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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Meaith Service

" . 3 National institures of Health
National Institute of
Environmentat Heaith Sciences
P.0. Box 12233

June 11, 1985 Research Triangie Park, N.C. 27709

1 HEALTH AlD
1 TO:  SCIENCE COMH.

FROM: P.CAMMER/HSIA

Mr. Gerald A. Emison ‘
Director ‘
Office of Air Quality Pla+ning
and Standards
U.S. Environmental Protection Agency
Research Triangle Park, N 27711

DATE: 7/18/85

Dear Mr. Emison:

This is in response to yo&r letter of May 20 to Dr, Canter in which you
requested information on the NTP studies of perchloroethylene
(tetrachloroethylene) and|trichloroethylene.

The draft technical report on the NTP inhalation toxicology and
carcinogenesis studies of perchloroethylene in rats and mice is currently

_being revised. The TRTP staff reviewed and evaluated the data on June 4,
and these interpretations are being placed into the draft Technical Report.
In these studies rats were exposed to 0, 200 and 400 ppm of the chemical,
and mice were exposed to 0, 100 and 200 ppm. Increased incidences of liver
tumors were noted in male and female mice. The results of the rat portion
of the study indicates an association with an increase in mononuclear cell
Jeukemia, The draft Technical Report is scheduled for peer review by the
Technical Reports Review Subcommittee of the NTP Board of Scientific
Counselors on August 14 in Research Triangle Park, N.C. A copy of the
draft report will be sent to you when it becomes available. Meanwhile, the
appendix containing the statistical analyses is enclosed.

The NTP has also conducted toxicology and carcinogenesis studies of
perchloroethylene (tetrachloroethylene) by the gavage route in four strains
of rats and in the B6C3F1 mouse, The histopathology has been completed for
these studies, which were performed at Gulf South Research Institute. The
doses utilized were 0, 37?, and 750 mg/kg body weight per day of
perchloroethylene for the rats and 0, 25, 100 and 200 mg/kg body weight per
day for the mice, Due to/ problems encountered in certain of the Gulf South
studies, the Program has gecided to perform audits of the data from all of
the studies conducted by that laboratory for the NTP, No decision will be
made on the reporting of the perchloroethylene gavage studies until we have
a more comprehensive assessment of the quality of the data generated by
Gulf South, i

With respect to trichloroﬁthy]ene, the NTP has complieted toxicology and
carcinogenesis studies of the chemical by the gavage route in F344 rats and
B6C3F1 mice., The draft report of these studies was peer reviewed in
September, 1982, and a final Technical Report is currently in preparation;
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Page 2 - Mr. Gerald A. Enﬁson

data audits have been coﬂp]eted recently, and this information will be
added to the Report before printing and distribution. When this report
becomes available, a copM will be sent to you. The tumor analysis tables
are enclosed. !

The NTP has also conductéd toxicology and carcinogenesis studies of
trichloroethylene in four strains of rats by the gavage route at doses of
0, 500, and 1000 mg/kg bady weight per day. The histopathology portion of
these stud1es has been completed, as well as an audit of the data from the
studies, Currently the draft Technical Report is being prepared., The peer
review of this report has been scheduled tentatively for the fall of this
year or the first of nex year. For your use a set of analysis tables are
enclosed., ‘

Letters were not sent on‘the preliminary results from the perchloroethylene
or the trichloroethylene studies as were sent to Dr. John Moore and Dr.
Laurence Rosenstein of EPA on methylene chloride., The main reason for this
is that the NTP sends out notifications on those studies in which the
preliminary findings are highly significant, both biologically and
statistically. Since the preliminary results from the perchloroethylene
and trichloroethylene studies did not appear as unique as those from the
methylene chloride studies, we did not consider an early notification in
either of these cases, For example, we do- expect liver tumors in mice from
these short chain allpha;1c hydrocarbons, and did not consider these as
being unusual enough to send a notice of preliminary findings. This class
of chemicals aiso seems to induce an effect on rat kidneys, albeit a low
yet consistent increase pcross studies,

Please let me know if [ tan provide further information on perchloro-
ethylene and trichloroethylene, or on other chemicals of concern to your
Program. You or one of your staff may wish to attend this open-to-the-
public Peer Review meet1bg. Contact Dr, L, Hart (FTS 629-3971) for more
information,

Sincerely yours,

Ernest E. McConnell, D.V.M.
Acting Director, Toxicology
Research & Testing Program

Enclosure

cc:

Dr. Rall
Dr. Canter
Dr, Mennear
Dr. Rosenstein !
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{ Office of Air Quality Planning and Standards
le Park, North Carolina 27711

20 MAY 1985

Research Trian

*,
“1e et

Dr, Dorothy Canter |
Assistant to the Director ‘
National Toxicology Program f
National Institute of Health (
Bethesda, Maryland 20205 |

Dear Dr. Canter:

This 1s to inform you of the status of the EPA regulatory program on
the solvents perchloroethylene (tetrachloroethylene) and trichloroethylene
and to request information on the status of the NTP studies on these
chemicals. j

In response to 2 Congres#iona1 commitment, EPA is in the late stages
of regulatory decision making on these solvents. At this time, the studies
available to assess the carcinogenicity of these chemicals are few and
controversial, with only one study demonstrating a positive carcinogenic
response in test animals as al result of exposure to perchloroethylene.
More recent studies conducted by NTP may therefore be very pertinent to
our policy recommendations.

