (7407):
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In compliance with the National Toxicology Program'’s (NTP) mission to keep our colleagues
informed of the current NTP findings during ongoing studies, a copy of ths Pathology Working
“roup (PWG) report and the Summary Pathology Tables for the chronic dosed water study on
DIPROPYLENE GLYCOL (25265-71-8) are enclosed for your review,

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

of information that includes other results from this study and historical control data.

The Summary Pathology Tables contain the Incidence Rates of Neoplastic and Non-neoplastic Lesion
data and the Statistical Analysis of Primary Tumors date pertaining to the laboratory animals. All A
sht:dy data are subject to an NTP retrospective audit and the interpretation may be modified based or

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 2 Web browser such as Netscape
Navigator or Internet Explorer. To access the NTP home page, use the URL
http://ntp-server.nichs.nih.gov/. Comments on the usefulness of this site and suggestions for
improvement are encouraged.

Please contact Central Data Management (CDM) at (919)541-3419 if you have any questions. You
may also fax your requests for information to CDM at (919)541-3687 or send them via e-mail to
cdm@niehs.nih.gov. o
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Hard copies of documents such as NTP Technical Reports, short-term Toxicity Reports,
and the Report on Carrinogens are ~vailable from the Environmental Health Information
Service (EHIS). You can contact EHIS by phone at (919) 541-3841, by fax at (919)541-
0273, or by e-mail at ehis@niehs.nih.gov.

Sincer..y,

Uit ol

Wiiliam Eastin, Ph.D.
Head, Information Systems & Central Files
Envirorunental Toxicology Program

Encls: PWG Report and “athology Summary Tablex for ca:s
ce: Central Data Manz' 2ment



PATHOLOGY WORKING GROUP
DRAFT CHAIRPERSON’S REPORT R 5314

rTwo Year Chronic Study of
Dipropylene Glycol (DPG) (C88031B/88031-05)
~Administered by Dosed Water to F344 Rats

DATE OF PWG: September 21, 2000
LOCATION OF PWG: INIE:S, Research Triangle Park, NC

PARTICIPANTS:

Drs.D. Dixon (NIEHS), <. Flake (NIEHS), R. Hailey (NIEHS), R. Herbert (NIEHS), T.
Suwa (NIEHS), D. Malarkey (NCSU), A. Brix (EPL), G. Parker (ILS-PWG Chairperson), C.
Moyer (PAL observer), and V. Turosov (Carcinogenesis Institute of Moscow, observer).

SUMMARY OF FINDINGS FROM PWG:

, The PWG was convened to ev-luate seiected H & E slides from & two-year chronic study
of dipropylene glycol (DPG) administered in the drinking water. The following is a summary of
review findings.

= Male. fom tk= 4% group had an increase in the incidence of nephropathy and associated
lesiors such as gastric ulceration, hyperplasia of the parathyroid gland and cardiac
miteralizaticn. The nephropathy was considered to be the cause of the debilitation that
resulted in arly sacrifice of many males from the 4% group.

- The olfactory epithelium of males and females from the 4% group had a high incidence
of atrophy and a low incidence of vacuolar degeneration. :

- The liver of males from all treated groups had a high incidence of granulomatous
inflammation that appeared to be associated witk: accumulation of lipoid material.

- There was an increased incidence of bile duct hyperplasia in males and females from the
4% group and males from the 1% group.

-~ Males from all treated groups had an increased incidence of basophilic foci in the liver.

- The incidence of pheochromocytomas in 1% males was slightly increased compared to
cuncurrent and historical controls.

Males from the 4% group had a high incidence of suppurativr inflammation of the
parotid salivary gland. .
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INTRODUCTION:

Dipropy'ene glycol (DPG) is a colorless, odorless liquid that has the following uses:
antifreeze, air sanitation, cosmetic stabilizer, polyester and alkyd resins, reinforced plastics,
plasticizers and solvent. Direci consumer contact with DPG « =curs with the use of hair care and
bath products, perfumes, facial cosmetics, decdorants and skin care preparations. Concentration
of DPG in these products can range up to 50%. Production volume of DPG from 1980 to 1985
was estimated to be 27.1 to 52.9 million pounds per year. Occupational exposure occurs in -
medical and health professionals, office cleaners, automobile dealers, mechanics and service
station attendants, chemical mdustry workers and metal industry workers. The US Food and
Drug Administration (FDA) has approved DPG for use in adhesives, as a defoaming agent and as
a surface lubricant. No permissible exposure imit has been established by OSFA, and neither
NIOSH nor ACGIH have established exposure limits for DPG.

DPG absorption, biotransformation and excretion are poorly characterized. DPG is
known to be absorbed foilowing oral and dermal exposure. Biotcansformation is assumed to be
similar to that of glycol or glycol ether, which involve saponification.

The oral LDsy for DPG in rats is 15 g/kg. A 68-day subchronic study (reported in 1939)
of 1, 5, or 10% DPG administered in drinking water resulted in death of 7/25 in the 10% dosage
group after 10-30 days of treatment. Five of the seven early death rats had renal lesions that
were uncharacterized in the study director’s report. Four of 18 interim Xill rats had
uncharacterized renal lesions. A more recent 13-week subchronic study of 0.5, 1, 2, 4 and 8%
DPG in drinking water given to F344 rats revealed treatment-associated reducticn in body
weight of males and females from the 8, 4, and 2% groups. This study also revea’:d serum
chemistry indications of hepatic damage in the 4 and 8% groups. There was an increase in
kidney weight in males given >2% and females given 24% DPG. Microscopic findings in the
13-week subchronic study included adrenocortical hypertrophy in both sexes of all treated
-grQups, liver lesions including necrosis in males at 4 and 8% and females at 8% DPG, olfactory
epiihelial degeneration in males and females at 8% DPG, and testicular atrophy at 8% DPG.

There are no known studies on th:e chronic toxicity and carcinogemicity of DPG. Chronic
studies of propylene glycol and polypropylene glycol, which are structurally related to DPG,
revealed those compounds to be noncarcinogenic. There are no kmown studies on the

genotoxicity of DPG.

STUDY DESIGN:

Male and female F344 rats were given DPG in tap water ad libitum at concentrations of
0.25, 1, or 4 percent for approximately 105 weeks. The studies were conducted at Battelle,
Columbus, Ohio. The Study Pathologist (SP) was Dr. S. L. The Quality Assessment Pathologist
(QAP) was Dr. A. Brix of EPI ’



STUDY RESULTS:

Survival of all female groups and males from the 0.25 and 1% DPG groups were similar
to controls. Survival of males in the 4% DPG group was severely decreased, with no survivors
-after Study Week 94. Reduced survival of males in the 4% DPG group was largely due to the

~Jarge number of moribund sacrifices in that group, as shown in the following text table. The
study director’s report indicates there were no DPG-related clinical observations, but 31/50 -
males from the 4% DPG group were listed as moribund sacrifices before Study Week 94.
Review of the clinical observations summary tabls (Table D-1 in study director’s report) reveals
23/50 of the 4% males were thin, with earliest onset at Study Day 400 and mean day of onset at
Day 557. Nasal/eye discharge was recorded in 13/50 males from the 4% group, with earliest
onset and mean onset of Days 372 and 488, respectively. Water consumption of 4% males was
substantially elevated compared to controls beginning at approximately Week 50. The
combination of these observations suggests ncphropathy was the cause of the moribund status
that resulted in early sacrifice of many males from the 4% group.

DPG SURVIVAL SUMMARY, MALES

0% 0.25% 1% 4%
Began Study 50 50 50 50
Moribund Sacrifice 12 14 18 31
Spontaneous Death 15 9 5 19
Terminal Sacrifice 23 27 27 9
Survival to terminal sacrifice (%) 46 54 54 0

Group mean body weights for males and females in the 0.25 and 1% groups were similar
tagontrols for the in-life duration of the study. Group mean body weight for 4% males was
gecreaged 10%% relative o comtrols beginning ai Study Week 10 and continued to decrease
relative to controls through the remainder of the study. By the time of death at Week 90-94,
group mean body weight of 4% males was 68.5% of control body weight. At the time of the
terminal sacrifice the group mean body weight of 1% males was 5.5% less than control body
weight. Females in the 4% DPG group had reduced group mean body weight that started at
Study Week 10 and persisted though the study. At termination the group mean body weight of
4% females was reduced 13.5% compared to controls.

Males and females in the 4% group had reduced water consumption in Study Week 1,
which was attributed to taste aversion. Water consumption of 4% females returned to control

level thereafter but warer consumption of 4% males was somewhat higher than controls up to
Week 50 and substantially higher after Week 50.

Nécropsy revealed no gross lesions that were attributable to ireatment.



The study pathologist identified the following lesions as related to treatment:

Liver- ‘
granulomatous inflamiration
bile duct hyperplasia
basophilic foci

Kidney-
nephropathy
transiticnal cell hyperplasia

Nose-
degeneration of o}factory epithelium
atrophy of olfactory epithelium

CONDUCT OF THE PWG:

In preparation for the PWG, the PWG Chairperson reviewed the study pathology tables
(summary and individual animal data), the study Final Report that included the SP’s narrative,
the Quality Assessment Report, relevant literature/publications and H & E-stained slides of
tissues selected for the QA review. The Chairperson then selected slides for review by the PWG,
including representative examples of target organ or treatment-related lesions, lesions for which
there was an unresolved difference in diagnosis among the SP, QAP and/or PWG Chairperson,
and lesions requiring confirmation of terminology. PWG participants reviewed all selected
slides, voted on diagnoses where the final diagnoses for the lesions presented were determined
by the consensus of the participants, and discussed issues.

- . The following organs/tissues were examined for all animals in all groups for the below

) S Sioh o TP
UDLGE MUDIULLS.
Male Rats

Liver — Basophilic Focus

Liver — Inflammation, Granulomatous

Liver — Leukemia Mononuclear

Liver, Bile Duct ~ Hyperplasia

Salivary Glands — Inflammation, Suppurative
Heart — Mineralization

Spleen — Inflammation, Granulomatous
Spleen — Leukemia Mononuclear



- Female Rats - -
Spleen_Hemat pbieti

) Cell Proliferation

" Clitoral Gland -~ Hyperplasia
~~Clitoral Gland ~ Adenoma

- Clitoral Gland — Carcinoma
—Liver; Bile Duct =Hyperplasia

- Mammary Gland — Fibroadenoma
- Mammary Gland - Carcinoma

. The foilowing organs from the sex indicated were reviewed when the specific diagnoses
listed as follows were present:

Male Rats

Adrenal Cortex — Pheochromocytoma, Malignant, Metastatic
‘ Adrenal Medulla

Stomach, Forestomach ~ Hyperplasia, Basal Cell

Spleen — Hyperplasia, Focal -

All Tumors in All Organs from All Animal§ (Except Testes — Interstitial Cell Tumor)

Female Rats

Stomach, Glandvlar — Hyperplasia
Uterus - Hyperplasia, Cystic

Uterus — Hydrometra ,
Nose, Olfactory Epithelium — Metaplasia

- ... Nose, Olfactory Epithelium — Metaplasia, Squamous _

<P -
All Tumors in All Organs from All Animals
PWG RESULTS:
Kidney -

After review of representative histologic sections the PWG agreed with the interpretation
and terminology of the treatment-related nephropathy and transitional epithelial hyperplasia in
4% males. It was noted that the nephropathy, while marked in severity, did not involve the
severe distortion of microarchitecture and alterations of surface contour that is typically seen
with severe nephropathy in laboratory rats. It was also noted that the incidence of common
nephropathy-related lesions such as gastric ulceration, parathyroid hyperplasia and
cardiovescular mineralization were less commonly observed in this study than would be
expected from the histologic severity of the nephropathy. The PWG expressed some guestion as
to the exact pathogenesis of the renal lesion, though the histologic presentation was similar to

spoutaneous nephropathy.



Liver

After review of representative histologic sections the PWG agreed with the genera]
interpretation and terminology applied to the hepatic lesions, but questioned the SP’s namntive
comment that the treatment-related granulomatous lesion was similar tc background
granulomatous inflammation. The PWG consensus was that the lipogranulomatous lesions seen
in the liver of males from all DPG-treated groups was a different pathologic process from the
Spontaneous microgranulomatous lesions that are seen in the liver of laboratory rodents,

_presumably as a result of bacterial showering from the intestinal tract. There was discussion

regarding the necessity of applying 'different nomenclature to the treatment-related
granulomatous lesion in the liver. It was concluded that the current recording of the lesion
provides clear evidence of a treatment-related effect on the liver, and that little would be gained
from the considerable effort involved in re-evaluation of all livers from the study.

In addition, there was an increased incidence of bile duct hyperplasia in males and
females from the 4% group and males from the 1% group. Males from the 0.25, 1 and 4%
groups had an increased incidence of basophilic foci in the liver. These lesions were not
reviewed by the PWG because there was good agreement between the SP, QAP and PWG
chairperson. The bile duct hyperplasia and basophilic foci were morphologically typical of those
encountered as spontareous lesions in F344 rats, '

Nose

After review of representative histologic sections the PWG agreed with the general
interpretation and terminology applied to the lesions in the nasal cavity. None of the attendees
had previously encountered a chemically-induced vacuolative degenerative change in the
olfactory epithelium. There was discussion as to whether the olfactory lesion represented
selective toxicity, or was a resu't of inhalation of DPG contained in the water. It was noted there
Was_no evidence of neuronal degeneration associated with the changes in the olfactory
epithelium. There was seme discussion as to possible pathogenesis, with no conclusions. Rased
on an absence of correlation in the incidence, and different pattems of distribution within the
nasal cavity, it was concluded the vacuolative degeneration was not related to thrombosis. The
PWG saw no evidence of neuronal degeneration associated with degeneration of the olfactary

epithelium

The PWG chairman suggested that hyaline droplet accumulation in nasal epithelial cells,
though seen in control animals, was equivocally increased in severity in the 4% DPG group.
Hyaline droplet accumulation in nasal epitielial cells is a common sponianeous alteration in
aged rats, but an increased incidence is sometimes seen following chemical treatments. The
ckange had not been recorded in the histopathology tables at e time of the PWG. The
consensus of the PWG was that the PWG chairman should review sections of nasal cavity from
10 males and 10 females from the control and 4% DPG groups, and score the severity of the
hyaline change. If a difference in mncidence or severity existed, then a complete review of the
nasal cavities of all rats should be performed



" AdrenslGland

" The PWG reviewed represéﬁtaﬁire examples of adrenocortical hyperplasia and adreral
- medullary hyperplas'a, and reviewed all pheochromocytomas in the study. ' he PWG lar. iy

- concurred with the classification of the lesions and confirmed the increased incidence of

pheochromocytomas in males from the 1% DPG group. The combined incidence of
pheochromocytomas in the 1% DPG group exceeded the historical incidence of 3-10/50 for the
- NTP 2000 diet studies, but may not be statistically significant. If pheochromocytomas are
combined with nonneoplastic adrenal medullary hyperplasia, the com'ined incideuce of
proliferative lesions in 1% males is only slightly different from controls

: There was an increased incidence of adrenocortical hyperplasia in males from the 0.25
and 1% groups. The lesions were most commonly located in the superficial aspect of the adrenal
cortex, which is the site of mineralocorticoid formation. The nature of the study does r-:: permit

~ conclusions with regard to pathogenesis, but it is possible that the adrenocortical proliferations
were related to electrolyte imbalances associated with nephropathy.

Salivary Gland

Thers was a high incidence of suppurative inflammation of the parotid salivary gland of
males from the 4% group. The lesion consisted of infiltrations of neutrophils and accumulations
of inispissated secretory material in the lumen of slightly dilated ductules; The PWG reviewed
selected examples of the salivary gland lesion. Members of the PWG expressed the opinion that
the lesion appeared to be related to duct obstruction, bu. had no opinions as to the precise

etiopathogenesis.
Miscellaneous

~.:2-.. Ihe PWG reviewed examples of schwannoma and sarcoma, NOS to ivsure consistency in
diagnostic criterila. The PWG reviewed an unusual neuroendocrine cell proliferation in the
stomach of one rat, and concluded the lesion was hyperplastic rather than neoplastic.

HISTOTECHNIQUE QUALITY:

In both studies the Histotechnique -Quality Assessment indicated that the overall
histologic processing and slide preparation was good, with no artifacts that would interfere with

interpretation of tissue sections.

POST-PWG ACTION ITEMS:

The clinica! basis for the moribund sacrifices in the 4% male group will be investigated
by NIEHS study personnel.

Renal lesions figured prominently in the chronic study, and may have been the basis for
the early termination of the 4% male group, but renal lesions were not reported in the subchronic-
DPG rat study. The PWG chairman was instructed to review kidney sections from the
subchronic rat DPG study. Results of that review will be presented as a separate report.

7
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As indicated above under Nasal Cavity, the PWG cbai 1an was instructed to investigate
the possibility of a treatment-related effect on the incidence . or severity of hyaline droplet
accumulation in nasal epielial cells. That review has hcer completed as of the date of this
narrative report. The nasal cavities of the first ten rats from the conirol male, 1% male, 4% male,
control female and 4% female groups were examined by the PWG chairman, and the severity of
hyaline droplet accumulation in nasal epithelial cells was scored. Both the 1% and 5% males
were examined because the 4% males died before the end of the study. A possible difference in
severity of the change was noted in 4% females, but not in males from the 4% or 1% groups.
The nasal cavities of all females from all treatment groups were examined, and hyaline droplet
accumulation was scored as 0= no lesion, 1= minimal, 2= mild, 3= moderate, and 4= marked.
No entry was made for specimens considered too autolytic for review. The review revealed
mean lesion scores of 1.56, 1.58, 1.51 and 2.39 in control, 0.25, 1 and 4% females, respectively.
The incidence of hyaline droplet accumulation was 41/50, 40/48, 40/47, and 47/49 in the control,
0.25, 1 and 4% females, respectively. Statistical analysis was not performed, but the large
standard deviation and relatively small difference in severity suggests the increased severity of
hyaline .coplet accumulation in the nasal epithelnru of 4% females probably would not be

statistically significant.

SUMMARY:

There was generally good agree- . ~* in the terminology, incidence and severity of lesions
recorded ir the study. Males fror. i "% group had an increased incidence and severity of
nephropathy, which was considered to be the cause of the moribund status that resulted in early
sacrifice of many males in the 4% gioup. The increased incidence of gastric ulceration, cardiac
mineralization and hyperplasia of the parathyroid gland were considered to be secondary to the
nephropathy, and the increased incidence of adrenocortical hyperplasia was suspected to have a
similar basis. The olfactory epithelium of males and females from the 4% group had a low
_incidence of vacuolar degeneration, and males from the 4% group had a high incidence of
attOphy of the olfactory epithelium. The incidence of pheochromocytomas in males from the 1%
group was slightly elevated as compared to concurrent and historical controls. The liver of males
of all treated groups had granulomatous inflammation that was morphologically different from
that commonly encountered as a spontaneous lesion in laboratory rats. Males from the 4% geoup
had a high incidence of suppurative inflammation of the parotid salivary gland.

/ﬁ 4 // /nféfﬂﬁ”

George A. Parker, D.V.M., Ph.D. Date
Diplomate, ACVP
PWG Chairperson
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NTP Experiment-Test: 88031-05

Study "'ype: CHRONIC

Routo:

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

DOSED WATER

Pacility: Battelle Columbus Laboratory
Chemical CAS #: 25265-71-.