It is our understanding that a new study on perchloroethylene is
nearing conpletion, with peer review expected late this summer. We would
appreciate a status report on this and other NTP studies on perchloroethylene
and trichloroethylene, with preliminary results if available, and a schedule
of the review process. A letter similar to the one sent July 26, 1984 from
you to Dr. Laurence Rosenstein on the preliminary results of the NTP study
on methylene chloride would satisfy our information needs. As we expect
to review our recommendations with the Deputy Administrator in mid-June,
we would appreciate receiving a response by June 7.

Thank you for your help in providing us with the most current information
for consideration in regulatdry decision making. Please call David Patrick
at FTS 629-5645 if you have any questions.
\

Sincerely,

ééiﬁ A. Emison

Director
Office of Air Quality Planning

5 and Standards
cc: Dr. McConnell (NTP)
Dr. Mennear (NTP) | a5
Dr. Rosenstein (T5-778) 5, 0
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APPENDIX

ANALYSES OF PRIMARY TUMORS IN RATS AND MICE

IN THE TWO-YEAR INHALATION STUDIES OF

TETRAFHLOROETHYLENE

SL 035602
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TABLE E1. ANALYSIS OF PRIMARY TUMORS IN MALE RATS IN THE TWO-YEAR INHALATION
STUDY op TETRACHLOROETHYLENE

. Control 200 ppm 400 ppm
|
!
Skin: Kerstoacanthoma !
Overalli Rates (a) 3750 16%) 1750 (2% 0/50 (0%
Adjusted Rates tb) f10.1% 5.0% 0.0%
Terminal Rates (¢! L 1/2314%) 1720 5% 0/12 (0%
Week of First Observation ;89 104
Life Table Tests «d) i  P=0125N P=0.368N P=0.231N
Incidental Tumor Testx (d) ¢ P=0.07IN P=0.329N P=0.114N
Cochran-Armitage Trend Test (d) | Pm0.060N
Fisher Exact Test(d) J‘ P=0.309N P=0.121N
Skin: Squamous Cell Papilioma or Carcinoma
Overall Ratesis) | 5016%) - 1750 (2% 0/50 (0%
Adjusted Rates (b) | 10.0% 5.0% 0.0%
Terminal Rates (&) i 1/234%) 1720 (5%) 0/12 (0%
Week of First Obasrvation 9 104
Life Table Tests 1d) . P=0.112N P=(.362N P=0.200N
incidental Tumor Tests d) . P=0.081N P=0.367TN P=0.130N
Cochran-Armitage Trend Test (d) | Pm=0.060N
Fisher Ezact Test td) | P=0.309N P=0.121N
Subcutaneous Tissue: Fibroma !
Overall Rates (a) | 3/50(6%) (o) 1750 (2% 450 (8%
Adjusted Rates (b) o 9.1% 3.0% 231.6%
Terminal Rates () I 0/2310%) 020 (0%) 212(17%)
Week of First Observation - 98 98 99
Life Table Tests(d) P=(.260 P=( 358N P=0.301
Incidental Tumor Tests (d) P=0.423 . P=0373N P=0,484
Cochran-Armitage Trend Test(d) . P=0.412 ’
Fisher Exact Test (d) ! P=0.309N" P=0.500
Hematopoietic System: Mononuclear Cell Laykemia
Overall Ratesa’ 28/50 (56%) 37/50 (74%) 3750 (14%)
Adjusted Ratestb) r 64.6% 80.1% 90.8%
Terminal Rates (¢) P 923(39%) 11720 (55%) 912(75%)
Week of First Observation | 66 ’ 53 68
Life Tabie Tests (d) | P=0.004 P=0.046 P=0.004
Incidental Tumor Tests (d) - P=0.097 P=0.023 P=0.104
Cochran-Armitage Trend Test id) | Pwm0.034
Fisher Exact Test ide ‘ P=0.046 P=0.046
Oral Cavity: Squasmous Cell Papilioma or Carcinoma
Overall Ratesta) 1 150 (2% 1/50 (2%) 3/50 16%)
Adjustad Rates (b) L 2T% 50% 10.8%
Terminal Rates (¢) P 0723 (0% 1720 (5% 0/12 (0%
Week of First Observation P97 104 7
Life Table Tesws (d) I P=0.133 P=0.732 Pw=(.232
Incidental Tumor Tests (d) (‘ Pu(.241 P=0,723 Pm=(.428
Cochran-Armitage Trend Test (d) | P=0.202
Fisher Exact Test (d) “ P=0.753 P=0.309
Liver: Neoplastic Nodule i
Overall Rates (a) | 4/50(8% 7/50 (14%) 4/49 (8%}
Adjustad Rutes (b) 17.4% 30.6% 30.8%
Termingl Rates (¢! | 423017%: 5720 (25%) 312(25%)
Week of First Observation | 104 91 103
Life Tabie Tests (d) i P=0.19C P=0.177 P=0.267
incidental Tumor Tests (d) . Pw=0.285 P=0.195 P=0.330
Cochran-Armitage Trend Test (d) i P=0.553
Fisher Exact Test (d) j Pm(.262 P=0.631
|
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TABLE El.- ANALYSIS OF PRIMARY TUMORS IN MALE RATS IN THE TWO-YEAR INHALATION

STUDY OF TETRACHLOROETHYLENE (Continued!

Control 200 ppm 400 ppm

Liver: Neoplastic Nodule or Hepatoceliular Carcinoma

Overall Ratesa) &/50 (8%) 150 (14%) 5/4910%)

Adjusted Rates (b) 17.4% 30.6% 32.3%

Terrmmunal Rates (¢! 4231 7% 8/20¢25%) 312125%)

Week of First Observation 104 91 83

Life Tabie Tests(d) P=0.117 P=0.177 P=0.168

incidental Tumor Tests (d) P=a0.201 P=0.19% P=0.243

Cochran-Armitage Trend Test «d! P=0.422

Fisher Exact Test(d) P=(.262 P=0.487
Kidney: Tubular Cell Adenoma

Overall Rates (s} 1/49 (2%) 3/496%) 2/50 (4%

Adjusted Rates (b) 4.3% 10.8% 12.7%

Terminal Rates o) 1723 (4%) 1720 (5% 1/12(8%)

Week of First Observation 104 9 102

Life Table Tests (d) Pw(.242 P={.259 P=0.316

Incidental Tumor Tests 1d) P=0.350 P=0.296 P=0.376

Cochran-Armitage Trend Testid) P=0.407

Fisher Exact Testid) P=0.309 P=0.508
Kidney: Tubular Cell Adenoma or Adenccarcinoma

Overall Rates (a) 1/49 (2% (h 349 16%! 4/5018%)

Adjusted Rates (b) 4.3% 10.8% 22.4%

Terminal Rates (¢) 1/23 14%) 1720¢5%) 212¢(17T%)

Week of First Observation 104 9 83

Life Table Tests (d) P=u(.054 P=(.259 P=0.070

Incidental Tumor Tests (d) P=0.107 P=0.296  P=0.114

Cochran-Armutage Trend Test (d) P=0.138

Fisher Exact Test 1d) . P=0.309 P=0.187
Pituitary Gland: Adenoma

Overall Ratesta) 17/47 (36%) 1247 (26%) 16/48 (33

Adjusted Rates b) 49.2% 50.9% 48 9%

Termunal Rates (¢) T7/23 (30%:! 920 145%) 1/12(8%)

Week of First Observauon 9% 98 rK)

Life Table Tests d) P=0.185 P=0.357N P=0.238

Incidental Tumor Tests «d) P=0.484N P=(.203N P=0.335N

Cochran-Armitage Trend Test (d) P=0.429N

Fisher Exact Testid) P=0.186N Pw0.470N
Piwitary Gland: Carcinoma

Overall Rates (2) /47 (6%) 247 (4%) 2/48 (4%)

Adjusted Rates (b} 9.6% 7.3% 7.4%

Terminal Rates (¢) 0/23 (0%:) 1720 (5% 012 (0%

Week of First Observation 9% 86 85

Life Table Tests (d) P=0.566N P=0S75N P=0.65TN

Incidental Tumor Tests (d) P=0.308N P=0.514N P=0.376N

Cochran-Armitage Trend Test (d) Pwm0397N

Fishar Exact Test (d) P=0.500N P=0.490N
Pituitary Gland: Adenoma or Carcinoma

Overall Rates ta) 20/47 (43%) 1747 (30%) 18/48138%)

Adjusted Rates(b) 54.2% 56.5% 53.6%

Termunal Rates (c) 123 (30%) 10720 (50%: 1/12(8%)