Lock Date: 11/09/99

Cage Range: All

Reasons For Removal: All

Removal Date Range: All

Treatment Groups: Include All

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)
DIPROPYLENE GLYCOL

RAPS/FINATEL

Page

1

Report: PEIRPTO3

Date:
Time:

12707700
10:28:01



PP Experiment~Test: 8803105
study Type: CHRONIC

INCIDERCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a) Report: PRIRPTO}
DIPROPYLENE GLYCOL Date: 12/07/00

Route: DOSED WATER

Time: 10:28:01

FISCHER 344 RATS FEMALE 0.0% 0.25% 1.0% 4.0%
: DISPOSITION SUMMARY
' Animals Initially In study 50 50 50 50
; Early Deaths
. Natural Decth 9 10 é 6
' Moribund Sacrifice 11 9 6 12
i Accidently Killed 1
K Survivors
! Terminal Sacrifice’ 39, 31 37 31
) Natvral Death 1
! Animale Examined Microscopically 50 50 50 50
!
! !
; ALIMENTARY SYSTEM . .
v Intestine Large, Colon (48) (47) (48} {46)
‘ Parazite Metazoan 4 “mﬁ 4 (9%) 1 (2%) 2 (4%)
' Intestine Large, Rectum {48y ) (47§ i (49) ! (46) i
" Parasite Metazoan 7 (15%) 5 (11%) 13 (27%) 3 (7%)
’ Intestine Small, Ileum (44) ¢ (41) 47y (45)
| Necrosis ' 1 42%)
B} Liver (50) Go_ {50) {49)
; Anglectasis . (4%) .
I Bagophilic Focus 46 (92%) Am (92%) 49 (98%) 45 (94%)
' Clear nm.._.u:m.oo:m 10 (20%) 16 (32%) 20 (40%) 17 (35%)
' Eosinophilic Focus 1 (2%) 4 (8%)
¢ Fatty Change 6 (12%) 9 (18%) 6 (12%) 4 {8%)
' Hepatodiaphragmatic Nodule 4 (8%) 7 (14%) 6 (12%) 6 (12%)
: Haﬂ.vsamnwos. Granulomatous 37 (74%) 26 (72%) 36 (72%) 28 (57%)
Mixed Cell Focus 1 (2%) 7 (14%) 7 (14%) 4 (8%)
Necrosis | ‘ 1 {2%)
Tensicn Lipidosis 1 (2%) i
Bile Duct, Hyperplasia 2 (4%) 3 (6%) 7 (14%) 18 (37%)
ownnn.nwou:nmn\ Necrosis 6 (12%) 8 (16%) 2 (4%) 6 (12%)
swum:«on% 3.3 (13) {(13) (11}
Fat, :m:&nn—..mum 1 (8%)
wﬁn. Necrogics 14 (93%) 13 (100%) 11 (85%) 8 (73%)
vuanunmn ; {47) (48) (48, (48)
; Atrophy i 7 (15%) 10 (21%) 6 (13%) 10 (21%)
. Basophilic Focus 3 (6%) 2 {4%) 3 (6%) 3 (6%)
: E\vmu.upwm»u 2 (4% 1 (2%) 4 (B%) 3 (6%)
Salivary npmnn,n {49) {S0) (50) (50)
>nﬂou=< ; 3 (6%) 4 (8%) 3 (6%) 1 (2%}

a aanwN of w:....aw“_m examined microscopically at site and number of animals with lesion

Page 2
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NTP Experiment-Test: 88031-0%
Study Type: CHRONIC
Route: DOSED WATER

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)
DIPROPYLENE GILYCOL

Report: PEIRPTO3
Vate: 12/07/00
Pime: 10:28:01

FISCHER 344 PATS FPEMALE 0.0% 0.25% 1.0% 4.0%
ALIMENTARY SYSTEM - CONT
Basophilic PFocus 1 (2%} 3 (6%) 5 {10%)
Inflammation, Suppurative 1 {2%) 1(2%) 1 (2%)

Stomach, Forestomach (50) (49) (50) (48)
Foreign Body 1 (2%) .

Hyperplasia, Squamous 4 (8%) 3 (6%) 3 (6%) 2 (4%)
Inflammation, Granrulomatous 1 (2%)
Ulcer 2 (4%) 6 (12%) 2 {4%) 1 {2%)

Stomach, Glandular (49) (47) (49) (47)
Hypertrophy, Tocal 1 (2%)

Inflammation, Chroniec 1 (2%)
Mineralization 1 (2%) 1 (2% 1(2%)
Necrosis 3 (6%) 2 (4%} 2 {4%) 4 (9%)
Neuroendocrine Cell, Hyperplasia 1 (2%)

Tooth (6) (2) (1) (1}

Inflammation, Chronic Active 6 (100%) 2 (100%) 1 (100%) 1 (100%)
CARDIOVASCULAR SYSTEM

Heart (50) {50) (50) (50)
Cardiomyopathy 33 (66%) 42 (84%) 32 (64%) 26 (52%:
Atrium, Thrombosis 2 (4%) 1 (2%;

T - i
ENDOCRINE SYSTEM

Adrenal Cortex (49) (47} (47) (47)

Angliectasis : 1 (2%) 1 (2%)

Atrophy 1 (2%)

Degeneration, Cystic 5 (10%) 2 (4%

Hyperplasia 18 (37%) 24 (51%) 25 (53%) 13 (287)
Hypertrophy 11 {22%) 14 (30%) 12 (26%) 9 {1y
Ne<xogis 1 (2%) 2 (4%) 2 (4%)
Thrombosis 1 (2%)

Bdrenal Medulla (49) (47) (46) (47)
Hyperplasia 12 (24%) 8 (17%) 10 (22%) 7 {15%)
Necrosis 2 (4%)

Parathyroid Gland (49) (47) (47) (49)
lyperplasia 2 (1%)

Pituitary Gland (48) (45) (50) (ar)
Angiectasis 3 (6%) 2 (4%)
Cyst 1 (2%) 1 (2%)
Pars Distalis, Hyperplasia 19 (40%) 15 (33%) 22 (44w) 19 (40%)

a Number of animals examined microgcopically at site

Page

. ad number of animals

3

with lesion



NTP Experiment-Test: 88031-0% INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANAT
Study Type: CHRONIC DIPROPYLENE GLYCOL

Route: DOSED WATER

OMIC SITE (a) Report: PEIRPTO3

Date: 12/07/00
Time: 10:28;01

FISCHFR 344 RATS FEMALE 0.0% 0,25% 1.0% 4.0%
ENDOCRINE SYSTEM - CONY

Thyroid Gland (45; {45} (46) (46)
C-Cell, Hyperplagia 36 (8L%) 36 (80%) 38 (83%) 28 (61%)
Follicular Cell, Hyperplasia 1 {(2%)

GENERAL BODY EYSTEM
None
GENITAL SYSTEM \

Clitorel Gland (48} (44) (48§ {48)
Hyperplagis 5 (10%) 2 (5%) 3 (6%) 3 (6%)
Inflammation, Chronic Active 2 (4%) 1 (2%)

Ovary (50) (50) (49) (48)
Cyst 4 (8%) 6 (12%) 7 (14%) 8 (17%)
Inflammation, Granulomatous 1 (2%)
Interstitial Cell, Hyperplasia 1 (2%)

Uterus (50} (48) (50} (49}
Hydrometra 1 (28)

Hyperplasia, Cystic 1 (2%) 1 (2% 1 (2%)
Thrombosis 1 (2"
HEMATOPOIETIC SYSTEM

Lymph Node (15) {11) {8) (14}
Deep Cervical, Ectasia 2 (25%) E
Deep Cervical, Hyperplasia 1 (7%)
Iliac, Inflammation, Suppurative 1 (7%)

Mediastinal, Ectasia ‘ 1 (9%) 1 (7%)
Mediastinal, Hemorrhage 1 {7%)

Mediastinal, Hyperplasis 1 (%)

Mediastinal, Infiltration Cellular, Plasma

: Cell . 1 {9%) 1 (7%)
Pancreatic, Inflammation, Granulomatous 1 (7%)

Lymph Node, Mesenteric (49) (47) (49) {48)
Ectasia . | 1 (2%)

Spleen W (48) (48) (i) {48)
Accessory Spleen 1 {2%)
Hematopoietic Cell Proliferation 7 (15%) 7 (15%) 4 {8%) 2 {4%)
Jmsouuswnm 1 (2%) 1 (2%)

a Number of m=J als examined microscopically at site and number of animals with lesion
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; N1? Experiment-Test: B8031-0S
' Study Type: CHRONIC
Route: DOSED WATER

DIPROPYLENE GLYCOL

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY 2NACGHIC SITE (a)

Report: PEIRPTO3
Date: 12/07/00
Time: 10:28:01

FISCHER 344 RATS FEMALE 0.0% 0.25% 1.0% 4.0%
: HEMRTOPOIRTIC SYSTEM - CONT
Inflammation, Granulomatous 1 (2%) 1 (2%) 3 {6%)
Necrosis 1 {2%) 1 (2%) 1 (2%)
INTEGUMENTARY SYSTEM :

Mammary Gland (50) (49} (50) (49)
Galactocele 3 (6%} 3 {6%) 1 (2%) 1 (2%)
Inflammation, Chronic 1 (2%)

Skin (5¢) (50) (50) {50)
Inflammation, Chronic Artive 2 {4%)

MUSCULOSKELETAL SYSTEM

Bone (50) (50) (50 (50)
Inflammation, Chronic Active 1 (2%)

Osteopetrosis 1 (2%) 3 (6%) 1 2% 1 (2%)

Skaletal Muscle (1) (1)

Inflammation, Suppurative 1 (100%)
NERVOUS SYSTEM
Brain {50) (50) (50) (50)
Gliosis 1 (2%)
Inflammation, Suppurative 1 (2%)
Necrosis 1 {2%)
Meninges, Fibrosis 1 (2%)
RESPIRATORY SYSTEM

Lung (50) (50) (50) (49)
Cyst, Sqguamous 1 (2%) '
Infiltration Cellular, Histiocyte 46 (92%) 47 (94%) 46 (92%) 45 (92%)
Inflammation, Chronic Active 8 (16%) 4 (8% 8 (16%) 11 {22%;
Metaplasia, Ogscousg 1 (2%)

Metaplasia, Squamous 1 (2%)

Thrombosis 1 (2%)

Alveolar Epithelium, Hyperplasia 11 (22%) 15 (30%) 17 (34%) 8 {16%)

Bronchiole, Hyperplasia 1 (2%) 2 (4%) 3 (6%) 2 (4%)
Nose (48) (48) (46) (49)

& Number of animals examined microscopically at site

B 04

and number of animals with lesion
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NTP Experiment-Test: 88031-05 INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a) Report: PEIRPTO3
Study Type: CHRONIC DIPROPYLENE GLYCOL

Route: DOSED WATER

Date: 12/07/00
Pime: 10:28:01

FISCHER 344 RATS FEMALE 0.0% 0.25% 1.0% 4.0%
RESPIRATORY SYSTEM - CONT

Inflammetion, Suppurative 10 (21%) 5 (10%) 7 {15%) 4 (8%)

Thrombosis 1 (2%) 4 (8%) : 3 (6%)

Olfactory Epithelium, Atrophy 1 (2%)

Olfactory Epithelium, Degeneration i 9 (18%)

Olfactory Epithelium, Metaplasia L (2%) 1 (2%)

Olfactory Epithelium, Metaplasia, Squamous 1 (2%) i

Respiratory Epithelium, Accumulation, '

Hiyaline Droplet 40 (83%) 36 (75%) 31 (80%) 46 (94%) W
Respiratory Epithelium, Hyparplasia 1 (2%) !
Respiratory Epithelium, Metaplasia, Squamous 1 {2%) 4

SPECIAL SENSES SYSTEM
Eye’ (2) {1} () (3}
Cataract 2 (100%) & (100%) 1 (33%)
Degeneration . 2 (67%)
Inflammation, Chronic Active ' 1 (100%)
Cornea, Inflammation, Suppurative 1 (50%)
Retina, Atrophy 2 (100%) 1 (50%) 2 (67%)
Harderian Gland {1) ;
Inflammacion, Suppurative 1 (100%)
URINARY SYSTEM
, Kidney (49} (49) (49) {47)
Cyst 1 (2%)
' Hydronephrosis 1 (2%)
i Infarct 3 (6%) 2 (4%) 1 (2%) 4 (9%)
Inflamma_...., Suppurative 1 (2%) 1 (2%)
; Mineralization 1 (2%)
; Nephropathy 43 (88%) 45 (92%) 47 (96%) 46 (98%)
Pelvis, Inflammation, Acute 1 (2%) 1 (2%)
“ Reiral Tubule, Hypertrophy 1 (2%)
| Transitional Epithelium, Hyperplasia 1 (2%) 1 (2%) 1 (2%)
| Ureter (1
| Inflammation, Suppurative 1 {100%)
! Urinary Bladder {50) (48) {4B) (46) h
Transitioral Epitheiium, Loperplasic 1 {2%) ﬁ

a 'Numder of animals examined mj-. »scopically ar site and nunber of animals with lesion
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NTP Experiment-Test: 88031-05
Study Type: CHRONIC
Route: DOSED WATER

INCIDENCE RATES OF NONNEOPLASTIC LRSIONS BY ANATOMIC SITE (a)

DIPROPYLENE GLYCOL

Report: PEIRPTO3
Date: 12/07/00
Time: 10:28:01

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4.0%
DISPOSITION SUMMARY
Animals Initially Tn Study 50 50 50 50
Early Desths
Moribund Sacrifice 12 14 18 31
Natural Death 15 9 5 19
Survivors
Terminal Sacrifice 23 27 27
Animals Examined Microscopically 50 50 50 50
ALIMENTARY SYSTEM
Intestine Large, Colon (41) (49) , (48) {43)
Parasite Metazoan 4 (10%) 1 (2%) 3 (6%)
Ulcer 1 (2%) 1 (2%)
Intestine Large, Rectum (40) (5Q) (48) (44)
Parasite Metazoan 6 (15%) 3 (6%) 6 (13%) "
Intestine Large, Cecum (38) (46) (47} (35)
Inflammation, Acute 1 (2%)
Ulcer 1 {2%) 1 (2%)
Intestine Small, Duodenum (39) (49) (49) (42)
Necrosis 1 {2%)
Intestine Small, Ileum (37) (42) (47) (36}
Necrosis 1 (3%)
Liver (50) (50) (49) (48)
Angiectas=is 2 (4%)
Basophilic Focus 24 (48%) 25 (70%) 26 (53%) 45 (94%)
Clear Cell Focus 22 (44%) 22 (44%) 23 (47%) 2 (4%)
Degeneration, Cystic 4 (8%) 3 (6%) 6 (12%) 2 (4%)
Eosinophilic Focus 1 {2%) 2 {4%) .
Fatty Change 6 (12%) 5 (10%) 3 (6%) 5 (10%)
Hepatodiaphragmatic Nodule 3 (6%) 5 {10%) 4 (8%) 5 {10%)
Inflammation, Granulomatous 20 (40%) 34 (68%) 47 (96%) 48 (100%)
Mixed Cell Focus ' 2 (4%) 2 (4%) 2 (4%)
Regeneration 3 (6%)
Thrombosis 1 (2%) 1 (2%)
Vacuolization Cytonlasmic, Focal 1 (2%)
Bile Duct, Hyperplasia 34 (68%) 38 (76%) 43 (88%) 44 (92%)
Centrilobular, Necrosis 15 (30%) 11 (22%) 12 (24%) 3 (6%)
Megsentery (14) (11) (6) (4)
Fat, Inflammation 1 17%)
Fat, Necrosis 12 {86%) 9 (82%) 5 {83%) 4 (100%)

a Number of animals examined microscopically at site

and number of animals with lesion
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NTP Experiment-Test: 88031-05
Study Type: CHRONIC
Route: DOSED WATER

INCIDENCE RATES OF NONNEOPLASTIC LESTONS BY ANATOMIC SITE (a) Report: PEIRPTO3
DIPROPYLENE GLYCOL Date: 12/07/00
Time: 10:28:01

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4.0%

ALIMENTARY SYSTEM -~ CONT

Oral Mucosa (1) (2)
Pharyngeal, Necrosis 1 (100%)
Pancreas (44) (49) (50} 47}
Atrophy 17 (39%) 20 {41%) 12 (24%) 9 (19%)
Basophilic Focus 1 (2%) 2. 14%) ‘2 (4%)
Hyperplasia 7 (16%) & (12%) 4 (B%) 5 (11%)
Thrombosis o 1 (2%) C
Artery, Inflammation 1 (2%) N
Salivary Glands (49) (49) {50) (50) ,
Atrophy 1 (2%) 5 (10%) |
Basophilic Focus 1 (2%) 1 (2%) ‘1 (2%) ' i
Inflammation, Suppurative 1 (2%) 22 (44%) W
Stomach, Forestomach (50) (50} (50} (49) :
Cyst A _ 1 (2%)
Hyperkeratosis 1 (2%)
Hyperplasia, Basal Cell 1 (2%) 2 (4%)
Hyperplasia, Diffuse, Squamous 2 (4%) 1 (3%) 1 (29%)
Hyperplasia, Squamousg 1 12%) 3 (6%) 5 (10%)
Inflammation, Chronic 1 (%)
Inflammation, Suppurative . 1 (2%)
© Ulcer 3 (6%) 5 (10%) 8 (16%) 10 (20%)
Stomach, Glandular {46) (49) (50) (48)
Cyst, Squamous . 1 (2%) ;
Metaplagia ) 1 (2%) W
Mineralization . 1 (2%) 2 (4%) !
Necxosis 5 (11%) 7 (14%) 2 (4%) 5 (10%) i
Tooth = {1} (3)
! ! Inflammation, Chronic Active 1 (100%) 3 (100%)
' CARDIOVASCULAR SYSTEM ;7
: Blood Vessel 1) (2) |
!  ‘Inflammation, Granulomatous 1 (100%) '
v | Aorta, Mincralization 1 (50%) ,
; Heart ” (50) (50) (50) (49)
v | Cardiomyopathy 41 (82%) 42 (84%) 43 (86%) 22 (45%)
I | Hemorrhage 1 (2%)
; i Mineralization . . 7 {14%)
. | Necrosis 1 (2%)
! Atrium, Thrombosis 5 (10%) 2 (4%)
| Valve, Inflammation, Acute 1 (2%)

Number of

animals examinea microscopically at site

Page

and number of animals with lesion
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NTP Experiment- -t: 88031-05
Study Type: CHRt . ¢
Route: DOSED WATEE

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANAT( "IC SITE (a)

DIPROPYLENE GLYCOL

Report: PEIRPTO3
Date: 12/07/00
Time: 10:28:01

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4.0%
ENDOCRINE S8VYSTEM

Adrenal Corte:. (47} (49) (50) (48)
Degeneration, Cystic 1 (2%) | ’

Hyperplasia 15 (32%) 22 »mwv 26 (52%) 8 (17%)
Lypertro,.ny 5 (11%) 4 (8%) 6 (12%) 5 {10%)
Infliammn “ion, Granulomatous 1 (2%

Necxosis 1 (2%) 4 (8%) 1 (2%)
Vasuolization Cytoplasmic 1 (2%)

Adrenal Medulls (47) (49) (50) (47)
Hyperplasia 23 (49%) 23 (47%) 24 (48%) 4 {9%)
Necrosis 1 (2%) 1 (2%)

Islets, Psncreatic (447 {48) (501 (47)
Hyperplasia 2 {4%)

Parathyroid Gland (45) (48) (4) (50)
Hyperplasia 4 (8%) 1 (2%) 5 (10%)

Pituitary Gland (47) (49) (50) (49)
Angiectasis 1 (2%) ' 1 {2%)
Cyst 4 (8%) 1 (2%)

Pars Distalis, Hyperplasia 2 (19%) 16 {33%) 16 (32%) 6 (12%)

Thyroid Gland (42) (47) (48) (47)
C-Cell, Hyperplasia 24 (57%) 26 (55%) 31 (65%) 3 (6%)
Follicular Cell, Hyperplasia 1 (2%) 1 (2%) 1 (2%) 2 (4%)

GENERAL BODY SYSTEM

None

GENITAL SYSTEM

Epididymis (50) (50) (50) (49)
Granuloma Sperm . 1 (2%)

Preputial Gland {50) (47) (50) (50)
Cyst : , 2 (4%)
Hyperplasia 1 (2%) 3 (6%) 3 (6%) 1 (2%)
Inflammation, Chronic Active 1 (2%) 1 (2%)

Prostate (48) (50) (50) (50)
Hyperplasia 11 (23%) 11 (22%) 10 (20%) 5 (10%)
Inflammation, Chronic Active 8 (17%) 8 (16%) 12 (24%)

Seminal Vesicle (43) (48) (49) (46)
Inflammation, Chronic Active 2 (4%)

4 Number of animals examined microscopically at site

Page 9
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NTP Experiment-Test: 88031-05
Study Type: CHRONIC
Route: DOSED WATER

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)

DIPROPYLENE GLYCOL

Report: PEIRPT()
Date: 12/07/00
Time: 10:28:01

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4.0%
GENITAL SYSTEM - CONT
Testes (50) {50} (50} (50)
Atrophy 2 (4%) 4 (8%} 1 (7%) 3 (6%}
Interstitial Cell, Hyperplasia 3 (6%) 2 (4%) 2 (4% 1 (2%)
1 ] b
HEMATOFOIETIC SYSTEM
Bone Marrow (46) {48) (50) | (48)
Inflammation, Granulomatous ’ 1 (2%)
Lymph Node (18) (14} {21) (9)
Bronchial, Ectasia L ! "1 (5%)
Mediastinal, Ectasia 2 (11%) 1 (5%) 2 (22%)
Mediastinal, Hemorrhage ! ¢ Bl 1 (11%)
Mediastinal, Hyperplasia 1 (5%)
Mediastinal, Infiltration Cellular, Plasma
Cell . 1 (5%)
Mediastinal, Inflammation, Granulomatous . 1 (11%)
Lymph Node, Mesenteric (44} (48) (48) (47)
Inflammation, Granulomatous 1 (2%) )
Spleen {43) {50) (49) (47)
Atrophy 1 (2%)
Congestion 1 (2%) ;
. Pibrosis 6 (14%) 5 (10%) 4 (B%) 2 (4%)
Hematopoietic Cell Proliferation 2 (5%} 5 {10%) 2 {4%)
Hemorrhage 2 {5%) .
Hyperplasia, Focal, Lymphoid 4 (9%) 4 (B%) 9 (16%) 2 (4%)
: Necrosis 3 (6%) 2 (4%)
Thymus (39) (48) (43) (41
" Atrophy 1 (2%) 1 (2%)
. Hemorrhage 1 (3%)
INTEGUMENTARY SYSTEM
Mammary Gland (48) (415 ' 4" (44)
(Galactocele 1 (2%) , 1 (21)
Skin i (48) (48) (49) (49;
1Cyst i 1 (2%) .
iForeign Body 1 (2%)
|Hyperkeratosis 1 (2%) 4 (8%)
{Hyperplasia, Basal Cell 1 (2%)
[ Inflammation, Chronic Active 1 (2%) 1 (2%)
‘Prepuce, Inflammation, Suppurative 1 {2%)

a !i&mn of umwsnnn examined microscopically at site and numk

2x of animals with lesion
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NTP Experiment~Test: 88031-05
Study Type: CHRONIC
Route: DOSED WATER

FISCHER 344 RATS MALE

INCIDENCE RATES OF NONNEOPLASTIC LESTONS BY ANATOMIC SITE (a)

DIPROPYLENE GLYCOL

Report: PEIRPU03

Date.
Time:

12/67/00
10:28:01

0.0% 0.25% 1.0% 4.0%

INTECUMENTARY SYSTEM - CONT
Subcutaneous Tissue, Hemorrhage

1 (2%)

MUSCULOSKELETAL SYSTEM

Skeletal Muscle
Cyst, Squamous
Mineralization

(1) (2)
1 (100%)
1 (50%)

NERVOUS SYSTEM

Brain
Gliosis
Necrosis

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

RESPIRATORY SYSTEM

Lung
Foreign Body
Hemorrhage
Infiltration Cellular, Histiocyte
Inflammation, Chronic Active
Inflammation, Suppurative
Metaplasia, Squamous
Mineralization
Thrombosis
Alveolar Epithelium, Hyperplasia
Mediagtinum, Necrosis, Fatty
Nose
Foreign Body
Inflammation, Suppurative
Thrombosis
Goblet Cell, Respiratory Epithelium,
Hyperplasia
Glfactory Epitheliwn, Atxophy
Olfactory Epithelium, Degeneration
Olfactory Epithelium, Metaplasia
Respiratory Epithelium, Hyperplasia
Pleura
Inflammation, Chronie
inflammation, Suppurative

& Number of aninals examined microscopically at

(50) (49) . (50) (49)

1 (2%)
1 (2%)
32 (64%) 35 (71%) 39 (78%) 34 (69%)
3 {6%) 2 (4%) 4 (8%) 1 (2%)°

: 1 (2%)

1(2%) 3 (6%)
1 (2%) 1 (2%)
2 (4%) 1 (2%) 3 (6%)
18 (37%) 10 (20%)

1 (2%)

11 (22%) 5 (10%)
1 (2%)
(46) (50) (50} - (49)

. 2 (4%)
11 (24%) 17 (3a%) 15 {30%)
2 (4%) 5 (10%) 4 [8%)

6 (12%)
9 (19%)

1 (2%)
4 (9%) 3 (6%) 3 16%) 34 (69%)
7 (14%)
4 (9%) 1 (2%) 2 {4%)
1 (2%)
(2)
. {50%)
1 (50%)

site and number of animals with lesion
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NTP Experiment-Test: 88031-05 INCIDENCE RATES OF NONNEOPLASTIC LESTONS BY ANATOMIC SITE (a) Report: PEIRPT(3
Study Type: CHRONIC DIPROPYLENE GLYCOL Date: 12/07/00
Route: DOSED WATER Time: 10:28:01

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4.0%

SPECIAL SENSES SYSTEM

Eye (2) 2y (3) (1)
Cataract 2 (100%) 1 (50%) 2 167%) 1 (100%)
Degeneration 1 133%) .
Cornea, Inflammation, Suppurative 1 (50%)

Cornea, Mineralization 1 (50%)
Retina, Atrophy 1 (50%) 1 (50%) 2 (67%) 1 (100%)

URINARY SYSTEM . : g

Kidney (47) (50) ' (50) (48)
Cyst 3 (6%).
Hydronephrosis 1 (2%) 1 (2%)
Infarct 3 (6%) 6 (12%) 3 (6%) 2 (4%)
Metaplasia, Osseous 1 (2%]) )
Mineralization ‘ 2 (4%} 1 (2%) 2 (4%)
Naphropathy 41 (87%) 47 (94%) 50 (100%) 48 (100%)
| Pigmentation 1 (2%) 2 (4%) 1 (2%)
M Papilla, Necrosis 1 (2%) ' |
. Renal Tubule, Accumulation, Hyaline Droplet . 2 {4%) !
Transitional Epithelium, Hyperplasia 1 (2%) 3 (6%) 7 (14%) 9 (19%) ,
Urinary Bladder (46) (50) {49) (49)
. Hemorrhage 1 (2%) !
Inflammation, Chronic Active 1 (2%) |
Infiammation, Suppurative 1 (2%) !
Mineralization 1 (2%)
Necrosis 1 (2%)

a Number of animals examined microscopically at site and number of animals with legion
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NiP Exper.~ent-Test: 88031-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a) Report: PEIRPT0S
Study Type: CHRONIC DIPROPYLENE GLYCOL Date: 12/07/00
Routa: DOSED WATER

Time: 10:35:36
RATS/FINALY L

Facility: BPattelle Columbus Laboratory
Chemical CAS #: 25265-71-8
Lock Date: 11/09/99

Cage Range: All

Reasons For Removal: All
Removal Date Range: All
Treatment Groups: Include All

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

|
m Page |
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NTP Experiment-Test: 88031-07 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a) Report: PEIRFTOS

Study Type: CHRONIC DIPROPYLENE GLYCOT, Date: 12/07/00
Route: DOSEN WATER Time: 10:37:36
FIZCHER 344 RATS FEMALE 0.0% 0.25% 1.0% 4.0%

DISPOSITION SUMMARY

Animals Ianitially in study 50 50 50 50
Farly Deaths
Natural Death 9 10 6 6
Moribund Sacrifice 11 9 6 12
Accidently Killed 1
Survivors
Terminal Sacrifice - 30 31 37 31
Natural Death 1
Animals Rxamined Microscopically 50 50 5 50
ALIMENTARY SYSTEM
Intestine Large, Colon (48) (47) (48) (46)
Intestine Large, Rectum o (4a8)y {47) {49) (46}
~arcoma, Metastatic, Mesentery 1 {2%)
Sarcoma, Metastatic, gkin 1 (2%)
Intestine Large, Cecum (46) (43) {47) (458)
Intestine Small, Duodenum (47) {46) (47) (47)
Intestine Sinall, Jejunum (45) (44) 47) (44)
Leiomyoma 1 (2%) '
Intestine Small, Tieum (44) (41) {47) (45)
Liver (50) (50) (50) (49)
Histiscytic Sarcoma 2 (4%)
Sarcoa, Metastatie, Mesentery L2y
Sarcoma, Metastatic, Skin 1 (2%) 1 (2%)
Sarcoma, Metastatic, Skeletal Muscle 1 (2%)
Schwannoma Malignant, Metasgtacic, Heart 1 (2%)
Yesentery (19} (13) (13) (11}
Higtiocytic Sarcoma 1 (u%)
Sarcoma 1 (o%) 2 (18%)
Sarcoma, Metastatic, Ovary 1(7%) :
Sarcoma, Metastatic, Skeletal Muscle 1 (8%)
Pancreas (47) {48) (48) (48)
Adenoma 1 (2%)
Histiocytic Sarcoma 1 {2%)
Sa:coma, Metastatic, Mesentery 1 (2%)
Sarcoma, Metastatic, Ovary 1 (2%)
Salivary Glands (49) (50) (50) (50)
Sarcoma 1 (2%)

tage 2



RTP Experiment-Tast.: 68031-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABKIDGED) (a)
DIPROPYLENE GLYCOL

Study Type: CHRONIC
Route: DOSED WATER

Report: PEIRPTOS
Date: 12/07/00
Pime: 10:35:36

FISCHER 344 RATS FEMALE

0.0% 0.25% 1.0% 1.0%
ALIMENTARY SYSTEM ~ cont .

Stomach, Forestomach (50} (49) {50) (48)
Histiocytic Sarcoma 1 (2%)

Sarcoma, Metastatic, Mesentery 1 (2%}
Squamous Cell Carcinoma 1 (2%)
Squamous Cell Papilloma 2 (4%) 1 (2%)

Stomach, Glandular {49) (47) {49) (47)

Tongue (1) (1) (1)
Squamous Cell Carcinoma 1 (100%) 1 (100%)
Squameus Cell Papilloma 1 (100%)

CARDIOVASCULAR SYSTEM : ;

ligart (50) (50) (50) (50)
Hemangiosarcoma 1 (2%)
Schwannome Benign 2 (4%) 4 (8%) 1 (2%)
Schv.~nnoma Malignant 1 (2%)

ENDOCRINE SYSTEM )

Adrenal Cortex (49} (47) (47) (47)
Adenoma 1 (2%) , 1 (2%)

Adrenal Medulla {45) (47} (46) (47)
Pheochromocytoma Malignant 2. (4%) ! )
Pheochromocytoma Benign 3 {6%) 1 (2%)

Islets, Pancreatic (47) (48) (48) (48)
Adenoma ' 1 (2%)

Pituitary Gland {48) (45) (50) 47)
Pars Distalis, Adenoma 20 (42%) 18 (40%) 20 (40%) 13 (28%)
Pars Distalis, Carcinoma 1 (2%) ) 1 (2%)

Thyroid Gland | (45) (45) (46) (46)
Bilateral, C-Cell, Adenoma 1 (2%)

C~Cell, Adenoma 5 (11%) 8 (18%) 3 (7%) 3 (7%)
C-Cell, Carcinoma 1 (2%) 1 (2%) 2 (4%) 1 (2%)
Pollicular Cell, Carcinoma 1 (2%) 1 (2%)

Page
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NTP Expariment-Test: 88031-05 INCIDENCE RATES OF
Study Type: CHRONIC
Route: DOSED WATER

NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)
DIPROPYLENE GLYCOL

Report: PEIRPTOS

Date:
Time:

12/707/00
10:35:36

FISCHER 344 RATS FEMALE

0.0% 0.2

GENERAL BODY SYSTEM

Peritoneum
Sarcoma, Metastatic, Mesenlery

GENITAL SYSTEM

Clitoral Gland
Adenoma
Carcinoma
Sarcoma
Bilateral, Adenoma
Bilsteral, Carcinoma
Ovary
Histiocytic Sarcoma
Sarcoma
Sarcoma, Netastatic, Mesentery
Sarcoma, Metastatic, Skeletal Muscle
Uterus
Adencma
Carcinoma
Polyp Stromal
Polyp Stromal, Multiple
Sarcoma, Metastatic, Ovary
Sarcoma Stromal
Vagina
Sarcoma, Metastatic, Skeletal Muscle

(1)
L (L00%)

{44)

8 (1a%)
5 (11%)
1 (2%)

(50)

1 (2%)
(48)

10 (21%)
2 (4%)

(1)
1 (100%)

(48)

4 (8%)
2 (4%)
1 (2%)

(49)
1 (2%)

(50)

1 (2%)
6 (12%)

2 (4%)

(48)
4 (8%)
1 (2%)

(48)

1 (2%)

(49}
1 (2%)

11 (22%)
1 (2%)

HEMATOPOTETIC SYSTEM

Bone Marrow
Lymph Node
Mediastir , Histiocytic Sarcoma
Lymph Node, wandibular
Lymph Node, M:isenteric
Histioecytic Sarcoma
Sarcoma, Metastatic, Ovary
Spleen
Histiocytic Sarcoma
Sarcoma, Metastatic, Ovary
Sarcoma, Metastatic, Skin
3axcoma, Metastatic, Skeletal Muscle

(48)
(15)

{18)
(49)

1 (2%)
(48)

1 {2%)

Page

(47)
(11)

(12)
(47)
{48)

1 (2%)
1 (2%)

(48)

1 (13%)
(14)
(49}

1 (2%)

(49}
1 (2%)



NTP Experiment-Test: 88031-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a) Report.: PEIRPTOS

Study Type: CHRONIC DIPROPYLENE GLYCOL Date: 12/07/00
Route: DOSED WATER Time: 10:35:36
FISCHER 344 RATS FEMALE 0.0% 0.25% 1.0% 4,0%

HEMATOPOIETIC SYSTEM - cont
‘Thymus (48} {49) (48} (39)
Thymoma Benign 1 (2%)

INTEGUMENTARY SYSTEM

Mammary Gland {50} (49) (50) (49)
Carcinoma 4 (8%) 4 (8%) 2 (4%) 2. (4%)
Fibroadenoma 20 (40%) 24 (49%) 14 (28%) 19 (39%)
Pibroadenoma, Multiple 16 (32%) 11 (22%) 16 (32%) 3 (6%)
Sarcoma 1 (2%)

Skin (50) (50) (50} (50)
Trichoepithelioma 1 {2%) ‘

Subcutaneous Tissue, Fibroma 1 (2%)

Subcutaneous Tissue, Histiocytic Sarcoma 1 (2%)
Subcutancous Tissue, Sarcoma 2 (4%) 2 (4%)
Subcutaneous Tissue, Schwannoma Malignant 1 (2%}

MUSCULOSKELETAL SYSTEM

Bone : (50) {(50) (50} (50)
- Osteosarcoma 1 (2%)

Skeletal Muscle (1) {1}
. Sarcoma 1 (100%)

NERVOUS SYSTEM

Brain ! (50) (50) (50) (50}
|- Osteosaxcoma, Metastatic, Bone 1 (2%

RESPIRATORY SYSTEM

Lung ” {(50) {(s50) , (50) {49)

) {Alveolar/Bronchiolar Adenoma 2 (4%)
Co ‘Alveolar/Bronchiclar Carcinoma 1 (2%) 1 (2%) 1 (2%
|Carcinoma, Metastatic, Mammary Gland 1 (24}
‘Histiocytic Sarcoma 1 (2%)
, , ‘| Sarcoma, Metastatic, Skin 1 (2%) 1 (2%)
' {Sarcoma, |[Metastatic, Skeletal Muscle 1 (2%)

, iMedimstinum, Sarcoma, Metastatic, Skeletal
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NTP Experiment-Test: 88031-05
Study Type: CHRONIC
Route: DOSED WATER

INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED)
DIPROPYLENE GLYCOL

(a)

Report: PLIRPTOS
Date: 12/07/00
Time: 10:35:36

FISCHER 344 QATS FEMALE

0%

4.0%

RESFIRATORY SYSTEM - zont
Muscle
Mediastinum, Schwannoma Malignant,
Metastatic, Heart
Nose
Pleura

Sarcoms, Metastatic, Mesentery

(48)

1 (2%)

1 (2%)
(48)

(46)

(49)
(1)
1 (100%)

SPECIAL SENSES SYSTEM

None

YRINARY SYSTEM

Kidney

Hemangiosarcoma

Histiocytic Sarcoma

Mesencnymal Tumor Malignant

Sarcoma, Metastatic, Skeletal Muscle
Urinary Bladder

Sarcoma, Metastatic, 8kin

(49)

(50)

(49}

(49)
1 {2%)

(48)

(47)
1 (2%)

1 (2%)
(46)

CISTEMIC LESIONS

Multiple Organs
Histiocytic Sarcoma
Leukemia Mononuclear

*(50)

10 (20%)

*(50)
10 (20%)

*(50)

2 (4%)
4 (8%)

*(50)
13 (26%)

Number of animale with any tissue examined

microgcopically
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NTP Experiment-Test: 88031-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SV/TEMIC LESIONS ABRIDGED) (a) Repoxt: PEIRPTOS

Study Type: CHRONIC DIPROPYLENE GLYCOL Date: 12/07/00
Route: DOSED WATER Time: 10:35:36
FILSCHER 344 RATS FEMALE 0.0% 0.25% 1.0% 4.0%

TUMOR SUMMARY

Total Animals with Primary Necplasms (b) 50 49 46 46

Total Primary Necplasms 111 121 93 80

Total Animals with Benign MNcoplasms 44 45 a0 36

Total Benign Neoplasms 83 93 740 56

' Total Animals with Malignant Neoplasms 25 24 20 21
i Total Malignant Neoplasms 28 28 23 24
Total Animals with Metastatic Neoplasms 1 3 [ 2

Total Metastatic Neoplasm 5 15 ] 6

Total Animals with Malignant Neoplasms
Uncertain Primary Site

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

a8 Number of animais examined microscopically at site and number of animals with lesion
b Primary tumors: all tumors except metastatic tumors
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NIP Experiment-Test: 88031-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESTONS ABRIDGED) (a) Report: PEIRPTOH
DIPROPYLENE GLYCOL

Study Type: CHRONIC
Route: DOSED WATER

FISCHER 344 RATS MALE

0.0%

Date: 12/07/00
Time: 10:35:36

4.0%

DISPOSITION SUMMARY

Animals Initially in Study
Early Deaths
Moribund Sacrifice
Natural Death
Survivors
Terminal Sacrifice

Animals Examined Microscopically

50

12
15

23
50

27
50

50

18

27

50

50

31
19

50

ALIMENTARY SYSTEM

Intestine Large, lon

Polyp Adenomatous
Intestine Large, Cecum
Intestine Small, Duodenum
Intestine Small, Jejunum

Carcinoma

Leiomyoma
Intestine Small, Ileum

Polyp Adenomatous
Liver .

Hepatocellular Adenoma

Sarcoma, Metastatic, Skin
Mesentery
Oral Mucosa

Pharyngeal, Squamous Cell Carcinoma
Pancreas

Adenoma

Carcinoma

Fibrosarcoma, Metastatic, Tissue NOS

Mixed Tumor Renign
Salivary Glands

Carcinoma

Sarcoma

Schwannoma Malignant
Stomach, Forestomach
Stomach, Glandular
Tongue

Squamous Cell Papilloma

(41)
(38)
(39)
(37)
(37)
(50)
(14)
(1)
(44)
1 (2%)

2 (5%)
{49

(50)
(46}

1 (2%)
1 (2%

(49)

1 (2%)

1 (2%)

2 (4%)
(50)

(49)

{1)

1 (100%)

(48)
(47)
{49)
(48)
1 (2%)
(47)
{49)
1 (2%)
(6)

(50)

{50)
3 (69)

(50)
{50)
(1}
1 (100%)

(43)

(35)
(42)
{39)

(36)

(48)
1 (2%)

(4)

(2)

2 (100%)
47)

1 (2%)

(50}
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NTP Experiment-Test: 88031-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)
Study Type: CHRONIC
Route: DOSED WATER

Report: PEIRPT0S
DIPROPYLENE GLYCOL Date: 12/07/00
Time: 10:35:36

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4.0%

CARDIOVASCULAR SYSTEM

Heart (50) {50) (450) (49)
: Sarcoma, Metastatic, Skin 1 (2%) . 1 (2%)
: Schwannoma Benign 2 (4%) 3 (6%) 1 (2%)
ENDOCRINE SYSTEM

Adrenal Cortex (47) (49) (0) (48)
Adenoma 2 (4%)

Carcinoma, i 1 (2%)

Pheochromocytoma Malignant, Metastatic, ! '
Adrenal Medulla 1 (2%) ,

Sarcoma, Metastatic, Skin 1 (2%) .