Week of First Observation 90 86 173

Life Table Tests (d) P=0.20" P=0.326N Pw(.259

Incidental Tumor Tests (d) P=0.352N P=0.233N P=(.210N

Cochran-Armitage Trend Test (d) P=0.346N

Fisher Exuct Test (d) P=0.142N Pw(.385N

L
g1 03560
E-3 Tetrachloroethylene, NTP TR 311, Draft 5/85




|
|
|
|
i
i
I

TABLE E1. ANALYSIS OF PRIMARY TL'M%RS IN MALE RATS IN THE TWO-YEAR INHALATION

i
Tetrachioroethylene, NTP TR 311, Draft §185 E-4

gL 035605

STUDY OF TETRACHLOROETHYLENE (Continued)
J
N | Control 200 ppm 400 ppm
|
|
. Adrenal Gland: Pheochromocytoma i
Overall Rates:a) 22/49 (45%) 21/49 143%) 23/49147%)
Adjusted Ratas (b) 64.7% 70.0% 78.0%
Terminal Raws (c) 12723 (52%) 12720 (60%) 1M1258%)
Wesk of First Observation T 82 ™
Life Table Tests (d) . P=0.041 P=0.420 P=0.049
Incidental Tumor Tests (d) i P=0.293 P=(.488 P=0.356
Cochran-Acmitage Trend Test (d! ! P=0.480
Fisher Exact Test td) ‘\‘ P=0.500N P=0.500
Adrenal Gland: Pheochromocytoma or Mslignant Pheochromocytoma
Overall Rates (a) 22/49 (45%) 21749 (43%) 24/49 (49%)
Adjusted Rates (D) I 6AT% 70.0% 82.4%
Terminal Rates () | 12/23152%) 1220 (60%) 8/12(67%)
Week of First Qbservation ‘ 89 82 rad
Life Table Tests td) . P=0.,025 P=0.420 P=0.030
Incidental Tumor Tests td) | P=0212 P=0.488 P%0.259
Cochran-Armitage Trend Test d) . P=0380
Fisher Exact Test «d) ‘ P=0.500N Pw0.420
Thyroid Gland: C-Cell Adenoma !
Overall Ratesa) | 34T 16%) 3/4816%) 4/4619%)
Adjusted Rates (b) | 11.5% 12.0% 26.7%
Terminal Ratas tc) . 223 (9% 172015%) 2N2017%)
Week of First Observation . ] 9 102
Life Table Tests 1d) P=0.196 P=0.599 P=0.225
Incidental Tumor Tests (d) P=0.329 P=0.614 P=0.357
Cochran-Armitage Trend Test(d) P=0.409
Fisher Exact Test(d) | P=0.65IN P=(. 488
Thyroid Gland: C-Cell Carcinoma f
Overall Ratas () } VAT (3%) 6/48113%) 0/46 (0%)
Adjusted Rates (b) I 16.4% 24.0% 0.0%
Terminal Ratax ic) an2iaam 3720(15%) 0/12 (0%
‘Week of First Observation 103 98
‘Life Table Tosts (d) P=0.236N P=0.288 P=0.176N
Incidenta! Tamor Tests (d) P=0.139N P=0.300 P=0.124N
Cochran-Armitage Trend Testd) . P=0.083N
Fisher Exact Test td) X i P=0384 P=0.061N
Thyroid Gland: C-Cell Adenoma or Cnrcinomk
Overall Ratesta! . TATI15%) 9/48 (19%) 4/46 (9%)
Adjusted Rates (b) 27.0% 33.7% 26.7%
Terminal Rates (¢! 5§23 (22%) 420 (20%) 212:17%)
Week of First Observation 99 98 102
Life Table Tests (d) P=0.516 P=0.289 P=0613
Incidents] Tumor Tests (d) . P=0J3T3N P=0.300 P=0.464N
Cochran-Armitage Trend Test(d) i Pw=0.242N
Fisher Exact Teat (d) i P=Q.410 P=0.274N
Pancreatic Isiets: Islet Coll Adenoma
Overall Ratas (a) 3/43(7%) 2/46 14%) 1/46(2%)
Adjusted Rates (b) ' 13.6% 8.2% 3.1%
Terminal Raws ) i A22014W) 120(5%) 0/12 (0%
Week of First Observation i 104 a9 95
Life Table Tests (d) . P=0375N P=0.546N P=0. 496N
Incidental Tumor Tests (d) P»0.297TN Pw0.542N P=0.438N
Cochran-Armitage Trend Test (d) P=0.200N
Fisher Exact Test (d) i P=0.468N P=(.283N




TABLE El."ANALYSIS OF PRIMARY TUMORS IN MALE RATS IN THE TWO-YEAR INHALATION
STUDY OF TETRACHLOROETHYLENE (Continued)

Control 200 ppm 400 ppm

Preputial Gland: Adenomsa -

Overall Ratws ) 1/50 (2%) 350 16%) 3/5016%)

Adjusted Ratesd) 4.3% 11.2% 19.8%

Termunal Ratastc) 1723 (4%) 1720 (5%) 2/12(17%:

Week of First Observation 104 87 99

Life Table Testsd) P=0.107 P=0.255 P=0.137

Incidental Tumor Tests 1d} P=(.170 P=0.285 P=0.164

Cochran-Armitage Trend Test(d) P=0.238

Fisher Exact Test (d) P=0.30¢ P=0.309
Preputial Gland: Carcinoma

Overal! Rates ta) 2/50 (4% 250 14%) 3750 (6%

Adjusied Ratesb) 8.0% 10.0% 15.0%

Terminal Ratesc) 1723 (4% 2720 (10%: 1712 (8%

Weak of First Observation 103 104 86

Life Table Tests (d) P=0.205 P=0.637 P=0.285

Incidental Tumor Tests (d) P=0318 P=0.638 P=0.467

Cochran-Armitage Trend Test (4! P=0.406

Fisher Exact Test (d) P=0.691 P=0.500
Preputial Gland: Adenoma or Carcinoma

Overall Ratesta) 3/50 (6%) 5/50 (10%) /50 (12%)

Adjusted Rates (b) 12.2% 20.6% 33.0%

Terminal Rates ic) 223 19%) 3720 (15%) 3N225%

Week of Firmt Observation 103 87 86

Life Table Testa (d) P=0.047 P=0.277 P=0.083

Incidental Tumor Tests (d) P=0.112 P=(.299 P=(.139

Cochran-Armitage Trend Test 1d) P=0.195

Fisher Exact Test 1d) P=0.357 P=0.243
Tastis: Inwerstitial Coll Tumor .

Qverail Rates ) 35750 (70%: 39/49 180%) 41/50(82%)

Adjustad Rates b) 4% 97.5% 100.0%

Terminal Rates ¢ 20723 (87%) 19720195%) 12/12 (100%)

Week of First Observation 69 82 68

Life Table Tests 1d? P«<0.001 P=0.093 P=0.001

Incidental Tumor Tests (d) P=0.012 P=0.047 P=0.024

Cochran-Armutage Trend Test idy P=0.095

Fisher Exact Test (d) P=0.193 P=(0.121
Brain: Glioma .

Overall Rates(a) 1750 (2% 0/50 (0%) /50 (8%

Adjusted Rates (b) 4.3% 0.0% 17.3%

Terminal Rates ¢ 1723 t4%) /20 (0%) 0/12 (0%

Week of First Observation 104 88

Life Table Tests1d! P=0.03% P=(.528N P=0.083

Incidental Tumor Tests (d) P=0.103 P=0.528N P=0.207

Cochran-Armitage Trend Test(d) P=0.082

Fisher Exact Test (d) P=0.500N P=0.181
All Sites: Mesothelioma

Overall Ratas ) 2/50 (4%) 1750 (2%:) 3/50 (6%)

Adjusted Ratestb) 6.3% 4.5% 15.3%

Termunal Rates (¢) 1723 (4%) 020 (0%) 1/12(8%)

Week of First Observation 69 103 )

Life Table Tests (d} P=0.254 P=m0.548N P=0.342

Incidenta) Tumor Tests (d) P=(.422 P=0.46IN Pw0.509

Cochran-Armitage Trend Test(d) P=0.39%

Fisher Exact Test(d) P=0.500N P=0.500

SL 035606
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TABLE El. ANALYSIS OF PRIMARY TUMORS IN MALE RATS IN THE TWO-YEAR INHALATION
STUDY OF TEYRACHLOROETHYLENE (Continued)
!

1
(a) Number of tumor-bearing animalsy/number of lpimnls examined at the site
tb) Kaplan.Meier esumatad tumor incidences at the end of the study after adjusting for intercurrent mortality
(¢) Observed tumor incidence at tarmanal kill | :
(d) Beneath the control incidence are the P values associated with the trend test. Beneath the dosed group incidence are the
P values corresponding to pairwise comparisons between that dossd group and the controls. The life table anaiysis regards
tumors in animais dying prior o terminal kill as being tdirectly or indirectly) the cause of death. Theincidental tumor test
regards these lesions as nonfutal. The Cochran-Armitage and Fisher's exact test compare directly the overall incidence rates
A negative trend or lower incidence 1n a dosed group is indicated by (N).
(e1 A fibrosarcoma was also present in this animsl.|
() A nephroblastoma and a lipoms were also observed in this group.

Tetrachloroethylene, NTP TR 311, Drat /85 E-6 5. 035607




TABLE £2. ANALYSIS OF PRIMARY TUMORS IN FEMALE RATS IN THE TWO-YEAR INHALATION
STUDY OF TETRACHLOROETHYLENE

Control 200 ppm 400 ppm

Hematopoietic Systam: Mononuciear Cell Leukemia

Overall Rates(a) 18/50 (36%) 30750 (60%) 29/50 (58%)

Adjusted Ratas (b} 53.8% T1.4% 66.3%

Terminal Rates (&) 923 (39%) 10721 (48%) 10/24 (42%)

Week of First Observation 84 60 76

Lufe Table Tesws (d) P=0.053 Pw»0.023 P=0.053

Incidenta! Tumor Tests (d) P=0012 P=0.013 P=0.014

Cochran-Armitage Trend Test td) P=0.018

Figher Exact Test(d) Pw0.014 P=0.022
Pitvitary Gland: Adenoma

Overall Rates(a) 19/50 (38%) 21748 (44%) 20750 (40%)

Adjusted Rates (b) 55.6% 83.7% 60.9%

Terminal Rates:c) 923(39%) 10720 (50%) 12724 (50%)

Week of First Observation 58 60 76

Life Table Tests (d) P=0.471 P=0.304 P=0.514

Incidental Tumor Tests (d) P=(.479 Pw(.345 P=0.513

Cochran-Armitage Trend Test «d) P=0.459

Fisher Exact Test(d) Pw0.354 P=0.500
Pitvitary Gland: Carcinoma

Overall Raws (a) &/50(8%) 2/48 (4% 3/50 (6%

Adjusted Rates (b 13.9% 5.6% 10.5%

Terminsl Ratesc¢) 223 (9%) 0720 10%) 2/24 (8%

Week of First Qbservation 87 90 85

Life Table Teststd) P=0.422N P=0.376N P=0.494N

Incidenta) Tumor Tests «d) P=0. 458N P=0.35TN P=0.533N

Cochran-Armutage Trend Test (d) P=0417N .

Fisher Exact Test (d) ) P=0.359N - P=0.500N
Piwitary Gland: Adenoma or Carcinoma

Overall Rares (a) 23/50 (46%) 23/48 (48%) 23/50 146%)

Adjusted Ratas (b) 64.1% 65.8% 68.2%

Termunal Ratestc) 11/23 (48%) 10720 (50%) 1424 (58%)

Week of First Observation 59 ’ 60 76

Life Table Tosts(d) Pu(.520N P=0.426 P=0.554N

Incidental Tumor Tests (d) P=0.539 P=0.493 P=(Q.575

Cochran-Armitage Trend Test 1d) P=(.540

Fisher Exact Test (d) P=0.505 Pw0.579
Adrensal Gland: Pheochromocytoma or Malignant Pheochromocytoma

Overall Ratas (a) 1750 (2%) 0/49 (0%) 347 (6%)