Adrenal Medulla (47) {49) (50) (47)
Ganglioneuroma 1 (2%) ; :
Pheochromocytoma Malignant 5§ {11%) ' 1 (4%) '
Pheochromncytoma Complex 1 (2%)

Pheochromocytoma Eenign 4 (9%) 7 {14%) 11 (22%) 1 (2%)
Bilateral, Pheochromocytoma Benign 1 (2%)

Islets, Pancreatic (44) (48) (50} (47)
Adenoma 2 (5%) 3 {6%)

Carcinoma + 4 (8%) o 2 (4%)

Parathyroid Gland (45), {48) (49) (50)

' Adenoma 1 (2%) 2 (4%)

Pituitary Gland (47) (49) (50) {49)
Pars Distalis, Adenoma 15 (32%) 21 (43%) 18 (36%) 7 (14%)
Pars Distalis, Carcinoma 1 (2%)

Pars Intermedia, Adenoma 1 (2%)
. Thyroid Gland (42) (47) (48) (47)
C-Cell, Adenoma 4 (10%) 4 (9%) 6 (13%)
| C-Cell, Carcinoma 2 (5%) 3 (6%) 2 (4%)
L wo“_.uwwcwmn Cell, Adenoma 1 (2%) 1 (2%)
GENERAL WOTN SYSTEM
.| Peritonetm (3) {2) 2)
W Tissue NOS {1) (1)
| Fibrogarcama 1 (100%)
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NTP Experiment-Test: 88031-05 INCIDENCE RAITES OF NEOPLASMS
Study Type: CHRONIC
Route: DOSED WATER

BY ANATOMIC SITE (SYSTEMTC LESIONS ABRIDGED) (a) Report: PEIRPTOS
DIPROPYLENE GLYCOL Date: 12/07/00
Time: 10:35:3¢

FISCHER 344 RATS MALRE 0.0% 0.25% 1.0% 4.0%
GENITAL SYSTEM
Epididymis {50) (50) (50) (49)
Preputial Gland (50) (47) (50) (50)
Adenoma 3 (6%) 1 {2%) 3 (6%) 1 (2%)
Carcinoma 3 (6%) 1 (2%) 1 (2%)
Sarcoma 1 (2%)
Bilateral, Carcinoma - . 1 (2%) '
Prostate (48) {50) (50} (50}
Adenoma 1 (2%) 1 (2%) 2 (4%
Hemangiosarcoma 1 (2%)
Seminal Vesicle (43) (48) (49) (46)
Testes (50) (50) (50) (50)
Bilateral, Interstitial Cell, Adenoma 39 (78%) 41 (82%) 41 (82%) 44 (88%) )
Interstitial Cell, Adenoma 6 (12%) 4 (8%) 2 (4%) 4 (8%)
HEMATOPOIETIC SYSTEM )
Bone Marrow (46) (48) (50) (48)
Pheochromocytoma Malignant, Metastatic, :
Adrenal Medulla 1 {2%)
Lymph Node (18) (14) (21) (9) '
Deep Cervical, Carcinoma, Metastatic, .
Thyroid Gland 1 (7%) ‘ ' '
Mediastinal, Carcinoma, Metastatic, Thyroid , '
Gland 1 (7%) ‘
Lymph Node, Mandibular {13) (16) (14) (11)
Carcinoma, Metastatic, Zymbal's Gland 1 {6%)
Lymph Node, Mesenteric (44) (48) (49) (47)
Spleen (43) (50) (49) (47)
Thymus (39) (48) (43) (41)
Thymoma Benign 1 (2%)
INTEGUMENTARY SYSTEM _,
Mammary Gland {48) (41) (47) (44)
Fibroadenoma 1 (2%) 6 (15%) 1 (2%)
Fibroadenoma, Multiple 1 (2%)
Skin (48) (48) (49) (49)
Keratoacanthoma 1 (2%) 2 (4%) 4 (8%)
Keratoacanthoma, Multiple 1 (2%)
Squamous Cell Carcinoma 2 (4%)
Page 10
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NTP Experiment-Test: 88031-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTIMIC LESIONS ABRIDGED) (a‘
St 4y Type: CHRONIC

Route: DOSED WATER

Report: PEIRPTOS
DIPROPYLENE GLYCOL Date: 12/07/00

Time: 10:35:36

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4.0%

INTEGUMENTARY SYSTEM - cont

Sebaceous Gland, Adenoma

Subcutaneous Tissue, Fibroma
Subcutaneous Tissue, Lipoma
Subcutaneous Tissue, Sarcoma

1 (2%)
6 (13%)
1 (2%)
3 (6%)

1 (2%)
5 (10%)
1 (2%)

3 (6%)
S (10%)

1 (2%)

MUSCULOSKELETAL SYSTEM

Bone

Osteosarcoma

(50)

(50)

(50)
1 (2%)

(50)
1 (2%)

K
i
v
!

NERVOUS SYSTEM

Brain

Granular Cell Tumor Benign
Sarcoma

Peripheral Nerve

Sarcoma

Spinal Cord

Osteosarcoma, Metastatic, Bone

(50)
1 (2%)
1 (100%)

(50)
1 (2%)

(50}

(1)
1 (100%)

{50)

(1)
(1)

RESPIRATORY SYSTEM

Lung

w,«omﬂ
Trachea

Alveolar/Bronchiolar Adenoma
Alveolar/Bronchiolar Carcinoma
Carcinoma, Metastatic, Pituitary Gland
Carcinoma, Metastatic, Preputial Gland
Carcinoma, Metastatic, Thyroid Gland
Carcinoma, Metastatic, Zymbal’s Gland
Osteosarcoma, Metastatic, Bone
Pheochromocytoma Malignant, Metastatic,
Adrenal Medulla
Sarcoma, Metastatic, Salivary Glands
Sarcoma, Metastatic, Skin
Squamous Cell Carcinoma, Metastatic, Oral
Mucosa

(509

(4%)
(2%)
(2%)

(2%)

| R SN

[y

{2%)
1 (2%

(46)
(43)

(49)
3 (6%)
2 (4%)

1 (2%)
1 (2%)

1 (2%)

(50)
(49)

{50}

2 (4%)
1 (2%,

1 (2%)

1 {2%)
1 (29)

(50)
(49)

(49§
1 (28)
1 (2%)

1 (2%)

1 (2%)
(49)
(47)
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NTP Experiment-Test: 88031-05 INCTIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)

Study Type: CHRONIC
Route: DOSED WATER

DIPROPYLENE GLYCOL

Report: PEIRPT0S
bate: 12/07/00
Time: 10:35:36

FISCHER 344 RATS MALR 0.0% .25% 1.0% 4.0%
SPECTAL SENSES SYSTEM
Zymbal's Gland (3) (2) (1) (1)
Carcinoma 3 (100%) 2 {100%) 1 (100%) 1 (100%)
URINARY SYSTEM
Kidney (47) (50) (50) (48)
Lipoma 2 (4%)
Sarcoma, Metastatic, Skin 1 (2%)
Stromal Nephroma 1 (2%)
Renal Tubule, Adenoma 1 (2%)
Renal Tubule, Carcinoma 1 (2%)
Urinary Bladder (46) (50) (49) (49)
Sarcoma 1 (2%)
SYSTEMIC LESIONS
Multiple Organs *(50) *(50) *(50) *(50)
Leukemia Monomiclear 16 (32%) 20 (40%) 22 (44%) 5 (10%)
Lymphoma Malignant 1 (2%) 1 (2%)
Mesothelioma Benign 1 (2%)
Mesothelioma Malignant 6 (12%) 2 (4%) 2 (4%) 2 (4%)

*

Number of animals with any tissue examined microscopically

Paga 12



NTP Experiment-Test: 88031-05 INCIDENCE RATES OF NEOPLA

Study Type: CHRONIC
Route: DOSED WATER

DIPROPYLENE GLYCOL

SME BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)

Report: PEIRPTOS

FISCHER 344 RATS MALE 0.0% 0.25% 1.0% 4,0%
ecs,oz SUMMARY

Total Animals with Primary Neoplasms (b) 49 50 50 50
Total Primary Neoplasms 141 161 142 76
Total g»amHm with Benign Neoplasms 47 49 50 49
Total Benign Neoplasms 95 117 99 61
Total Animals with Malignant Neoplasms 35 34 35 14
Total Malignant Neoplasms 46 44 45 15
Total Animals with Metastatic Neoplasms 3 4 4 2
Total Metastatic Neoplasm 9 7 7 2

Total Animals with Malignant Neoplasms
Uncertain Primary Site

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

a
b

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

Primary tumors: all tumors except metastatic tumors
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NTP STATISTICAL ANALYSIS OF PRIMARY TUMORS REPORT: PEIRPTO8

LAB: Battelle Columbus DIPROPYLENE GLYCOL DATE: 12/07/00

EXPERIMENT: 88031 TEST: 0S5 TIME: 10:35:44

TEST TYPE: CHRONIC CAGES FROM (0000 TO LAST CACGE PAGE: 1

CONT: NO1-ES-55388 ROUTE: DOSED WATER NTP CH: CBBO3L

PATHOLOGLST: MISSING CAg: 25265-71-8
RATS/FINAL#]L

REASONS FOR REMOVAL: ALL

REMOVAL DATE RANGE: ALL

TREATMENT GROUPS: INCLUDE ALL
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NTP STAISTICAL ANALYSIS G -RIMARY TUMORS

LAB: Battelle Columbus DIPROPYLENE GLYCOL
EXPERIMENT: 88031 TEST: 05

TEST TYPE: CPRONIC CACES FROM 0000 TO LAST CAGE
CONT: NO1-ES-45388 ROUTE: DOSED WATER

PATHOLOGIST: MISSING
Rats (FISCHER 344)

FOR ALL DOSES THE TUMOR RATES IN THE FOLLOWING TISSUES/ORGANS ARE
BASED ON NUMBER OF 7ISSUES EXAMINED. IN OTHER TTSSUES/ORGANS RATES
ARE BASED ON THE NUMBER OF ANTMALS NECROPSIED.

Adrenal Cortex
Adrenal Medulla
Brain
Clitoral/Preputial Gland
Heart

Islets, Pancreatic
Kidney

Liver

Lung

Ovary

pPancreas
Parathyroid Gland
Pituitary Gland
Prostate

Salivary Glands
Testes

Thymus

Thyreoid Gland
Urinary Bladder

REPORT: PEIRPTO8
DATE: 12/07/00
TIME: 10:35:44

NTP C#.: 88031
CAS: 25265-71-8¢



NTP STATISTICAL ANALYSIS OF PRIMARY TUMORS
LAB: Battelle Columbus DIPROPYLENE GLYCOL
EXPERIMENT: 88031 TEST: 05
TEST TYPE: CHRONIC

CONT: NOl-E5-55388
PATHOLOGIST: MISSING

CAGES FROM 0000 TO LAST CAGR
ROUTE: DOSED WATER

SUMMARY OF STATISTICALLY SIGNTFICANT (P<=,05) RESULTS
IN THE ANALYSIS OF DIPROPYLENE GLYCOL

B T O I P A Y N O O R O 0 S 5 5 I R A 2 £ e £ e o e s

Male Rats

—eieas

Organ Morphology

Adrenal Medulla Pheochromocytoma Benign
Pheochromocytoma Malignant
Pheochromocytoma: Benign, Complex, Malignant, NOS

Clitoral/Preputial Gland Cracinuma or Adenoma

Iglets, Pancreatic Carcinoma
Carcinoma or Adenoma
Mammary Gland Fibroadenoma

Fibroma, Fibroadenoma, Carcinoma, or Adenoma
Oral Cavity (Oral Mucosa, Tongue, Pharynx, Tooth, Gingiva)

Squamous Call Carcinoma

Squamous Cell Carcinoma, Papilloma Squamous, or Papilloma
Oral Mucosa Squamous Cell Carcinoma
Pituitary Gland: Pars Distalis or Unspecified Site

Adenoma

Carcinoma or Adenoma
Skin . Fibroma

Fibroma, Fibrosarcoma, Sarcoma, Myxoma, Myxosarcoma, or Fibrous Histi
Testes : ) Adenoma
Thyroid Gland: C-Cell Adenoma

Carcinoma or Adenoma
Leukemia: Lymphocytic, Monocytic, Mononuclear, or Undifferentiated
Benign Tumors
, Malignant Tumors
m ' zmwwnnmanmanmmnwmsaﬁaonm

Female zwnw

All Organs:

Organ , m Morphology
Clitoral/Preputial Gland Carcinoma or Adenoma
Mammary Gland - Fibroadenoma
o i Fibroma, Fibroadencma, Carcinoma, or Adenoma
All onnmum; I Hemangiosarcoma

ﬂ , vw:xmsmw"vwgﬁ300<nwn.zouonwn»n\ zono==numuﬂ~onc:uwmmmnosnwnnmn
i Benign Tumors
Malignant and Benign Tumors

REPORT: PEIRPTO03
DATE: 12/07/00
TIME: 10:35:44

NIP CH: CB8031
CAB: 25265-71-8

¢ ryioma
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12/07/00
Statistical Analysis of Prim

EXPERTMENT: 88031 TEST: 05

Terminal Sacrifice at 105 weaks

ary Tumors in Rats{FISCHER 344) -

Page 1

DIPROPYLENE GLYCOL

Ferales
Dose 1.0% 4.0%
Adrenal Cortex
Adenoma
TUMOR RATES
OVERALL (a) 0/47 (0%) 2/49 (4%) 0/50 (0%) 0/48 (0%) 1/49 (2%) 0/47 (0%) 1/47 (2%) 0/47 (0%)
POLY-3 RATE (b) 0/37.58 2/42.09 0/42.10 0/24.30 1/42.75 0/41.25 1/44.49 0/42.03
POLY-3 PERCENT (g} 0.0% 4.8% 0.0% 0.0% 2.3% 0.0% 2.3% 0.0%
TERMINAL (d) 0/23 (0%) 1/27 (4%) 0/27 (0%) 0/0 (0%) 1/30 (3%) 0/31 (0%) 1/38 (3%) 0/31 (0%)
FIRST INCIDENCE ik 698 - - 129 (7T) - 729 (7) -——
STATISTICAL TESTS
LIFE TABLE P=0.971IN P=0.287 (e} (@) P=0.,480N P=0.493N P=0.708N P=0,493N
POLY 3 P=0.420N P=0.263 (e) (e) P=0,.481N P=0.507N P=0.752N P=0,503N
POLY 1.5 P=0.411N P=0.257 {e) {e) P=0.481N P=0.507N P=0.758N P=0,504N
POLY 6 P=0.392N P=0,271 (e) (@) P=0.482N P=0.508N P=0D.%15N P=0, 504N
LOGISTIC REGRESSION P=0.737N P=3.270 {e) {a} P=0.480N (e) P=0.708N (e)
COCH-~ARM / FISHERS P=0,390N P=0.258 (e} (e) P=0.483N P=0.510N P=0.742 mno.upoz
Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Adrenal Medulla
Pheochromocytoma Benign
TUKMOR RATES
OVERALL (a) 4/47 (9%) 7749 (14%) 12/50 (24%) 1/47 (2%) 0/49 (0%) 3/47 (6%) 1/46 (2%) 0/47 (0%)
POLY-3 RATE (b) 4/37.88 7/42.10 12/43.89 1/24.31 0/42.75. 3/41.63 1/43.84 0/42.03
POLY-3 PERCENT (g) 10.6% 16.6% 27.3% 4.1% 0.0% 7.2% 2.3% 0.0%
TERMINAL (d) 1/23 (4%) 4/27 (15%) 8/27 (30%) 0/0 (0%) 0/30 (0%) 2731 (7%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE 697 711 340 614 ——— 622 725 --=
STATISTICAL TESTS
LIFE TABLR P=0.,146 P=0,388 P=0.063 P=0,335 P=0,265N P=0.127 P=0.546 (e)
POLY 3 P=0.308N P=0,323 =0,049 * P=0,339N P=0.263N P=0,113 P=0,505 (e}
POLY 1.5 P=0.140N P=0,310 P=0,045 * P=0.250N P=0.263N P=0,113 P=0.499 {e)
POLY G P=0.424 P=0,3239 P=0.051 P=0.512N P=0.265N P=0.114 P=0.512 (e)
LOGISTIC REGRESSTON P=0.296N P=0,367 P=0.042 * P=0.700N =0.267N P=0,114 P=0.521 Ae)
COCH-ARM / FISHERS P=0.050N P=0,287 P=0.036 * P=0,181IN P=0.268N P=0,113 P=0.484 (e)
R R e N NMARRER RSN R e mEe mmm s e e o o e ot mm e g vt g v Wi e S e s




Date: 12/07/00 EXPERIMENT: 88031 TEST: 05 Page 2
; Statistical Analysis of Primaxy Tumors in Rats(FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

- P I I 0 0 0 e o e o o B e £ 4 e e e e =

i Males : Pemales
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Adrenal Medulla : '
Pheochromocytoma Maiignant

TUMOR RATES ’ ‘

OVERALL (a) 5/47 (11%) o\mw (o3 2/50 (4%) ,o\Aq, (0%) 2/49 (4%) 0/47 (0%) 0/46 (0%) 0/47 (0%)
POLY-3 RATE (b) 5/38.29 0/41.97 2/43.00 0/23.91 2/42.86 0/41.25 0/43.82 0/42.03
POLY-3 PERCENT (g) 13.1% 0.0% ' 4,7% 0.0% 4.7% 0.0% 0.0% 0.0%
TERMINAL (d) 3/23 (13%) 0/27 (0%) 1727 (4%) 0/0 (0%) 0/30 (0%) 0/31 (o0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE 511 ’ - u.be ——— 702 - ——— -
STATISTICAL TESTS , , ‘

LIFE TABLE P=0.307N P=0. 024N* P=0,172N P=0.537N P=0.311N P=0.237N P=0.,201N P=0.240N
POLY 3 P=0.161N P=0.023N* P=0.170N P=0.094N P=0.316N P=0,245N P=0.232N P=0.24IN
[POLY 1.5 P=0,125N P=0.024N* P=0.175N P=0, 054N P=0.315N P=0.245N P=0.239N P=0).242N
POLY € P=0.199N . P=0,021N* P=0,167N P=0.213N P=0,318N P=0.2478 P=0.225N P=0,242N
LOGISTIC REGRESSION P=0.058N P=0,027N% P=0,218N P=0.106N P=0.309N P=0.246N P=0.230N P~J.241N
COCH-ARM / FISHERS P=0.087N P=0,025N* P=0.193N P=0.028N* P=0.312N P=0.258N =0,263N8 P=0. 258N

! Males ‘ Females .

| Dose ” 0.0% 0.25% H.e_w 4.0% 0.0% 0.25% 1.0% 4,0%

Adrenal Medulla . :
Pheochromocytoma: Benign, Complex, Malignant, NOS

i

| i
|

| .