Adjusted Rates(b) 4.3% 0.0% 11.4%

Terminal Ratesic) 1/23 (4%) 0721 (0% 2/23 (9%

Week of First Observation 104 95

Life Table Tests (d) P=0.176 P=0.518N P=0.300

Incidental Turnor Tems (d) P=0.171 P=0.518N P=0.292

Cochran-Armitage Trend Test (d) P=0.162

Fisher Exact Test (d) P=0.505N P=0.285
Thyroid Gland: C-Cell Adenoma

Qverall Rates (2) 346 (1%) 148 (2%) 3/46 (1%

Adjusted Raves (h) 9.3% 4.8% 9.8%

Terminal Rawsc) 0722 (0%) 1721 (5% 1723 (4%)

Waeek of First Observation 89 104 a9

Life Table Tests (d) P=(0.58" P=0.33IN P=0.650

Incidental Tumor Tests (d) P=0511 P=0J311IN P=0.547

Cochran-Armitage Trend Test (d) P=0.595

Figher Exact Test (d’ P=0.292N P=0.662

SL 0356 (.
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TABLE E2. 'ANALYSIS OF PRIMARY TUM

RS IN FEMALE RATS IN THE TWO-YEAR INHALATION
STUDY OF TET ACHLOROETHYLENE (Continued)

; Control 200 ppm 400 ppm
1
Thyroid Gland: C-Cell Carcinoma o
Overll Rates(a) [ 1e62%) /48 (8%) 1/46 (2%
Adjusied Rates (b} ’ © 8% 15.1% 4.3%
Terminal Rates () P 02210%) 2721 110%) 1723 (4%)
Week of First Obsarvation ;103 96 104
Life Table Tests (d) " P=0.596N P=0.168 P=0.760N
Incidental Tumor Testa «d) . P=0.560 P=0.173 P=0.737
Cochran-Armitage Trend Test (d) . P=0.602
Fisher Exact Testtd) ? Pm0.194 P=0.753
Thyroid Gland: C-Cell Adenoma or Caﬂ:‘mm#
Overall Rates (a) 446 (9%) 48 (10%) 4/46 (9%
Adjusted Rates (b} ‘ 12.9% 19.6% 13.9%
Terminal Rates (c) | 0/22:0%, 3721 (14% 2723 (9%
Week of First Observation | 89 96 89
Life Table Tests (d) " P=0.567 P=0.464 P=0.632
Incidental Tumor Tests (d) . P=0.479 P=0.490 P=0.525
Cochran-Armitage Trend Test (d/ ' P=0.571
Fisher Exact Test (d) P=0.527 P=0.643
Mammary Gland: Fibroadenoma ‘
Overall Rates (a) . T/50(14%) 3/50 (6%) 6/50 (12%)
Adjusted Rates (b P 21.1% 10.3% 18.5%
Terminal Rates¢) | 323(13% 1/2) (5%) 2124 (B%)
Week of First Observation . 87 96 ™
Life Table Tests 1d) . P=045IN P=0.194N P=0S1TN
Incidental Tumor Tests td) . P=0 465N P=0.158N P=0.532N
Cochran-Armitage Trend Test (d) P=0.436N
Fisher Exact Test(d) ) P=Q.159N P=0.500N
Mammary Gland: Adenoma or Fibrondononn \
Overall Ratesa) 150 (14%) 3/50 (6% 1750114%)
Adjusted Rates (b) } 21.1% 10.3% 20.8%
Terminal Rates () L AW UI% 1221 5%) 2/2418%)
Week of First Observation Lo87 96 7
Lafe Table Tests (d) " P=0.541 P=0.194N P=0.590
Incidental Tumor Testws «d) . P=O.528 P=(.158N P=0.575
Cochran-Armitage Trend Test(d) " P=0.563
Figher Exact Test(d) ‘ P=0.159N P=0.613
Mammary Gland: Adenoma. Fibroadenoma oH Adcnocminomn
Overall Rates a) 8/50(16%) 5/50(10% T/5014%)
Adjusied Rates 1b) . 25.1% 14.4% 20.8%
Terminal Ratesc) I 423(17%) 1721 (5%) 2/24 (8%)
Week of First Observation . 87 73 7
Life Table Tests d) " P=0459N P=0.318N P=0S15N
Incidental Tumor Testa (d) P=0.453N P=0.262N P=0.536N
Cochran-Armitage Trend Test(d) P=0.442N
Fishet Exact Test (d) P=Q.277TN P=(0.500N
Clitoral Gland: Adenoma
Overall Rates (a) . 3150 16%) 1750 (2% 2/50 (4%)
Adjusted Rates b} i 11.3% 4B% 8.3%
Terminal Rateg(c) © 223 19%:;) 1721 (5% 2/24 (8%
Wesk of First Observation 98 104 104
Life Table Tesw (d) " P=0.392.~ P=0.335N P=0493N
Incidental Tumor Tests (d) P=0.395N P=(.330N P=0 498N
Cochran-Armitage Trend Test (d) P=0.399N
Fisher Exact Test(d) P=0J09N Pw=0.500N
|
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TABLE E2. ANALYSIS OF PRIMARY TUMORS IN FEMALE RATS IN THE TWO.YEAR INHALATION
STUDY OF TETRACHLOROETHYLENE (Continued!