TUNOR RATES
OVERALL (a) W 3/47 (19%)  7/49 (14%) 13/50 (26%) 1/47 (2%)  [2/49 (4%)  3/47 (68)  1/46 (2%) 0/47 (0%)
POLY-3 RATE (b)) 9/38.58 7/42.10 13/43.89 1/24.31 2/42.86 3/41.63 1/43.84 0/42.03
POLY-3 PERCENT (g) 23.3% 16.6% 29.6% 4.1% 4.7% 7.2% 2.3% 0.0%
TERMINAL (d} | 4/23 (17%)  4/27 (15%) 9727 {(33%)  0/0 (O%) 0/30 (0%)  2/31 (7%)  0/38 (0%)  0/31 (0%)

FIRST INCIDENCE 511 711 340 614 702 622 125 —

STATISTICAL TESTS

LIFE TABLE

, i P=0.387 P=0.264N P=0.374 P=0.648 P=0.117N P=0.508 P=0.432N P=0.240N

POLY 3| | P=0.121N P=0.317N P=0.346 P=0. 050N P=0.118N P=(0,487 P=0.492N P=0.241N
POLY 1.5 ﬂ P=0.,039N* P=0,330N =0.330 P=0.020N* P=0.117N P=0.486 P=0.503N P=0.242N
POLY 6 | P=0.408N P=0.302N P=0.353 P=0.178N =0.120N P=0,487 P=0.480N P=0.242N
JLOGISTIC REGRESSION| P=0.092N P=0.285N P=0.313 =0,129N P=0.116N P=0.483 P=0.483N P=0.241N

COCH~ARM / FISHERS P=0.009N**  P=0.358N =0.288 P=0.008N** |P=0.118N P=0.480 P=0,524N P=0.258N
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

i Males Females
Dose 0.0% . 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Clitoral/Preputial Gland

Adenoma
TUMOR RATES
OVERALL (a) 3/50 (6%) 1/47 (2%) 3/50 (6%) 1/50 (2%) 6/48 (13%) 9/44 (20%) 4/48 (8%) 4/48 (8%)
POLY~3 RATE (b) 3/40.37 1/41.26 3/42.10 1/25.88 6/41.42 -9/38.9% 4/44 .12 4/42.17
POLY-3 PERCENT (g} 7.4% 2.4% 7.1% 3.9% 14.5% 23.1% 9.1% 9.5%
TERMINAL (d4) 1/23 (4%) 0/27 (0%) 3/27 (11%) 0/0 (0%) 6/29 (21%) 8/30 (27%) 4/37 (11%) 3/30 (10%)
PIRST INCIDENCE 654 586 729 (T) 484 729 (1) 585 729 (7) 725
STATISTICAL TESTS ,_
LIFE TABLE P=0.389 P=0.266N P=0.609N P=0.579 P=0,182N P=0.307 P=0.224N P=0.346N
POLY 3 P=0Q, 543N P=0.297N P=0.644N P=0.475N P=0.1 54N P=0.240 P=0.330N P=0.357N
POLY 1.5 P=0.447N P=0.308N P=0.648N P=0.,386N P=0.162N P=0.237 P=0.345N P=0.358N
'POLY 6 P=0.505 P=0.281N P=0.642N P=0.624N P=0.170N P=0,244 P=0.313N P=0.362N
LOGISTIC REGRESSION P=0.405N P=0,338N P=0.631N P=0.360N P=0,173N P=0.233 P=0.224N P=0.358N
COCH~ARM / FISHERS P=0.336N P=0.332N P=(. 661N P=0.309N P=0.167N P=0.227 P=0.370N P=0.370N

Males Females

Dogse 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Clitoral/Preputial Gland

Carcinoma
TUMOR RATES
OVERALL (a) 3/50 (6%) 1/47 (2%) 2/50 (4%) 0/50 (0%) 5/48 (10%) 5/44 (11%) 2/48 (4%) 1/48 (2%)
POLY~-3 RATE (b} 3/741.08 1/41.53 2/42.51 0/25.17 5/41.79 5/38.49 2/44.12 1/42.74
POLY~3 PERCENT {g) 7.3% 2.4% 4.7% 0.0% 12.0% 13.0% 4.5% 2.3%
TERMINAL (d) 1/23 (4%) 0/27 (0%) 0/27 (0%) 0/0 (0%) 4/29 (1.4%) 4/30 (13%) 2/37 (5%) 0/30 {(0%)
FIRST INCIDENCE 511 456 627 - 626 725 729 (T) 542
STATISTICAL TRSTS
LIFE TABLE P=0.312N P=0,293N P=0.456N P=0.305N P=0.065N P=0,613N P=0.139N P=0.100N
POLY 3 P=0,258N P=0.301N P=0.484N P=0.230N P=0. 059N P=0.578 P=0.194N P=0.095N
POLY 1.5 P=0.199N P=0,310N P=0.488N P=0,167N P=0. 059N P=0.579 P=0.202N P=0.096N
POLY 6 P=0.337N P=0,287N P=0.480N P=0.361N P=0.060N =0.576 P=0.186N P=0.096N
LOGISTIC REGRESSION P=0.0708 P=0.452N P=0, 547N P=0,085N P=0.060N P=0.586 P=0.187N P=0.105N
COCH~ARM / FISHERS P=0.137N P=0.332N P=0, 500N P=0.,121IN P=0.061N P=0,573 P=0.218N P=0.102
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. Statistical Analysis of Primary Tumors in Rats(FISCHER unav DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks
EESsmmoTaTas e T S LT e T T P PPt
- ! M Lo .
§ ' Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
‘Clitoral/Preputial Gland .
Carcinoma or Adenoma
(TUMOR RATES - , ‘ ‘
'OVERALL (a) 6/50 (128}  2/47 (4%) 5/50 (10%)  1/50 (2%) Ho\se,Auuwv 14744 (32%) 6/48 (13%) 5/48 (10%)
POLY-3 RATE (b) 6/41,58 2/42.01 5/42.51 1/25.88 10/41.79 14/38.97 6/44.12 5/42.76
POLY-3 PERCENT (g) 14.4% 4.98% 11.8% 3.9%" 23.94% 35.9% 13.6% 11.7%
TERMINAL (d) 2/23 (%) 0/27 (0%) 3/27 (11%) 0/0 (0%) 9/29. (31%)  12/30 (40%) 6/37 (16%) 3/30 (10%)
FIRST INCIDENCE 511 456 627 484 626 585 729 (T) 542
STATISTICAL TESTS ‘
LIFE TABLE P=0.581N P=0.118N P=0.429N P=0.509N P=0.037N* P=0,261 P=0.086N P=0.117N
POLY 3 P=0.284N P=0,128N P=0. 484N P=0.175N P=0.027N* P=0.172 P=0.170N P=0,116N
'POLY 1.5 P=0.181N P=0.137N P=D,486N P=0.102N P=(,027N* P=0,173 P=0.183N P=0.118N
POLY 6 P=0.45IN P=0.116N P=0,485N P=0.357N P=0,028N* P=0,171 P=0.157N P=0.117N
LOGISTIC REGRESSION P=0.051N =0.214N P=0.497N P=0.044N* P=0.032N* P=0.171 P=0.141N P=0,123N
COCH~ARM / FISHERS P=0.094N P=0,155N P=0.500N P=0.056N P=0.033N* P=0.168 P=0.206N P=0,130N
' Males ; Femaleg
. Dose 0.0% 0.25% 1.0% 4,0% 0.0% 0,25% 1.0% 4.0%
Heart
| Schwannoma Benign .
ndlow N?.Hﬁm , )
ocmwvrr (a)! 2/50 (4%) 3/50 (6%) 1/50 (2%) 0/49 (0%) 0/50 (0%) 2/50 (4%) 4/50 (8%) 1/50 (2%)
POLY-3 RATE! (b) 2/40.56 3/42.41 1/42.17 0/24.59 0/43.16 2/43.38 4/45.88 1/43.66
POLY-3 mwzng (o 4.9% 7.1% 2.4% 0.0% 0.0% 4.6% 8.7% 2.3%
TERMINAL (d) 0/23 (0%) 3/27 (11%) 0/27 (0%) 0/0 (0%) 0/30 (0%) 1731 (3%) 4738 (11%) 1/31 (3%)
Nmen. Hznuuﬁann 565 729 (T) 712 —— ——— 634 729 (M) 729 (1)
mebanmaung, TESTS
SO
LIFE TABLE ; P=0.495N =0.556 P=0.459N8 P=0,.576N P=0.534N P=0.243 P=0.096 P=0.507
POLY 3 | P=0.193N P=D.520 P=0.486N P=0.361N P=0.573N8 P=0.238 P=0.068 P=0.502
POLY 1.5 7 P=0.160N P=0.514 P=0.490N =0.298N P=0.57IN P=0.238 P=0,065 P=0.503
POLY 6 | P=0,233N P=0.531 P=0.484N P=0.474N P=0. 579N P=0.238 =0.072 P=0.500
LOGISTIC bmﬁwmmmusz P=0.2108 P=0.518 =0.511N P=0.241IN P=0.501N P=0.237 P=0,096 P=0.507
COCH-ARM / / FISHERS P=0.118N P=0,500 P=0.500N P=0,253N P=0.5"8N P=0.247 P=0.059 P=0.500
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Statistical Analysis of Primary Tumors in Rats (TISCHER 344) ~ DIPROPYLENE GLYCOL .
Terminal Sacrifice at 105 weeks
z=s=== R S N R T S N SN S 2 PR T SN S ¥NE s ST EESSssEsssIEsSIEssssosssss SoEsszsmosmmsoomsasoszmeons J
Males Females
|Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Islets, Pancreatic
Adenoma
TUMOR RATRS
OVERALL (a) 2/44 (5%) 3/48 (6%) 0/50 (0%) 0/47 (0%) 0/47 (0%) 1/48 (2%) 0/48 (0%) 0/48 (0%)
POLY~3 RATE (b) 2/36.11 3/41.84 0/42.10 0/23.65 0/41.03 1/41.49 0/45.05 0/42.76
POLY-3 PERCENT (g) 5.5% 7.2% 0.0% 0.0% 0.0% 2.4% 0.0% 0.0%
TERMINAL (d) 2/23 (9%) 2727 (7%) 0/27 (0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE 729 (1) 649 - - - 717 ~—- -—-
STATISTICAL TESTS
LIFE TABLE P=0.488N P=0,566 P=0.203N P=1.000 P=0.616N P=0.518 (e} {e)
POLY 3 P=0., 145N P=0.567 P=0.203N P=0.342N P=0.612N P=0.502 (e) (e)
POLY 1.5 P=0.130N P=0.558 P=0.204N P=0.277N P=0. 609N P=0.504 {e) (e)
POLY 6 P=0.136N P=0.579 P=0.204N P=0.460N P=0.616N P=0.501 (e) (e)
LOGISTIC REGRESSION P=0.274N P=0.573 {e) {e) P=0, 606N P=0.500 (e} (e)
COCH~ARM / FISHERS P=0.106N P=0.542 P=0.216N P=0.231N P=0.607N P=0.505 (e) (e)
Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Islets, Pancreatic
Carcinoma
TUMOR RATES
OVERALL (a) 0/44 (0%) 4/48 (8%) 0/50 (0%) 2/47 (4%) 0/47 (0%) 0/48 (0%) 0/48 (0%) 0/48 (0%)
POLY-3 RAYTE (b) 0/36.11 4/41.62 0/42.10 2/24.37 0/41.03 0/41.44 0/45.05 0/42.76
¥OLY~3 PERCENT (g) 0.0% 9.6% 0.0% 8.2% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/23 (0%) 3/27 (11%) 0/27 (0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE ——— 709 ——— 564 —-—— ——— ——— ——
STATISTICAL TESTS
LIFE TABLE P=0.011 * P=0.092 (e) P=0,032 * (e) (e) (e) (e)
POLY 3 P=0.409 P=0.079 (e) P=0.163 (@) {e) (e) (e)
POLY 1.5 P=0.469 P=0,077 (e) P=0.203 (e} (a) (e) (e)
POLY 6 P=0,350 P=0.082 (e) P=0,114 (e) (e) (e) (e)
LOGISTIC REGRESSION P=0,252 P=0.090 (a) P=0,210 (e) (e) {e) {e)
COCH~ARM / FISHERS | P=0.546 P=0.070 (e) P=0.264 (e) (e) (a) (e)
it e o e P N O Eoamamiz BRSSES == =
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mamnpmn»nuw Analyeis of wn.:swn.« Tumors in Rats(FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at Hom weeks
2 Males ' X , Females , b ‘
Dose 0.0% 0.25% 1.0% - 4,0% 0.0% 0.25% - 1.0% 4.0%
Islets, Pancreatic
Carcinoma or Adenoma
TUMOR RATES o T T e
OVERALL (a) 2/494 (5%) 7/48 (15%) 0/50 (0%) 2/47 (4%) Q_E.\ (0%) 1/48 (2%) 0/48 (0%) 0/48 (0%)
POLY~-3 RATE (b) 2/36.11 7/41.92 0/42.10 2/24.37 0/41.03 1/41.49 0/45.05 0/42.76
POLY-3 PERCENT (g) 5.5% 16.7% 0.0% 8.2% 0.0% 2.4% 0.0% 0.0%
TERMINAL (d) 2/23 (9%) 5/27 (19%) 0/27 .(0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
mAHzmn. INCIDENCE 729 (T) 649 - 564 ——- 717 —— ———
STATISTICAL TESTS '
LIFE TABLE P=0.111 P=0.127 P=0.203N m.,no.ouw * P=0, 616N P=0,518 (e) (@)
POLY 3 P=0.379N P=0.117 P=0,203N P=0.545 P=0,612N $=0.502 (e} {a@)
POLY 1.5 P=0.327N P=0,112 P=0,204N P=0,635 P=0, 609N P=0.504 {e) {e)
POLY 6 P=0,395N P=0.125 P=0,204N P=0.394 P=0.616N P=0,501 (e) {e)
LOGISTIC REGRESSION P=0.614 P=0.125 {e@) P=0.363 P=0. 606N P=0.500 {e) {e)
COCH~ARM / FISHERS P=0.259N P=0.101 P=0.216N =0, 666N wué.moqz P=0,508 (e) (e}
i Males i Females . ,
Dose 0.0% o.nmw 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Kidney: Renal Tubule _
h.._.vo.sm
TUMOR RATES , DL
OVERALL ;. 0/47 (0%) 0/50 (0%) 2/50 (4%) 0/48 (0%) 0/49 (0%) 0/49 (0%) 0/49 (0%) 0/47 (0%)
POLY-3 RATE (b) 0/37.91 0/42.41 2/42.31 0/24.20 0/42.42 0/42.07 0/45.12 0/42.03
POLY-3 PERCENT (g) 0.0% 0.0% 4.7% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/23 (0%) C/27 (0%) 1/27 (4%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST Hznnonznw — - 674 - — — - -
mavu.nmﬂ.ung TESTS
LIFE .n.bwn.n P=0.710 (e) P=0.264 {e) {e) (e) (e) {e}
POLY 3. - P=0.630 (e) P=0.262 (e) (e) (e) (e) (e)
POLY 1.5| P=0. 730N {e) P=0.259 (e) (e) (e) (e) {e)
jpoLY 6 | P=0.354 (@) P=0.264 (e} 4 (e} (e) (e) {e)
H.onnmaunm REGRESSION P=0.793 (m) P=(.261 (e) (e) (e) (e) {e)
nonm-»zs / FISHERS P=0.655N (e) P=0,263 {e) {e) {e) {e) (e)
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) ~ DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 wecks
B T T e o ==ESTeEssssssssacascosssussssscsss az= ==
Males ' Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Lung
Alveolar/Bronchiolar Adenoma
TUMOR RATES
OVERALL (a) 2/50 (4%) 3/49 (6%) 0/50 (0%) 1749 (2%) 0/50 (0%) 2/50 (4%) 0/50 (0%) 0/49 (0%)
POLY~-3 RATE (b) 2/40.21 3/42.45 0/42.10 1/25.37 0/43.16 2/43.04 0/45.88 0/43.15
‘POLY~3 PERCENT (g) 5.0% 7.1% 0.0% 3.9% 0.0% 4.7% 0.0% 0.0%
TERMINAL (d) 1/23 (4%) 2/27 (7%) 0/27 (0%) 0/0 (0%) 0/30 (0%) 2/31 (7%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE 645 586 ——— 438 ——— 729 (T) - -—
STATISTICAL TESPS
LIFE TABLE P=0.661 P=0,555 P=0.225N P=0.589 P=0.390N P=0.245 (e) (e)
POLY 3 P=0.422N P=0.525 P=0.227N P=0.652N P=0.396N P=0.236 (e) (e)
POLY 1.5 P=0,393N P=0,512 P=0.230N P=0.581N P=0,394N P=0.237 {e]) (e)
POLY 6 P=0.408N P=0.543 P=0Q, 224N P=0.659 P=0,400N P=0.235 (e) (e)
LOGISTIC REGRESSION P=0.299N P=0.503 P=0.230N P=0.469N (e) P=0,245 {e) (e)
COCH~-ARM / FISHERS P=0.341N P=0.490 P=0.247N P=0.508N P=0.394N p=0.247 (&) (e)
Males Females

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Lung

Alveolar/Bronchiolar Carcinoma i
TUMOR RATRS  f TTTTTTTTmmmTmmmmoosssooes
OVERALL (a) 1/50 (2%) 2/49 (4%) 2/50 (4%) 1/49 (2%) 1/50 (2%) 1/50 (2%) 1/50 (2%) 0/49 (0%)
POLY-3 RATE (b) 1/39.90 2/42.06 2/42.59 1/24.98 1/43.16 1/43.04 1745.88 0/43.15
POLY-3 PERCENT (g) 2.5% 4.8% 4.7% 4,0% 2.3% 2.3% 2.2% 0.0%
TERMINAL (q) 1/23 (4%) 0/27 (0%) 1/27 (4%) 0/0 (0%) 1/30 (3%) 1731 (3%) 1/38 (3%) 0/31 (0%)
PIRST INCIDENCE 729 (1) 711 583 617 729 (T) 729 (T) 729 (1) ———
STATISTICAL TESTS
LIFF TABLE P=0,251 P=0.577 P=0.553 P=0.310 P=0.331N P=0. 755N P=0.708N P=0.493N
POLY 2 P=0,582 P=0.518 P=0.523 P=0,647 P=0,336N P=0.760 P=0.747N P=0.500N
POLY 1.5 P=0.,608N P=0.509 P=0.515 P=0.705 P=0.335N P=0, 760N P=0.,752N D=0.500N
POLY 6 P=0.424 P=0.533 P=0,532 P=0,542 P=0.338N P=0.759 P=0.741IN P=0.50IN
LOGISTIC REGRESSION P=0.647 P=0.560 P=0,507 P=0.596 P=0.331N P=0.755N P=D.708N le)
COCH-ARM / FISHERS P=0,518N P=0.492 P=0,500 P=0,747 P=0.337N P=0.753N P=0.753N P=0.505N
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Statistical Analysis of Primary Tumors in Rats(PISCHER 344) - DIPKOPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

' ! Males A Femalas
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%

Lung -
Alveolar/Bronchiclar Carcinoma or Ahlveolar/Bronchiolar
Adenoma
TUMOR RATES ,
OVERALL (a) 3/50 (6%) 5/49 (10%) 2/50 (4%) 2749 (4%) 1/50 (2%) 3/50 (6%) 1/50 (2%) 0/49 (0%)
POLY-3 RATE (b) 3/40.21 5/42.54 2/42.59 2/25.76 1/43.16 3/43.04 1/45.88 0/43.15
POLY-3 PERCENT (g) 7.5% 11.8% 4.7% 7.8% 2.3% 7.0% 2.2% 0.0%
TERMINAL (d) 2/23 (9%) 2/27 (7%) 1/27 (4%) /0 (0%) 1/30 (3%) 3/31 (10%) 1/38 (3%) 0/31 {0%)

FIRST INCIDENCE 645 586 583 438 729 (%) 729 (T) 729 (1) -

STATISTICAL TESTS

LIPE TABLE P=0.277 P=0.448 P=0.446N P=0,219 P=D. 169N P=0,316 P=0.708N P=0.493N
POLY 3 P=0.474N P=0.387 P=0.474N P=0.660 P=0,175N P=0.304 P=0.747N P=0,500N
POLY 1.5 P=0,392N P=0,371 P=0,482N P=0., 602N P=D.175N P=0.306 P=0.752N P=0., 500N
POLY 6 P=0,554N P=0.411 P=0. 465N P=0.499 P=D.178N P=0.302 P=0,741N P=0,501N
: LOGISTIC REGRESSION P=0.356N P=0.381 P=0.488N P=0.590N P=). 169N P=0.316 P=0.708N (e)
'|COCH~ARM / FISHERS P=0.293N P=0.346 P=0.500N P=0.510N P=).17N P=0.309 P=0, 753N P=0.505N
‘ ' ‘ Maleg ' : Females ”
|Dose 0.0% 0.25% 1.0% | 4.0% 0.0% 0.25% 1.0% 4.0%
Mammary Gland . . .
Carcinoma ’ ‘
TUMOR RATES # L # ﬁ * * # # #.
- H ‘ | i ' .
OVERALL (a) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 4/50 (8%) 4/50 (8%) 2/50 (4%) 2/50 (4%)
POLY-3 RATE (b) 0/39.90 0/42.41 0/42.10 0/25.17 4/43.75 4/43.04 2/45.88 2/43.85
POLY-3 PERCENT (g) 0.0% 0.0% 0.0% 0.0% 9.1% 9,3% 4.4% 4.6%
JTERMINAL : (d) 0/23 (0%) 0/27 (0%) 0/27 (0%) 0/0 (0%) 3730 (10%) 4/31 (13%) 2/38 (5%) 1/31 (3%)
FIRST INCIDENCE — -— -— —— 542 729 (T) 729 (T) 681
STATISTICAL TESTS
W LIFE TABLE (e} (e) {e) {e) P=0.272N P=0.627N P=0.248N P=0.330N
” POLY 3 | (@) (e} (e} (e) P=0.273N P=0.635 P=0.315N P=0.336N
! POLY 1.5 | (e) (e) (e} (e) P=0,271N P=0.640 P=0.323N P=0.333N
i IPOLY 6 {e) (e} (e) (e) P=0.279N P=0.628 P=0.306N P=0.342N
'LOGISTIC REGRESSION (@) (e) (e} (e) P=0.269N P=0.643 P=0.329N P=0.335N

! OCH-ARM ./ FISHERS (e) (e} ({e) (e) P=0,272N =0.6438 P=0.339N P=0.339N

D09
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks
Males Females

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Mammary Gland

Fibrcadenoma
TUMOR RATES # # # # # # # #
OVERALL (a) 1/50 (2%) 7/50 (14%) 1/50 (2%) 0/50 (0%) 36/90 (72%) 35/50 (70%) 30/50 (60%) 22/50 (44%)
POLY-3 RATE (b) 1/39.90 7/742.41 1742.69 0/25.17 36/46.35 35/44.40 30/46.63 22/44.99
POLY-3 PERCENT (g) 2.5% 16.5% 2.3% 0.0% 77.7% 78.8% 64.3% 48.9%
TERMINAL (d) 1723 (4%) 7/27 (26%) 0/27 (0%) 0/0 (0%) 25/30 (B3%) 27/31 (B7%) 26/38 (68%) 14/31 (45%)
FIRST INCIDENCE 729 (T) 729 (T) 543 ~—= 247 585 597 626
STATISTICAL TESTS
LIFE TABLE P=0.413N P=0,047 * =(). 735N P=1.000 P=0.003N** P=0.444N P=0.013N* P=0,01l0N*
POLY 3 P=0,106N P=0.036 * P=0.746N P=0.588N P<0.001N** P=0,551 P=0,107N P=0.002N**
POLY 1.5 P=0.,076N P=0.034 * P=0.751N P=0.544N P<0.001N** P=0,593N P=0.122N P=0,002N**
POLY 6 P=0.113N P=0.039 * P=0,740N P=0.6%4N P<0.Q01IN** P=0.476 P=0.096N P=0.003N**
LOGISTIC REGRESSION P=0.206N P=0.047 * P=0.746 (e} P<0 QO1N** P=0.512N P=0.073N P=0.003N**
COCH~ARM / FISHERS P=0.053N P=0.030 * P=0.753N P=0,500N P<0.001IN** P=0.500N P=0.146N P=0.004N**