Control 200 ppm 400 ppm

Clitoral Gland: Carcinoma

Overall Rates(a) 250 (4% 3750 (6% 250 (4%)

Adjusted Rates (b) 6.4% 9.3% 8.3%

Terminal Rates(¢) 1123 (4%) 121 (8% 224 (8%)

Week of First Observation 84 85 104

Life Table Tests (d) P=0.588 P=0.475 P=069IN

Incidental Tumor Tests (d) P=0.567 P=0510 P=(.686

Cochran-Armitage Trend Test (d) P=0594 -

Fisher Exact Test(d) P=0.500 P=0.691
Clitoral Gland: Adenoma or Carcinoma

Overall Raws(s) 5750 (10%) /50 (3% 4/50(8%)

Adjusted Rates tb) 17.4% 13.8% 16.7%

Terminal Rates c) 323 (13%) 2/21 (10%) 424017%)

Week of First Observation 84 85 104

Life Table Testa td) Pw=0.427N P=0.541N P=0.492N

Incidental Tumor Tests (d) P=0.44TN P=0.512N P=0.508N

Cochran-Armitage Trend Test(d) P=0.428N

Fisher Exact Tast (d) P=0.500N P=0.S00N
Uterus: Endometrial Stromal Polyp

Overall Ratas (1) - 5/49 (10%) T/49 (14%) 7750 (14%)

Adjusted Rates (b) 16.6% 23.1% 23.5%

Terminal Ratas (c) 2123 (9%) 221 110%) 24 017%)

Week of First Observation 96 85 L 1)

Life Tabie Testa (d) P=0.330 Pm0.345 P=0.382

Incidental Tumor Tests (d) P=0.272 ' P=0.343 P=0.334

Cochran-Armitage Trend Test «d) P=0.340

Fisher Exact Testid) ’ . P=(0.380 P=0.394
Uterus: Endometrial Stromal Polyp or Sarcoma

Overall Rates(a) 5/49 (10%) 9749 (18%) 8/50116%)

Adjustad Rates (b) : 16.6% 20.1% 27.3%

Terminal Rates (¢) 2723 (9% 321 114%) 5724 (21%)

Week of First Observation 96 85 88

Life Table Tests (d) P=Q.250 Pm=0.177 P=0.283

Incidental Tumor Tests (d) P=0.194 P=0.170 P=0.241

Cochran-Armitage Trend Test(d) P=0.253 .

Fisher Exact Test (d) P=0.194 P=0.290

(a) Number of tumor.bearing animaly/number of animals examined at the site

(b Kaplan-Meier estimated tumar incidences at the end of the study after adjusting for intercurrent mortality

{¢) Obsarved tumor incidence at terminal kill

(d) Beneath the control incidence are the P values associated with the trend test. Beneath the dosed group incidence are the

P values corresponding to pairwise comparisons betwesn that dosed group and the controis. The life tabie analysis regards
tumors 1n animals dying prior to terminal kill as being (directly or indirectly) the cause of death. The incidenta! tumor test
regards these lesions as nonfatal. The Cochran-Armitage and Fisher's exact tast compare directly the overall incidence rates.
A negative trend or lower incidence in » dosed group is indicated by (N).

& 9%°
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TABLE E3. ANALYSIS OF PRIMARY TUMORS IN MALE MICE IN THE TWO-YEAR INHALATION
STUDY OF TETRACHLOROETHYLENE