Females

Dose 0.0% 0.25% 1.0% 4.0%
Mammary Gland

Pibroma, Fibroadenoma, Carcinoma, or Adenoma
TUMOR RATES # # # # K # # #
OVERALL (a) 1/50 (2%) 7/50 (14%) 1/50 (2%) 0/50 (0%) 37/50 (74%) 37/50 (74%) 30/50 (60%) 23/50 (46%)
POLY~3 RATE (b) 1/39.90 7/42.41 1/42.69 0/25.17 37/46.94 37/44.40 30/46.63 23/44.99
POLY-3 PERCENT (g) 2.5% 16.5% 2.3% 0.0% 78.8% 83.3% 64.3% 51.1%
TERMINAL (4) 1/23 (4%) 7/27 (26%) 0/27 (0%) a/0 (0%) 25/30 (83%) 29/31 (94%) 26/38 (68%) 15/31 (48%)
FIRST INCIDENCE 729 (1) 729 (T) 543 -—— 247 585 597 626
STATISTICAL TESTS
LIFE TABLE P=0.413N P=0.047 * P=0.735N P=1.000N P=0.003N**  p=0.518N P=0.008N**  P=0.010N*
POLY 3 P=0.106N P=0.036 * P=0.746N P=0.588N P<0.001IN** P=0.379 P=0.083N P=0.003N**
POLY 1.5 P=0,076N P=0.034 * P=0.751N P=(,544N P<0.001IN** P=0.473 P=0, 090N P=0.,003N**
POLY 6 P=0.143N P=0.039 * P=0.740N P=0.654N P<0.Q0IN** P=0.261 P=0.081N P=0.004N**
LOGISTIC REGRESSION P=0.206N P=0.047 * P=0.746 (e) : P<0.001N** P=0.591 P=0.054N P=0.002N**
COCH~ARM / FISHERS P=0.053N P=0,030 * P=0,753N P=0.500N P<0.001IN**  P=0,590N P=0.101N P=0.004N**
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' Statistical Analysis of Primary Tumors in Rats(FISCHER 344) DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks
xm‘pom Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
R R S N N N S S SrEA s S i gttt -24-1_1 - == ; v.\..ll., XIS TTmrmEmoaneg =
Mesentery A
Sarcoma

'TUMOR RATES # T * ‘ ¥ " ' # "
OVERALL (a) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 2/50 (4%)
POLY~3 RATE (b} 0/39.90 0/42.41 0/42.10 0/25.17 0/43.16 0/43.04 1/46.21 2/44.41
POLY~3 PERCENT (g) 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 2.2% 4.5%

TERMINAL (d) 0/23 (0%) 0/27 (0%) 0/27 {0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE —— - —-—— —— - - 638 533
STATISTICAL TESTS

LIFE TABLE (e) (e) {e) {e) P=0,008 {e) P=0.519 pP=0,238

POLY 3 {e) (e) (e) (e) P=0.102 (e) P=0.514 =(0.243
'POLY 1.5 (e) (e} (e) (e} P=0.101 {e). P=0.508 P=0.242

POLY 6 (e) {e) (e) {e) P=0.102 (e) P=0,520 P=0,243 [
LOGISTIC REGRESSION (e) (&) (e} {e) P=0,071 (e) P=0.475% P=0.180 '
COCH~ARM / FISHERS {e@) (e) (e} (e) P=0.0%7 (e) P=0.500 P=0,247
f Males Females ”
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0% i
Oral Cavity (Oral Mucosa, Tongue, Pharynx, Tooth, Gingiva)
: Squamous Cell Carcinoma :

TUNOR RATES ' * ¥ * * 4 # #

Qiﬁrn.r Anv, 0/50 (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY~3 RATE  (b) 0/39.90 0/42.41 0/42.10 2/26.03 1/43.16 0/43.04 0/45.88 1/44.20

POLY~-3 PERCENT (g) 0.0% 0.0% 0.0% 7.7% 2.3% 0.0% 0.0% 2.3%

TERMINAL (4) 0/23 (0%) 0/27 {0%) 0/27 (0%) 0/0 (0%) 1/30 (3%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
wnwmé INCIDENCE - .- -——— 596 729 (1) -—— —— 564
STATISTICAL TESTS

LIFE TABLE P=0.006 ** (e) (e) P=0.111 P=0.525 P=0.493N  P=0.453N  P=0.749N

POLY 3 i P=0.025 * {e) (e) P=0.157 P=0.526 P=0.501N P=0.,488N P=0. 755N

POLY 1.5 ; P=0.031 + (e) {e) P=0.193 P=0.525 P=0.500N P=0.492N P=0,756N

POLY 6 i P=0.020 » {e) {e) P=0.112 P=0.525 P=0.502N P=0.483N P=0.75%7N
LOGISTIC REGRESSION P=0.072 [C1) (e) P=0.241 P=0,502 (e) (e) P=0.745
COCH-ARM / meEm P=0.042 * {e) (e) $=0.,247 P=0,522 P=0.500N P=0.500N P=0,753N

, == =
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EXPERIMENT: 88031 TEST: 05
Statistical Analysis of Primary Tumors in Rats (FISCHER 344)

Terminal Sacrifice at 105 wecks

Page 11

DIPROPYLENE GLYCOL

Males _ ' Females

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4,0%
Oral Cavity (Oral Mucosa, Tongue, Pharynx, Tooth, Gingiva)

Squamous Cell Carcinoma, Papilloma Squamous, or Papilloma
TUMOR RATES # # # # f # # #
OVERALL ‘a) 0/50 (0%) 1750 (2%) 1/50 (2%) 2/50 (4%) 1/50 (2%) 0/50 (0%) 1/50 (2%) 1/50 (2%)
POLY~-3 RATE (k) 0/39.90 1/742. 41 1/42.10 2/26.03 1/43.16 0/43.04 1/45.88 1/44.20
POLY~3 PERCENT (g) 0.0% 2.4% 2.4% 7.7% 2.3% 0.0% 2.2% 2.3%
TERMINAL (d) 0/23 (0%) 1727 (4%) 1/27 (4%) 0/0 (0%) 1/30 (3%) 0/31 (0%) 1/38 {3%) 0/31 (0%)
FIRST INCIDENCE - 729 (1) 729 (T) 596 729 (T) -—- 729 (T) 564
STATISTICAL TESTS
LIFE TABLE P=0.005 ** P=0.532 P=0.532 P=0.111 P=0,566 P=0.493N P=0,708N P=0.749N
POLY 3 P=0,119 P=0.512 P=0,511 P=0.157 P=).572 P=0.501N P=0.747N P=0.755N
POLY 1.5 P=0.159 P=0.508 P=0,507 P=0,193 P=).,570 P=0.500N P=0,752N P=0.756N
POLY 6 P=0.075 P=0.519 P=0.514 P=0,112 P=),571 P=0.502N P=0.741N P=0,757N
LOGISTIC REGRESSION P=0,115 P=0.532 P=0,532 P=0.241 P=0).557 (e} P=0.708N P=0,745
COCH~-ARM / FISHERS P=0.214 P=0.500 P=0,500 P=0.247 P={).563 P=0.500N P=0.75%3N P=0.753N

Malesg Females

Dose ¢ 0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Oral Mucosa

Squamous Cell Carcinoma
TUMOR RATES * # # # # i # #

VERALL (a) 0/50 (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 0/5%0 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%).
POLY~3 RATE (b) 0/39.90 0/42.41 0/42.10 2/26.03 0/43.16 0/43.04 0/45.88 0/43.66
POLY-3 PERCENT (g) 0.0% 0.0% 0.0% 7.7% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/23 (0%) 0/27 (0%) 0/27 (0%) 0/0 {0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE ——- - o 596 ol = - I
STATISTICAL TESTS ,

LIFE TABLE P=0.006 ** (@) (e) P=0.111 (e) {e) (e) (e}
POLY 3 P=0.025 * {e) (e) P=0,157 {e) (e} (a) (e)
POLY 1.5 P=0,031 * {e) (e) P=0.193 (a) (e) (e) (e)
POLY 6 P=0,020 * (e) {e) =0.112 (e) (e) (e) (e)
LOGISTIC REGRESSION =0.072 (a) (e) P=0.241 (e) (e) (e) (e)
COCH-ARM / FISHERS P=0,042 * (@) (e} P=0,247 {e) {e) (@) (e)
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i Statigtical Analygis of Primary Tumors in Ratg (FISCHER 344) DIPROPYLENE GLYCOL
. Terminal Sacrifice at 105 weeks
” Males i Pemales
: ‘Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
W msscanemsmans cuEematmanTesmEemEmEEmsEms SSEAmEEEEEREEEEmEAREsESSESSSSESEEEsEECEESEEEois
m. Pancreas .
! Mixed Tumor Benign
: TUMOR RATES - . o
1 - e .
; OVERALL (a) 2/44 (5%) 0/49 (0%) 0/50 (0%) 0/47 (0%) 0/47 (0%) D/48 (0%) 0/48 (0%} 0/48 (0%)
. POLY-3 RATE (b} 2/36.72 0/41.98 0/42.10 0/23.65 0/41.03 0/41.44 0/45.05 0/42.76
u POLY-3 PERCENT (g) 5.5% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
., TERMINAL (d) 0/23 (0%) 0/27 (0%} 0/27 (0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
' FIRST INCIDENCE 584 - ——— —— - - - o
STATISTICAL TESTS q
' LIFE TABLE P=0.504N P=0.214N P=0.216N  P=0.576N (e) (e) (e) (e)
/ .POLY 3 P=0.309N P=0.207N P=0,207N P=0.346N (e} (e} (e) {e)
POLY 1.5 P=0.319N P=0.208N P=0.,206N P=0.280N (e) (e) (e) (e)
POLY 6 P=0.238N P=0.207N P=0.210N P=0.466N (e) (@) {e) {e)
LOGISTIC REGRESSION P=0.268N P=0.228N P=0.222N P=0,236N {e) (e (e} (e)
COCH~ARM / FISHERS P=0.305N P=0,221N P=0.216N P=0,231N (e) (e) {e) (e)
Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
' w.uunn_.ino»n Gland
' bmc:.oaw
.E,uon RATES T )
: QREFH. (a); 1745 (2%) 2/48 (4%) 0/49 (0%) 0/50 (0%) 0/49 (0%) 0/47 (0%) 0/47 (0%) 0/49 (0%)
POLY-3 RATE (b) 1/36.39 2/40.78 0/41.10 0/25.17 0/42.42 0/40.75 0/43.81 0/43.15
POLY-3 PERCENT (g} 2.8% 4.9% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL ?: 1/22 (5%) 1/26 {4%) 0/26 {(0%) 0/0 (0%) 0/30 (0%) 0/30 (0%) 0/36 (0%) 0/32 (0%
PIRST INCIDENCE 729 (T) 649 —— -— ——— — ——— ———
m?anm._.unwv TESTS '
LIFE TABLE | P=0.7268N  p=0.548 P=0.467N  P=1.0008 | (e} (e) (e) te)
POLY 3 | =0.270N P=0.540 P=0.476N P=0.571N (e} {e) (e) {e)
POLY 1.5 P=0.255N P=0.533 P=0.478N P=0.525N {e) (e) (e) (e)
POLY 6 | =0.249N P=0.551 P=0.474N P=0.641N {e) (e) (e} (e}
LOGISTI: wwmxummuoz P=0.401N P=0.540 (e) (e} (e} (e} (e) (e)
COCH-ARH / FISHERS =0. 226N =0.524 P=0. 479N P=0.474N (e} {e) (e) {e)
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) ~ DIPROPYLENE GLYCOIL
Terminal Sacrifice at 105 weaks

! Males Females

‘ Dose 0.0% 0.25% 1.,0% 4.0% 0.0% 0.25% 1.0% 4.0%

X Pituitarv Gland: Pars Distalis or Unspecified Site

! Adenoma
TUMOR RATES
OVERALL (a) 15747 (32%) 21/49 (43%) 18/50 (36%) 7/49 (14%) 20/48 (42%) 18/45 (40%) 20/50 (40%) 13/47 (28%)
POLY~3 RATE ({(b) 15/40.01 21/44.40 18/45.08 7/27.83 23/43.11 18/41.74 20/46.97 13,43.405
POLY-3 PERCENT (g) 37.5% 47.3% 39.9% 25.2% 46.4% 43.1% 42.6% 30.2%
TERMINAL (d4) 9/23 (39%) 12/27 (44%) 9/27 (33%) 0/0 (0%) 15/30 (50%) 10/31 (32%) 16/38 (42%) 9/31 (29%)
FIRST INCIDENCE 582 417 562 434 413 542 598 577

: STATISTICAL TESTS

m LIFE TABLE P=0.011 * P=0,342 P=0,504 P=0.002 ** P=(}. 099N P=0.402N P=0.273N D=0, 100N

I POLY 3 P=0.100N P=0,242 P=0,497 P=0.209N P=) 068N P=0.466N P=0.439N P=0.089N

. POLY 1.5 P=0.024N* P=0,221 P=0.468 P=0.091IN P=0.068N P=0.487N P=0.470N P=0.094N

! POLY 6 P=0.367N P=0,272 P~0.532 P=0.535N P=0).072N P=0.430N P=0.,401N P=0.084N

1 LOGISTIC REGRESSION P=0.058N P=0.214 P=0.441 P=0.451N P=0).087N P=0.5)9N P=0,443N P=0.094N

. COCH~ARM / FISHERS P=0.003N** P=0.185 P=0,417 P=0,034N* P=0, 076N P=0.519N P=0,515N P=0.111N

u Males Females

' Dose 0.0% 0,25% 1.0% 4,0% 0.0% 0.25% 1.0% 4.0%

. Pituitary Gland: Pars Distalis or Unspecified Site

; Carcinoma or Adenoma

T TUMOR RATES
OVERALL (a) 15/47 (32%) 21/49 (43%) 19/50 (38%) 7/49 (14%) 21/48 (44%) 18/45 (40%) 21/50 (42%) 13/47 {28%)
POLY~3 RATE (b) 15/40.01 21/44.40 19/45.67 7/27.8. 21/43.69 18/41.74 21/41.42 13/43.05
POLY-3 PERCENT (g) 37.5% 47.3% 41.6% Z5.2% 48.1% 43.1% 44.,3% 30.2%
TERMINAL (d) 9/23 (39%) 12/27 (44%)  9/27 (33%) a/0 (¢ 15/30 (50%) 10/31 (32%) 16/38 (42%) 9/31 (29%)
FIRST INCIDENCE 582 417 543 435l 413 542 597 577
STATISTICAL TESTS
LIFE TABLE P=0,014 * P=0.342 P=0.431 P=0,002 ** P=0.075N P=0,332N P=0,273N P=0.072N
POLY 3 P=0.104N P=0.242 P=0.,433 P=0.209N P=0.054N P=0,404N P=0.440N P=0.,065N
LY 1.5 PGy 025N* P=0,221 =(.,397 P=0.091N P=0.053N P=0,417N P=0.469N P=0.067N
OLY 6 P=0, 384N pP=0.272 P=0,477 P=0.535N P=0. 060N P=0.378N P=0.402N P=0, 064N
LOGISTIC REGRESSION P=0, 043IN* P=0,214 P=0,356 P=0.451N P=0.052N P=0.430M P=0.471N P=0.067N
COCH-ARM / PISMERS P=0,003N** P=0.185 P=0.340 P=0, 034N* P=0.057N P=0.438N P=0,512N P=0.077N
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks
ﬂ eJ;ax:ixx‘x. e zx::;w»nr 2 mmmnsmssmmsemssssns
, Males ' Fermaleas
Doge 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 1.0%
R RN EC LRSI R I RN e e 7 et T T R S M SRR NS N N R R I e S s et e e s e
Prostate
Adenoma
f . .
TUMOR RATES
OVERALL (a) 1/48 (2%} 1/50 (2% 2/50 (4%) 0/50 (0%)
POLY~3- RATE (b) 1/38.81 1/42.41 2/42.10 0/25.17 ,
POLY-3 PERCENT (g) 2.6% . 2.4% 4,8% 0.0%
TERMINAL (d) 0/23 (0%) 1/27 (4%) 2/27 (7%) 0/0 (0%)
FIRST INCIDENCE 676 729 (T) 729 (T) -
STATISTICAL TESTS
LIFE TABLE P=0.860 P=0.726N © P=0.541 P=0.970N
POLY 3 P=0.471N - P=0.741IN P=0,528 P=0,582N,
POLY 1.5 P=0.394N P=0. 744N P=0,525 $=0,5378
POLY 6 P=0.,588N P=0.736N P=0,530 P=0.651N
LOGYISTIC REGRESSION P=0,811N P=0.741N P=0,535% P=0.722N
COCH-ARM / FISHERS P=0.312N P=0.742N P=0,515 P=0.490N
Males Pemales
Dose 0.0% ‘0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
L Salivary Glands
: Sarcoma
TUMOR RATES | ) :
- o e 0 sl ' i | .
|OVBRALL (a) 0/49 (0%) 1/49 (2%) 3/50 (6%) 0/50 (0%) 0/49 (0%) 1/50 (2%} 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 0/38.94 1/41.82 3/42.48 0/25.17 0/42 .42 1/43.04 0/45.88 0/43.66
i POLY-3 PERCENT (g) 0.0% 2.4% 7.1% 0.0% 0.0% 2.3% 0.0% 0.0%
: TERMINAL (d) 0/23 (0%) 0/27 (0%) 1/27 (4%) 0/0 (0%) 0/30 (0%) 1/31 (3%) 0/38 (0%) 0/31 (0%)
'FIRST INCIDENCE ———— 614 627 bl o 729 (M) - -~
|sTarisricay TEsts
. LIiFE aywrmw P=0.664 P=0.510 P=0.148 (e} P=0.612N P=0.507 (e} (e}
" POLY 3 | P=0.646N P=0,514 P=0.134 (e) P=(0.611Y P=0.503 (e) (e)
| POLY 1.5 | P=0,535N P=0,509 P=0.130 (e) P=0. 608N P=0.504 (e} {e)
P POLY 6 | , P=0,388 P=0.522 P=0.139 {e) P=0, 15N P=0.501 () (e}
. JLOGISTIC w#n’MmmHQz P=0.552N P=0.470 P=0.132 (e) (e) P=0.507 (e} (e)
- nonmtvxx / ;..um:hxm P=0.431N P=0.500 P=0.125 (e} P=0. 607N P=0,505 (e) {e)
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) ~ DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

mme !IICIKJIJEXXHHNHHH HHHHUHHHHHHHHNHHHHJHNHWHHHHUNHHHHHHHHHHHHHHHHNHHHHHHHHUHHHHHHHHHHHHHHHHHHHKHHHHHHHHHHHH
Malesg Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Salivary Glands
Schwannoma Malignan':
TUNMOR RATES
OVERALL (a) 0749 (0%) 2/49 (4%) 0/50 (0%) 0/50 (0%) 0/49 (0%) 0/50 (0%) Q/50 (0%) 0/50 (0%)
POLY -3 RATE (b) 0/38.94 2/42.56 0/42.10 0/25.17 0/42.42 0/43.04 0/45.88 0/43.66
POLY-3 PERCENT (g} 0.0% 4.7% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/23 (0%) 0/27 (0%) 0/27 (0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE ——— 505 - - ——— - et ~
STATISTICAL TESTS
LIPE TABLE . P=0,452N P=0.250 (e) (e) (e) (e) (e) (e)
POLY 3 P=0.416N P=0.257 (e) (e) {e) (e) (a) (e)
POLY 1.5 P=0.407N P=0.250 (e) (e) (el (e) {e) (e)
POLY 6 P=0.387N P=0.268 (e) {e) (e) (e) (e) (e)
LOGISTIC REGRESSION P=0.285N P=0.146 (e) (e) (@) (e) (e) (e)
COCH-~ARM / PISHERS P=(, 386N P=0.247 (a) (e) (e] (e} (e) (e)
Males Fenales
Dose 0.0% 0.25% 1.0% 4.0% 0.C% 0.25% 1.0% 4.0%
Skin

Basal or Sq. Cell Carcinoma, Carcinoma, Basosq. Tumor . .
(M or B), Basal Cell Adenoma, Adenoma, Papilloma, S5q P.pilloma, Ke.atoacanthoma, I'richoepithel iom

Tl 0 e 1 4 0 0 e 1 0 0 B A o S S e e e o

TUMOR RATES # # # # # # # #
OVERALL (a) 1/50 (2%) 5/50 (10%) 4/50 (8%) 0/50 (0%) 0/50 (0%) 1/50 (2%) 0/50 (0%) 0/50 (0%)
POLY~3 RATE (b) 1/39.90 5/42.97 4/42.36 0/25.17 0/43.16 1/743.04 0/45.88 0/43.66
POLY-3 PERCENT (g) 2.5% 11.6% 9.4% 0.0% 0.0% 2.3% 0.0% 0.0%
TERMINAL (d) 1/23 (4%) 4/27 (15%) 2/27 (7%) 0/0 (0%) 0/30 (0%) 1/31 (3%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE 729 (1) 554 674 ——— —— 729 (T) - -~
STATISTICAL TESTS ’
LIFE TABLE P=0.759 P:=0,134 P=(),231 P=1.000N P=(.612N P=0.507 (a) {e)

POLY 3 P=0.262N P=0.118 P=(,196 P=0.588N P=0.612N P=0.499 (e) (e)

POLY 1.5 P=0.167N p=0.112 P=(,191 P=0.544N P=0.610N P=0.500 (e) (e}

POLY 6 =0.453N P=0.128 P=0.203 P=0.654N P=(0.616N P=0.498 (e) (e)
LOGISTIC REGRESSION P=0.395N P=0.117 P=0,205 le) (e) P=0.507 (e} (e)
COCH-ARM / FISHERS P=0.097N P=0.102 P=0.181 P=0.500N P=0.608N P=0.500 te) (&)
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Statistical Analysis of Primary Tumors in Ratge (FISCHER 344) ~ DIPROPY! ENE GLYCOL
Terminal Sacrifice at 105 weeks

= == oEEmnEra s R R R R L L L L N AN E et e e

Males ! ' R Penales
Dose 0.0% 0.25% 1.0% 4.0% . 0.0% 0.25% 1.0% 4.0%
8kin
Fibroma

TUMOR RATES # " # # , # ¥ # "
OVERALL (a) 6/50 (12%)  5/50 (10%)  3/50 (6%)  1/50 (2%) |1/50 (28)  0/50 (0%) _ 0/50 (0%)  0/50 (0%)
POLY-3 RATE (b) 6/40.71 5/42.95 3/42.15 1/25.33 1/43.16 0/43.04 0/45.88 0/43.66
POLY-2 PERCENT (g) 14.7% 11.6% 7.1% 4.02 2.3% 0.0% 0.0% 0.0%
TERMINAL (d) 3/23 (13%)  4/27 (15%)  2/27 (71%)  0/0 (0%) 1/30 (1%)  0/31 (0%)  0/38 (0%)  0/31 (0%)
PIRST INCICENCE 569 564 218 690 729 '(T) - e -
STATISTICAL TESTS ‘ T S
LIFE TABLE P=0.680 P=0. 40N P=0,180N P=0.481 P=0.55(N P=0.493N P=0.453N P=0.493N
POLY 3 P=0.143N P=0.462N P=0.223N P=0.1758 p=0.551IN P=0.501N 0, 488N =0.498N
POLY 1.5 P=0.091N P=0.475N P=0,228N P=0.1028 =0.550N P=0. 500N P=0.492N P=0.4978
POLY 6 P=0.218N P=0.444N P=0.220N P=0.361N P=0.55IN P=0.502N P=0.483y p=0.500N
TOGISTIC REGRESSION P=0.242N P=0.4678  P=0,212N P=0. 450N =0.550N (e) (e} (e)
-OCH-ARM / FISHERS P=0.047N*  P=0.S500N P=0.243N P=0,056N P=0.547N P=0. 500N P=0, 500N P=0. 500N

: Males o ) Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
skin

| Pibroma,| Fibrosarcoma, Sarcoma, Myxoma, Myxosarcoma,
or Fibrous Histiocytoma
i

TUMOR RATES

¥ £ ¥ ' * ’ 4 #
OVERALL (a) | /50 18wy 5/50 (108)  7/50 (14%) 1/50 (2%)  [1/50 (2¥)  2/50 (4%)  2/50 (4%)  0/50 (0%)
4 POLY-3 RATE (b) 9/41.54 5/42.95 7/42.15 1/25.33 1/43.16 2/43.21 2/46.12 0/43.66
POLY-3 PERCENT (g) 21.7% 11.68% 16.6% 4.0% 2.3% 4.6% 4.3% 0.0%
TERMINAL (d) , 3/23 (13%)  4/27 (15%) 6/27 (22%) 0/0 (0%) 1/30 (3%)  1/31 (3%)  1/38 (3%  0/31 (0%)
” PIRST INCIDENCE 511 564 718 690 729 (1) 683 565 e
, STATISTICAL TESTS
| P=0.627 P=0.138N P=0. 283N P=0.717 P=0.237T0 ° P=0.498 P=0.566 P=0.493N
| P=0.107N P=0.171IN P=0.3788 P=0. 0581 P=0.23211 P=0.500 P=0.523 P=0.498N
| P=0,047N* - P=Q.177N PxG.3768 P=0.023N*  [p=0.231n P=0.501 P=0.514 P=0.497N
W P=0.258N P=0.161N P=0.385N P=0.205N P=0.237M P=0.500 =0.534 P=0.500N
LOGESTIC REGRESSION P=0.136N P=0.180N P=0.3488 P=0. 068N P=0.231N P=0.498 P=0.516 (e

COCH-ARM / wnﬁzmwm P=0.016N* P=0.194N P=0.393N P=0.008N** |P=0.233N P=0.500 P=0.500 P=0.500N
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Statistical Analysis of Primary Tumors in Rats{FTSCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks
Males TFemales
.Uomm 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Skin
: Keratoacanthoma
TUMOR RATES ¢ " " # 4 " # 3
OVERALL (a) 1/50 (2%) 3/50 (6%) 4/50 (8%) 0/50 (0%) 10750 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY~3 RATE (h) 1/39.90 3/42.97 4/42.36 0/25.17 0/43.16 0/43.04 0/45.88 0/43.66
'POLY~3 PERCENT (g} 2.5% 7.0% 9.4% 0.0% [0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 1/23 (4%) 2/27 (%) /27 (7%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0738 (0%) 0/31 (0%)
FIRST INCIDENCE 729 (T) 554 674 - - ' s == -
STATISTICAL TESTS
LIFE TABLE P=0,704 P=0.347 P=0,231 P=1,000 (e) (@) (e) (e)
|POLY 3 P=0.378N P=0.332 P=0.196 P=0,588N (e) (e) (e) (e)
POLY 1.5 P=0.264N P=0.322 P=0,191 P=0.544N (e) (e) (e) (e)
POLY 6 P=0.578 P=0.347 P=0.203 P=0.654N (e) (e) (e) (e)
LOGISTIC REGRESSION P=0, 4481 P=0.315 P=0,205 (e) (e) (e) (e) (e)
COCH~ARM / FXSHERS P=(. 10w P=0.309 P=0,181 P=0.5%00N (e) (=) (e) (e}
Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
R R R RN N N S e e r e N s s T e EEsTooroTemsmmens B R R N N . N N RSSO S SRS oy SIS en e
[ Skin
Sarcoma
TUMOR RATES * # ¥ ¥ ¥ # # 4
OVERALL (a) 3/50 (6%) 0/50 (0%) 5/50 (10%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 2/50 (4%) 0/50 (0%)
POLY~3 RATE (b) 3/40.73 0/42.41 5/42.15 0/25.17 0/43.16 2/43.21 2/46.12 0/43.66
POLY~3 PERCENT (q) 7.4% 0.0% 11.9% 0.0% 0.0% 4.6% 4,3% 0.0%
TERMINAL (4) 0/23 (0%) 0/27 (0%) 4/27 (15%) 0/0 (0%) - 0/30 (0%) 1/31 (3%) 1/38 (3%) 0/31 (0%)
|FIRST INCIDENCE 511 ——— 718 - —— 683 665 -
STATISTICAL TESTS
LIFE TABLE P=0,658 P=0,101N P=0.444 P=0.537N P=0,352N P=0.234 P=0.277 (e)
POLY 3 P=0.425N P=0.111N P=0.374 P=0.228N P=0,343N p=0.237 P=0.252 (e)
POLY 1.5 P=0,293N P=0.114N P=0.371 P=0.166N P=0,342N P=0.238 P=0.246 (e)
POLY 6 P=0.504 P=0,107N P=0.377 P=0.357N P=0,348N P=0.237 pP=0,259 {e)
LOGISTIC REGRESSION P=0.433N P=0,130N P=0,382 P=0.127N P=0, 344N P=0,237 P=0.239 (&)
COCH-ARM / FISHERS P=0.183N P=0.121N P=0,357 P=0.121N P=0, 346N P=0.247 P=0,247 (e)
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Statistical Analysis of Primary Tumors in Rats (PISCHER 344) - DIPROPYLENE GLYCOL
: Terminal Sacrifice at 105 weeks

m i _ Maleg M ) : . ! Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Skin ;.
Sqguamous Cell Carcinoma
: ol
TUMOR RATES # # # # % # # # .
OVERALL (a) 0/50 (0%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 0/39.90 2/42.41 0/42.10 0/43.16 0/43.04 0/45.8¢ 0/43.66
POLY-3 PERCENT (g) 0.0% - 4.7% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (Q) 0/23 (0%) 2727 (%) 0/27 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE = 729 (1) -~ == -=- --- -
STATISTICAL TESTS )
LIFE TABLE - P=0.,970N P=0.274 {e) (e) (el (e) (e) {a)
POLY 3 P=0.423N P=0,251 {e) (e} (e] (e) (e) , (e)
POLY 1.5 P=0.413N P=0.246 {a} (@) ' {e) (e} {e) (e}
POLY & P=0.395N8 P=0,258 (e) (e) (e] (e) (e) (e)
LOGISTIC REGRESSION (a) P=0.274 (e) (e) {e) (e) {e) (e)
COCH~ARM '/ FISHERS ) P=0,390N P=0.247 {e) (e) (e) (e} (e) (e)
Males . Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1,0% 4.0%
8kin ,
Squamous Cell Papilloma, Papilloma, Squamous Cell
: nnunmaoan or Keratoacanthoma :
|ronor RaTes ' " # . ¢ # # #
‘OVERALL Awwv 1/50 (2%) 5/50 (10%) 4/50 (8%) 0/50 (0%) 0/50 (0%) 0/50 (0%} 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 1/39.90 5/42.97 4/42.36 0/25.17 0/43.16 0/43.04 0/45.88 0/43.66
POLY-3 PERCENT (g) 2.5% 11.6% 9.4% 0.0% 0.0% 0.0% 0.0% 0.0%
i ERMINAL {d) 1/23 (4%) 4/27 (15%) 2/27 (7%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
i FIRST HanUmznn 729 {(T) 554 674 —— —-——— -—- ——— ——

STATISTICAL TESTS

r LIFE TABLE P=0.759 P=0.134 P=0.231 P=1.000N {e} {e) (e) (e)
Co POLY 3 m P=0,262N P=0.118 P=0,196 P=0.588N (e} (e) (e) (e)
v POLY 1.5 | P=0.167N P=0.112 P=0.191 P=0.544N {e) {e) {e) {e)
. POLY 6 | P=0.45IN P=0.128 P=0.203 P=0.654N {e) (e) (e) (e)
P LOGISTIC REGRESSION P=0.395N P=0.117 P=0,205 (e) {e) (e) (e) (e)
Pl COCH-ARM / FISHERS P=0.097N P=0,102 P=0,181 P=0.500N {e) (e) (e) (e}
f,
4
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

' Males Females
Dose 0.0% 0.25% u.c& ».ow o.ow o.mmm H.cw a.ow

Stomach, Forestomach
Squamous Cell Carcinoma or Papilloma Scquamous

TUMOR RATES # # L) # # # # #
OVERALL (a) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 1/50 (2%) 0/50 (0%) 1/50 (2%)
POLY~3 RATE (b) 0/39.90 0/42.41 0/42.10 0/25.17 2/44.12 1/43.04 0/45.88 1/43.66
POLY-3 PERCENT (g) 0.0% 0.0% 0.0% 0.0% 4.5% 2.3% 0.0% 2.3%
TERMINAL (d) 0/23 (0%) 0/27 (0%) 0727 (0%) 0/0 (0%) ©[1/730 (3%) 1/31 (3%) 0738 (0%) 1/31 (3%)
FIRST INCIDENCE - .- - ~—— 247 729 (T) - 729 (T)

STATISTICAL TESTS

LIFE TABLE . (e) () {e) (e) P=0.566N P=0,492N P=0,214N P=0.492N
POLY 3 {e) (e) (e) {e) P=0.566N P=0. 509N P=0,229N P=0.504N
POLY 1.5 (e) {e} (e} {e) P=0.563N P=0,506N P=0,233N P=0.501N
POLY 6 (e) (e) (e) {e) P=0.570N P=0.511N P=0.223N P=0.508N
LOGYISTIC REGRESSION (e) (e) {e) (e) P=0.631N P=0.549N P=0.308N P=0.647N
COCH-ARM / FISHERS {e) (e) (e) (e) P=0.563N P=0.500N P=0.247N P=0.500N
Males Females

Doge 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
MMM S5t 1 - e e ey S i L ] e e e S Ty v ey i ¥ sEZszD=
Stomach, Porestomach

Squamous Cell Papilloma
TUMOR RATES # ' " " ¥ # ! #
OVERALL (a) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 1/50 (2%) 0/50 {(0%) 0/50 (0%)
POLY-3 RATE (b) 0/39.90 0/42.41 0/42.10 0/25.17 2/44.12 1/43.04 0/45.88 0/43.66
POLY-3 PERCENT (g) 0.0% 0.0% 0.0% 0.0% 4.5% 2.3% 0.0% 0.0%
TERMINAL (4) 0/23 (0%) 0727 (0%) 0/27 (0%) 0/0 (0%) 1/30 (3%) 1/31 (3%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE ——— ——— —— —— 247 729 (T) ——— ———
STATISTICAL TESTS
LIFE TABLE (e) (e) (e) (&) P=0,211N P=0.492N P=0.214N P=0.236N
POLY 3 (e) (e) (e) (e) P=0.214N P=0.509N P=0.229N P=0,239N
POLY 1.5 (e} (e) (e} {e) P=0.213N P=0.506N P=0.233N ~0.238N
POLY 6 (e) (e) (@) (e) P=0,217N P=0.511N P=0.223N P=0. 242N
LOGISTIC REGRESSION (e) (e) (e) (e) P=0. 266N P=0.549N P=0.308N P=0.414N
COCH-ARM / FISHERS (e) (e) (e) (e) P=0.212N P=0.500N P=0.247N P=0.247N

E 06
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i Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

D P emsEmss s o
! _ ( _v '
' Males N . Females ]
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Testes |
Adernoma
TUMOR RATES . ‘ _ ‘
OVERALL (a) 45/50 (90%) 45/50 (90%) 43/50 (86%) 48/50 (96%) A ,
POLY-3 RATE (b) 45/46.66 45/47.76 43/46,59 48/48.38
POLY-3 PERCENT (g) 96.5% 94.2% 92.3% 99.2%'
; TERMINAL (d) 23/23 (100%) 25/27 (93%) 27/27 .(100%) 0/0 (0%)
FIRST INCIDENCE 511 528 562 398
STATISTICAL TESTS
LIFE TABLE P<0.001 **  P=0.221IN P=0,151N P<0.001 **
POLY 3 P=0.145 P=0.488N P=0.297N P=0.385
POLY 1.5 P=0.140 P=0,517N P=0.278N P=0,310 _
POLY 6 P=0.168 P=0.474N P=0.477N P=0.496
LOGISTIC REGRESSION P=0.002 **  P=0.429N P=0.101N P=0.038 *
COCH-ARM / FISHERS P=0,139 P=0.630N P=0,380N P=0,218
. Malesg Femaleg W
; Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Thyroid Gland: C-Cell
‘ ; Adenoma
TUMOR RATES . , |
‘ OVERALL (a) 4/42 (10%) 4/47 (9%) 6/48 (13%) 0/47 (0%) 6/45 (13%) 8/45 (18%) 3/46 (7%) 3746 (7%)
; POLY~3 RATE (b) 4/36.69 4/40.42 6/42.61 0/23.82 6/39.85 8/39.85 3/44.27 3/41.30
A POLY-3 PERCENT (g) 10.9% 9.9% 14.1% 0.0% 15.1% 20.1% 6.8% 7.3%
: TERMINAL (d) 1/23 (4%) 2/27 (7%) 3/27 (11%)  0/0 (0%) 5/30 (17%)  6/31 (19%) 2/38 (5%) 1/31 (3%)
- FIRST INCIDENCE 568 649 562 ——— 626 721 598 681
P STATISTICAL TESTS
b LIFE TABLE - P=0.544N P=0.570N P=0.422 P=0.461N =0.129N P=0.411 P=0, 157N P=0.237N
; POLY 3 P=0,175N P=0.590N P=0.466 P=0.138N P=0.117N P=0,385 P=0. 192N P=0.223N
: POLY 1.5 | P=0,090N P=0.587N P=0.463 P=0.083N P=0,115N P=0.389 P=0.204N P=0,222N
|porty s P=0,376N P=0.589N 20,467 P=0.275N P=0.122N P=0.377 P=0.180N P=0.228N
, GISTIC REGRESSION P=0.043N*  P=0.581N P=0.427 P=0.054N P=0.115N P=0.387 P=0.222N P=0.223N
| COCH-ARM / FISHERS P=0.036N*  P=0.578N P=0.458 P=0.046N* P=0.117N P=0.386 P=0.231N P=0.231N
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344} ~ DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks
, , Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 1.0%
Thyroid Gland: C-Cell
Carcinoma

TUNOR RATES
OVERALL (a) 2/42 (5%) 3747 (6%) 2/48 (4%) 0/47 (0%) 1/45 (2%) 1/45 (2%) 2746 (4%) 1746 (2%)
POLY-3 RATE (b) 2/36.20 3/40.10 2/41.39 0/23.82 1/39.48 1/39.80 2/43.82 1741.10
POLY~3 PERCENT (q) 5.5% 7.5% 4.8% 0.0% - 2.5% 2.5% 4.6% 2.4%
TERMINAL (4) 1/23 (4%) 2/27 (7%} 1/27 (4%) 0/0 (0%) L1730 (3%) 1/31 (3%) 2738 (5%) 1/31 (3%)
FIRST INCIDENCE 569 717 726 -—= 129 (T) 729 (1) 729 (T) 729 (T)
STATISTICAL TESTS
LIFE TABLE P=0.617N P=0,566 P=0.637N P=0.574N I’=0.639N P=0.755N P=0.583 P=0.755N
POLY 3 P=0.222N P=0,547 P=0.646N P=0.341N P=0.622N P=0.759N P=0.536 P=0.,752N
POLY 1.5 P=0.164N P=0,548 P=0.644N P=0.274N P=0.620N P=0.759N P=0.527 P=0.752N
POLY 6 P=0.307N P=0.551 P=0.649N P=0.460N P=0.626N P=0.760N P=0.546 P=(0.754N
LOGISTIC REGRESSION P=0,295N P=0,552 P=0.646N P=0.233N P=0,639N P=0.755N P=0,583 P=0.755N
COCH-ARM / FISHERS P=0.106N P=0.554 P=0.640N P=0.220N P=0. 625N P=0.753N P=0.508 P=0.747N
” Males Females
Dose 0.0% 0.25% 1.0% 4.0% C.0% 0.25% 1.0% 4.0%
Thyroid Gland: C-Cell

Carcinoma or Adenoma
TUMOR RATES N
OVERALL (a) 6/42 (14%) 7/47 (15%) m\au (17%) 0/47 (0%) 7/45 (16%) 9/45 (20%) 5/46 (11%) 4/46 (9%)
POLY-3 RATE (b) 6/37.21 7/40.47 8/42.62 0/23.82 ° 7/39.85 9/39.85 5/44.27 4/41.30
POLY-3 PERCENT (g) 16.1% 17.3% 18.8% 0.0% 17.6% 22.6% 11.3% 9.7%
TERMINAL (d) 2/23 (9%) 4/27 (15%) 4/27 (15%) 0/0 (0%) 6/30 (20%) 7/31 (23%) 4/38 (11%) 2/31 (7%)
FIRST INCIDENCE 568 649 562 - 626 721 598 681
STATISTICAL TESTS
LIFE TABLE P=0.426N P=0.598 P=0.466 P=0.277N P=0. 143N P=0.419 P=0.244N P=0.252N
POLY 3 P=0.07IN P=0,566 P=0.494 =0.059N P:=0.128N P=0.390 P=0.307N P=0.238N
POLY 1.5 ) P=0.027N* P=0.573 P=0.496 P=0.026N* P=0.126N P=0.39% P=0.325N P=0.238N
POLY 6 P=0.246N P=0.563 P=0.489 P=0.176N P=0,133N P=0.382 P=0,289N P=0.244N
LOGISTIC REGRESSIOI =0.017N* P=0,587 P=0.471 P=0.010N* P:=0.127N P=0,392 P=0,330N P=0,240N
COCH-ARM / PISHERS P=0,007N** P=0.%88 P=0.494 P=0.009N** P20.129N P=0,392 P=0.363N P=0.248N
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; Statistical Analysis of Primary Tumors im Rats{FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

. . L

' Maleg , : Females

Dosge 0.0% 0.25% 1.0% 4.0% 0.0 0.25% 1.0% 4.0%
Uterus

Polyp Stromal

TUMOR RATES # * R ] # ¥ # §

OVERALL {a) 8/50 (16%) 12/50 (24%) 6/30 (12%) 12/50 (24%)
POLY-3 RATE (b) 8/43.19 12/44.68 6/46.50 12/45.31
POLY~3 PERCENT (g) 18.5% 26,9% 12.9% 26.5%
TERMINAL (d) 6/30 (20%) 7/31 (23%) 4/38 (11%) 7/31 (23%)
FIRST INCIDENCE 724 585 600 536
STATISTICAL TESTS

LIFE TABLE P=0,258 P=0,256 P=0, 245N P=0.259
POLY 3 P=0,281 P=0.249 P=0.330N P=0.260 .
POLY 1.5 P=0.279 P=0.240 P=0, 352N P=0,251
POLY 6 P=0.277 P=0,263 P=0,303N P=0,267
LOGISTIC REGRESSION P=0.267 P=0.223 P=0.327N P=0.234
COCH-ARM / FISHERS P=0.,1262 P=0.227 P=0.387N P=0.227

‘ Males Pemales

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Uterus .

“ Sarcoma Stromal
TUMOR RATES # # # # # # _ # #
oﬁEv (a) 1/50 (2%) 0/50 (0%) 2/50 (4%) 0/50 (0%)
POLY-3 RATE (b) 1/43.16 0/43.04 2/46.31 0/43.66
POLY-3 PERCENT (g) 2.3% 0.0% 4.3% 0.0%
TERMINAL (d) 1/30 (3%) 0/31 (0%) 1/38 {3%) 0/31 (0%)
FIRST INCIDENCE 729 (7) --- 604 -
STATISTICAL TESTS
.n.u,_mm TABLE | P=0.441N P=0.493N P=0,562 P=0.493IN
POLY 3 ! P=0,432N P=0.501N P=0.524 P=0.498N
POLY 1.5 i P=0.432N P=0.500N P=0.515 P=0.497N
POLY 6 | P=0,435N P=0.502N P=0.536 P=0.500N
LOGISTIC REGRESSION P=0.437N {e}) P=0.,485% (e)
COCH~ARM / ﬁnm:mxm P=0,437IN P=0.500N P=0.500 P=0.500N
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) ~ DIPROPYLENE GLYCOI.
Terminal Sacrifice at 105 weeks
.............. Sommmemsmansmsemses EroasssskzmsszmEss e R R A S NS RARAREERRTIEIISEEssEnsws s
Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
“Hn"HH"HHH"HHHH"HHNHNNHHHH"FHHHH.H“HHNHHHHNHHHHHHXl!llnﬂll!llllllll!lll.,ZI.‘:?:.:.:‘.x:.:. R e o T T Y SEESoTmSRsaT oo oes
Uterus
Sarcoma Stromal or Polyp Stromal
TUMOR R..IES # # # ¥ # # # 4
OVERALL (a) 9/50 (18%) 12/50 (24%) 8/50 (16%) 12/50 (24%)
POLY-3 RATE (b) 9/43.19 12/44.68 8/46.93 12/45.31
POLY~3 PERCENT (g) 21).8% 26.9% 17.1% 26.5%
TERMINAL (4) 7/30 (23%) 7/31 (23%) 5/38 (13%) 7/31 (23%)
FIRST INCIDENCE 724 585 600 536
STATISTICAL TESTS
LIFE TABLE P:0.336 P=0.342 P=0.328N P=0.346
POLY 3 P=0.367 P=0.340 P=0.425N P=0.354
POLY 1.5 P=0,364 P=0.330 P=0. 455N P=0,342
POLY 6 P=0.362 P=0.358 P=0.388N P=0.363
LOGISTIC REGRESSION P=(,348 P=0.307 P=0.448N P=0.320
COCH~ARM / FISHERS P=:0,343 P=0.312 P=0.500N P=0.312
. Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
Zymbal’s Gland
Carcinoma
TUMOR RATES # ¥ # # # # # #
OVERALL (a) 3/50 (6%) 2/50 (4%) 1/50 (2%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY~3 RATE (b) 3/41.42 2/43.08 1/42.17 1/25.96 0/43.16 0/43.04 0/45.88 0/43.66
POLY-3 PERCENT (g) 7.2% 4.6% 2.4% 3.9% 0.0% 0.0% 0.0% 0.0%
TERMINAL (Q) 0/23 (0%) 0/27 (0%) 0/27 (0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE 376 558 712 438 —— ——— - ——
STATISTICAL TESTS )
LIFE TABLE P=0.601N P=0.460N P=0,272N P=0.533N (a) {e) {e)
POLY 3 P=0.423N P=0.482N P=0.298N P=0.484N (e) (e) (e}
POLY 1.6 P=0.371N P=0.489N P=0,300N P=0.392N (e) (e) (e)
POLY 6 P=0.456N P=0.470N P=0,297N P=0.632N | (e) (e) (e)
LOCISTIC REGRESSION P=0.147N P=0.615N P=0,383N P=0.180N
COCH~ARM / FISHERS P=0,299N P=0.500N P=0.309N P=0,309N
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - DIPROPYLENE G'.YCOL
‘ Terminal Sacrifice at 105 weeks
. . , } )
Malas ! ' Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
All Organs
Hemangiosarcoma
'TUMOR RATES % - ) |M’n ) ..t } # # ) # .,* o ¥ o .
OVERALL (a) 0/50 (0%) 1/50 (2%) 0/50 (0%) 0/50 (0%) o.\mo (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%)
‘POLY~-3 RATE (b) 0/39.90 1/42.42 0/42.10 0/25,17 0/43.16 0/43.04 0/45.88 2/44.11
POLY~3 PERCENT (g) 0.0% 2.4% 0.0% 0.0% 0,0% 0.0% 0.0% 4.5%
TERMINAL (d) 0/23 (0%) 0/27 (0%) 0/27 (0%) 0/0 (0%) 0/30 (0% 0/31 (0%) 0/38 (0%) 1/31 (3%)
FIRST INCIDENCE - 726 - - ~e— o --- 597
STATISTICAL TESTS ‘ ,
LIFE TABLE P=0.999N P=0.546 {e) {e) P=0.040 * (e} (e) P=0.246
POLY 3 P=0.605N P=0.512 (e) (e) P=0.042 v (e) {e) P=0.242
'POLY 1.5 P=0.614N P=0,508 (e) {e) P=0.042 v (e} (e} pP=0,242
POLY 6 P=0.541N P=0,519 {e) (e) P=0,042 {e) (e) P=0.241
[LOGISTIC REGRESSION P=0.995N P=0.543 (e} {e) P=0.038 * (@) (e) P=0.224
|COCH-ARM / PISHERS P=0.608N P=0.500 {e) {e) P=0.042 * (e) {e) P=0,247
Males : . Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
! ; :
m All Oigans
Histiocytic Sarcoma

TUMOR | RATES # # L # # # ¥ #
OVERALL (a) : 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 0/50 (0%)
POLY-3 RATE (b) 0/39.90 0/42.11 0/42.10 0/25.17 0/43.16 0/43,04 2/46.32 0/43.66
POLY-3 PERCENT (g} 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 4.3% 0.0%
TERMINAL (4) | 0/23 (0%) 0/27 {0%) 0/27 (0%) 0/0 (0%) 0/30 (0%) 0/31 (0%) 1/38 (33) 0/31 (0%)
PIRST INCIDENCE ——— —— —— - - ——— 600 -
STATISTICAL TESTS
LIFE TABLE , {e) (@) () {e) P=0.659N (e} P=0.276 (e)
POLY 3 ! (e) (e) (e) (e} P=0.646N {e) P=0.253 (e}
POLY 1.5 W (e) (e) (e) (e) P=0.647N (e) P=0.247 (e)
POLY 6 | {e) (e} [C] (e) P=0.6498 {e) P=0.261 {e)
LOGISTIC REGRESSION (e) (e) (e} (e) P=0.662N (e) P=0.220 {e)
non::E / meﬂ,ﬂam (e) (e) (e) (e) P=0.652N (e) P=0.247 (e)
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks
Males Females

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
All Organs ) '

Leukemia: Lymphocytic, Monocytic, Mononuclear, og

Undifferentiated )
TUMOR RATES # # fl # # # # 4
OVERALL (a) 16/50 (32%) 20/5C (40%) 22/50 (44%) 5/50 (10%) 10/50 (20%) 10/50 (20%) 4/50 (8%) 13/50 126%)
JPOLY-3 RATE (b) 16/42.81 20/44.92 22/44.59 5/27.46 10/44.54 10/46.53 4/47.17 13/46.05
POLY-3 PERCENT (g) 37.4% 44.5% 49.3% 18.2% 22.5% 21.5% 8.5% 28.2%
| TERMINAY, (d) 6/23 (26%) 8/27 (30%) 12/27 (44%) 0/0 (0%) 5/30 (17%) 4/31 (13%) 2/38 (5%) 4/31 (13%)
FIRST INCIDENCE 564 550 584 408 543 ] 417 295 597
STATISTICAL TESTS
L."FE TABLE P=0.043 * P=0.467 P=0.307 P=0.154 P=0.17% P=0.57TN P=0.046N* P=0.335
FOLY 3 P=0. 055N P=0.32¢0 P=0.176 P=0,075N P=0.1646 P=0.556N P=0.056N P=0, 348
POLY 1.5 P=0.007N** P=0.301 P=0.171 P=0.022N* P=0.167 P=0.568N P=0.061N P=0.341
POLY & P=0, 384N P=0.354 P=0.,179 P=0.320N P=0.166 P=0.548N P=0.052N P=0.356
LOGISTIC REGRESSION | P=0,022N* P=0.305 P=0.184 =0, 042N* P=0.131 P=0.590 P=0.,095N P=0,310
COCH~ARM / FTISHERS P<0,001IN** P=0,266 P=0,151 P=0,006N** P=0,168 P=0.598N P=0.074N P=0,318

Males Females

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
All Organs

Mesothelioma: Benign, Malignant, NOS
TUMOR RATES # # # # # # # #
OVERALL (a 6/50 (12%) 2/50 (4%) 2/50 (4%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY~3 RATE (b) 6/41.07 2/43.51 2/42.10 2/25.99 0/43.16 0/43.04 0/45.88 0/43.66
POLY-3 PERCENT (g) 14.6% 4.6% 4.8% 7.7% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 2/23 (9%) 0/27 (0%) 2727 (1%) 0/0 (0%) 0/3G (0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE 569 554 729 (T) 610 — ——— ——— ——
STATISTICAL TESTS
LIFE TABLE P=0,432 P=0,120N P=0.111N P=0.396 {e) (e) (e) (e)
POLY 3 P=0.412N P=0,113N P=0.123N P=0,328N (e) (e) (a) (e)
POLY 1.5 P=0,338N P=0,120N P=0,125N P=0.217N {e) (e} {a) (e)
POLY 6 P=0,473N P=0.105N =0,123N P=0. 546N (e) (e) (e) (e)
LOGISTIC REGRESSION P=0.241N P=0.151N P=0.123N P=0.315N (e) (e) (a) {e)
COCH-ARM / FISHERS P=0.242N P=0,134N P=0.134N P=0.134N (e) (e) (e) (e)
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) H— DIPROPYLENE GLYCOL
Terminal Sacrifice at 10% weeks
i " T o b ; | T
' Males o ' ' Temales

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
mEREnooossomoesmem et », sEEmmE 1 SEESSRISREZISToSTmSD l.ll\.II.l..!!.«l,\l..l |||||| e T monmsmsma
All Organs

Mesothelioma: Malignant
TUMOR RATES # # " " ¥ " # #
OVEBRALL (a) 6/50 (12%) 2/50 (4%) 2/50 (4%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 6/41.07 2/43.51 2/42.,10 2/25.99 0/43.16 0/43.04 0/45.88 0/43.66
POLY-3 PERCENT (g) 14.6% 4.6% 4.8% 7.7% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 2/23 (9%) 0/27 (0%) 2/27 (7%) 0/0 {0%) 0/30 {0%) 0/31 (0%) 0/38 (0%) 0/31 (0%)
FIRST INCIDENCE mmm. 554 . qu., {7} 610 — —— ——— ———
STATISTICAL TESTS : .
LIFE TABLE P=0,432 P=0.120N P=0,111N P=0.396 (e) (e) (e) {e)
POLY 3 P=0.412N P=0.113N P=0.123N P=0.328N (&) (e) (@) (@)
POLY 1.5 P=0,338N P=0,120N P=0.125N P=0.217N {e) {e) (e) (e)
POLY 6 P=0.473N P=0.105N P=0.123N P=0.546N (e) {e) (e) {e)
LOCISTIC REGRESSION P=0.241N P=0.151N P=0,123N P=0.315N {e) (e) (e) (e}
COCH-ARM / FISHERS P=0,242N P=0,134N P=0.134N P=0. 134N (e) {e) (e) {e)

Males Females

Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%
All organs

Benign ‘Tumors
TUNOR RATES ¢ ¢ t 't # * 4 #
smmgv (a) | 47/50 (94%) 49/50 (98%) S50/50 (100%) 49/50 (98%) |44/50 (88%) 45/50 (90%) 40/50 (80%) 36/50 (72%)
POLY~3 RATE ‘(b) 4a1/4%,27 49/49.25 50/50.00 49/49.18 44/47.54 45/47.12 40/47.71 36/46.69
POLY~3 PERCENT (g) 99.4% 99.5% 100.0% 99.6% 82.6% 95.5% 83.8% 77.1%
TERMINAL (&) 23/23 (100%) 27/27 (100%) 27/27 {100%) 0/0 (0%) 30/30 (100%) 30/31 (97%) 33/38 (87%) 25/31 (81%)
m.Hjmu. HZQHUN,ZQM 511 417 340 398 Mbq_ 542 597 536
STATISTICAL TESTS
LIFPE TABLE P<0.001 ** P=0.306N P=0.405N P<0.001 ** P=0.061N P=0.562 P=0.012N* P=0. 080N
POLY 3 , P=0,993 P=0.999 P=1.000 P=1.000 P=0.003N** P=0.417 P=0.137N P=0.021N*
POLY 1.5 ; =0,7€3 P=0,792 P=0.577 P=0,778 P=0.004N** P=0,425 P=0.174N P=0.027N*
POLY 6 ! P=1.000 P=1,000N P=1.000 P=1,000N P=0.003N*~* P=0.507 P=0.095N P=0.019N*
LOGISTIC wum,r,nmmuoz P=0.376 P=0.895 P=0.274 . P=0,980 P=0.004N** P=0.516 P=0.104N P=0,022N*
nonilwa \‘m.ﬂmmmwm P=0.409 =0.309 P=0.121 P=0.309 =0 . 0L0N* P=0.500 P=0.207N P=0.039N*
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - DIPROPYLENE GLYCOL
Terminal Sacrifice at 105 weeks

Males Femaler
1.0% 4.0% 0.60% 0.25% 1.0% 4.0%
All Organs
Malignant Tumors

TUMOR RATES # # # # # # # #
OVERALL (a) 35/50 (70%) 34/50 (68%) 35/50 (70%) 14/50 (28%) 25/50 (50%) 24/50 (48%) 20/50 (40%) 21/50 (42%)
POLY-3 RATE (b) 35/48.06 34/49.10 35/47.55 14/31.84 25/4€.20 21/47.47 20/49.30 21/47.92
P0OLY~3 PERCENT (q) 72.8% 69.2% 73.6% 44.4% 54.1% 50.6% 40.6% 43.8%
TERMINAL (d) 12/23 (52%) 14/27 (52%) 18727 (67%) 0/C (0%) 15/30 (50%) 13/31 (42%) 12/38 (32%) 8/31 (26%)
FIRST INCIDENCE 323 456 340 448 5490 417 295 533
STATISTICAL TiSTS
L.IFE TABLE P=0.014 * P=0.287N P=0. 344N P=0.,027 * P=0,326N P=0.468N P=0.085N P=0.294N
POLY 3 P=0. 00TN** P=0, 434N P=0.559 P=0,006N** P=0,245N P=0.445N P=0.130N P=0.212N
POLY 1.5 P<0, 001AN** P=0,455N P=0.587 P<0.001N~»* r=0.253N P=0.458N P=0.154N P=0.229N
POLY 6 P=0.23821 P=0.405N P=0,50% P=0,171N P=0,237N P=0.436N P=0.107N P20, 197N
LOGISTTIC REGRESSION P<0.Q01IN** P=0.%65N P=0,3561 P<0.001IN** P=0, 295N P=0.501N . 244N P~0 . 284N
COCH~ARM / FISHERS P<0. 001N** P=0.500N P=0,586N D<0.001N** P=0.277N P=0.500N v=yv. 211N P=0.274N

Males Females
Dose 0.0% 0.25% 1.0% 4.0% 0.0% 0.25% 1.0% 4.0%

MR e ———

All Orgamns
Malignant and Benign Tumors

TUMOR RATES # # ¥ # # # # #

OVERALL (a 49/50 (98%) 50/50 (100%) 50/50 (100%) 50/50 (100%)[50/50 (100%) 49/50 (98%) 46/50 (92%) 46/50 (92%)
POLY-3 RATE (b) 49/49.05 50/50.00 50/50.00 50/50.00 50/50.00 49/49.20 46/50.00 46/49.51
POLY~3 PERCENT (g) 99.9% 100.0% 100.0% 100.0% 100.0% 99.6% 92.0% 92.9%
TERMINAL (d4) 23/23 (100%) 27/27 (100%) 27/27 (100%) 0/0 (0%) 30/30 (100%) 31/31 (100%) 34/38 (90%) 28/31 (90%)
FIRST INCIDENCE 323 417 340 388 247 417 295 533

STATISTICAL TRSTS

LIFE TABLE P<0.00] ** P=0,261N P=0.2991 P<0.001 ** P=0. 342N P=0.,443N P=0.022N* P=0.274N
POLY 3 P=1.000 P=1.000 P=1.000 P=1.000 P=0.061N P=1.000N P=0.061N ?=0.075N
POLY 1.% P=1.000 P=1,000 P=1.000 P=1.000 P=0.,058N P=0.891N P=0.061N P=0.067N
POLY 6 P=1..000 P=1.000 P=1.000 P=1.000 P=0. 073N P=1.000N P=0.061N P=0.091N
LOGISTIC REGRESSION (e) (e) (e) (e) P=0.066N P=0.363N (e) P=0.063N
COCH~ARM / FISHERS P=0.547 P=0.500 =0.500 P=0,500 P=0.069N P=0.500N P=0.059N P=0.359N
= llll'lIlllHBRWRHHH“HHHHHHHHHHHHHHRHHRRNHHKHHHH!I!!I!!:MHK!Ii:ZﬁR(ZZ{X!"KPH:5:{EHIxi!S:EtHﬂﬂﬂhHHRHRHHHHHHHHHRHHMBHUHHHHUH

a} Number of tumor-bearing enimals / number »f animals examined at site.
(b) Number cf tumor~bearing animals / Poly~-3 munber

(d) Obrerveu ..:icidence at terminal k311,

(f) Beneath the control incidence are the P-values assuciated with the trend
tast. Baneath the dosed group incidence are the P-values corresponding to



|
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pairwise comparigons between the controls and that dosed group. The life

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

being (directly or indirectly) the cause of death.

bogistic regression is an altermative

method for analyzing the incidence of non~-fatal tumore. The Cochran-Armitage
and Fishers exact tests compare directly the overall incidence rateg
For all tests a negative trend is indicated by N

() Value of Statistic cannot be computed,

(g} Poly-3 adjusted lifetime tumor incidence,

(I} Interim sacrifice :

(T) Terminal sacrifice
#  Tumor rates based on number of amimals necropsied,
* To the right of any statistical result, indicates significance at (P<=0.05).
** To the right of any statistical result, indicates significance at (P<=0,01).
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