‘,‘ Control 100 ppm 200 ppm
|
Lung: Aiveolar/Bronchiolar Adenoma 1
Overall Rates (a) [ 349 (6%) 5/49(10%) 1750 (2%
Adjusted Rates (b) i 6.5% 18.3% 3.1%
Terminal Ratasc) S WeE (T 4725116%) 173213%)
Week of First Observation I 104 89 104
Life Table Tests (d) | P=0.446N P=0.110 P=0.442N
Incidental Tumor Tests td) " P=0.378N P=(.196 P=0.442N
Cochran-Armitage Trend Test (d} . Pm0.256N
Fisher Exact Test (d) i P=0.357 P=0301IN
Lung: Alveolar/Bronchisiar Carcisoma 1
Overall Rates () | 449 (B%) 1/49 (2% V80 (8%
Adjusted Rates (b) 8.7% 4.0% 12.0%
Terminal Rates¢) Y46 (9% 125 14%) 3132(9%)
Week of First Observation ;104 104 103
Life Table Tests (d) I P=0.390 P#»0.401N Pw0.440
Incidental Tumor Tests (d) I Pm0.44l P=0.40IN P=0.522
Cochran-Armitage Trend Testtd) P=0.573N
Fisher Exact Test «d! P=0.181N P=0.63IN
Lung: Alveolar/Bronchiolar Adenoma or Cl.r#inoml
Overall Rates(a) |  &49(12%) 6/49 (12%) 5/50 (10%)
Adjusted Rates (b) . 13.0% 22.2% 15.1%
Terminal Rates () | eME(13%) 525 (20%) 4/32(13%)
Waeek of First Observation | 104 89 103
Life Tabie Tests (d) I Pm0.414 P=0.220 P=0.507
Incidental Tumor Tests td) P=0.502 P=0.335 P=0.578
Cochran:Armitage Trend Testd) | P=0.423N
Fisher Exaet Tost(d) i P&0.620 P=0.486N
Hematopoietic System: Lymphoma, All .\hliqnm
Overall Rates(a) /49 6% 7/50 (14%) 3/50 16%:)
Adjusted Rates (b) ' 6.5% 20.3% 9.4%
Terminal Rates (¢) 3/46 (T%) 2725 (8% 3732(9%)
Week of First Observation 104 55 104
Life Table Tests (d) P»0.378 P=0.043 P=0.487
Incidental Tumor Tests (d) P=0.496N P=0.406 P=0.487
Cochran-Armitage Trend Test (d) P=(.558N
Figsher Exact Test(d) P=0.167 P=0.652N
Circulatory System: Hemangioma or Hemangiosarcoma
Overall Ratesta) I 349 (6%) 2/50 (4% 2/50 (4%)
Adjusted Ratas (b) i 6.5% T.7% 6.2%
Terminal Ratesc) 346 (T%) 1725 (4%) 2/32 (6%)
Week of First Observauon 104 102 104
Life Table Tests (d) P=0.576N P=(.501 P=0.662N
Incidental Tumor Testws (d) P=(.517N P=0.638N P=0.662N
Cochran-Armitage Trend Test (d) P=(0398N
Fisher Exact Test (d) : P=0.491N P=0.491N
Liver: Hepatocellular Adenoma ;
Overall Ratas (a) C1149 (22%) 8/49(16%) 18/80(36%)
Adjusted Rates (b) . 23.9% 29.9% 52.4%
Terminal Ratesc) o 11746 (24%) T/25(28%!) 16732 (50%)
Week of First Observation i 104 89 3
Life Table Tests (d) |  P=0.00 P=0.345 P=0.006
Incidental Tumor Tests (d.@) ! P=0.009 P=0.483 P=0.013
Cochran-Armitage Trend Test (d) P Pm0.073
Fisher Exact Test (d) ‘ P=0.305N P=0.104
[
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TABLE E3. ANALYSIS OF PRIMARY TUMORS IN MALE MICE IN THE TWO.-YEAR INHALATION .
STUDY OF TETRACHLOROETHYLENE (Continued)

Control 100 ppm 200 ppm

Liver: Hepatocellular Carcinoma

Overall Rates (a) T/49 (14%) 25/49 (51%) 26/50 (82%;

Adjusted Ratas (b) 14.9% 58.3% 58.3%

Terminal Ratesc) €46 (13%) 825 (32%) 14/32 44%)

Week of First Observation 98 63 60

Life Table Testa1d) P«<0.001 P«<0.001 P<0.001

Incidental Tumor Tests 1d.0 P=0.002 P=0.016 P=0.,001

Cochran-Armitage Trond Test (d) P<0.001

Fisher Exact Test (d) P«<0.001 P<0.001
Liver: Hepatocellular Adenoma or Carcinoma

Overall Ratas ta) 16/49 132%) _ 31/49163%) 40/50 (80%)

Adjustad Rates tb) 34.0% 173.0% 86.8%

Termunal Rates (¢) 15/46 (33%) 14725 (56%) 26/32(81%)

Waeek of First Observation L] 63 60

Life Tabie Tests td) P<0.001 P<0.001 P«<0.001

Incidema) Tumor Tests (d.g) P«<0.001 P=0.017 P«<0.001

Cochran-Armitage Trend Test(d) P<0.001

Fisher Exact Test1d) P=0.002 P<0.001

(a) Number of tumor-bearing snimals/number of animalis examined at the site

(b) Kaplan-Meier esumated tumor incidences at the end of the study after adjusting for intercurrent mortality

c) Obsarved tumor incidence at termunal kill

id) Benaath the control incidence are the P values associatad with the trend test. Beneath the dosed group incidence are the
P values corresponding o pairwise comparisons between that dosed group and the controls. The life table analysis regards
tumors in snimsls dying prior to terminal kill as being (directly or indirectly) the cause of death. The incidental tumor test.
which fegards these lesions as nonfatal, lacks sensitivity because the unusually good survival in the control group creates
unsatisfactory comparisons in the early time intervals. The Cochran-Armitage and Fisher's exact test compare directly the
overall incidence rates. A negstive trend or lower incidence ina dosed group 18 indicated by (N),

¢) P values detarmined with intervals of weeks 0-52 and 53-103 and week 104: 0.009, 0.438,0.014

(D P values detarmined with intervails of weeks 0-52 and 53-103 and week 104: 0.003, 0.021, 0.001

(g) P values detarmined with intarvais of weeks 0-52 and 53-103 and week 104: <0.001.0.020, <0.001
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TABLE tl.' ANALYSIS OF PRIMARY TUMORS IN FEMALE MICE IN THE TWO-YEAR INHALATION
STUDY QF TETRACHLOROETHYLENE

“ Control 100 ppm 200 ppm
i
Lung: Alveoiar/Bronchiolar Adenoma |

Overall Rates (a) | 448 (8% 2/50 4%) 1/50 (2%)
Adjusted Rates (b I 11.1% 6.2% 24%
Terminal Ratas (¢) ‘ 436(11%) - 13113%) 0/1910%:)
Week of First Observation 9 104 102 85
Life Table Tests (d) P=0.252N P=0.403N P=0,362N
Incidental Tumor Tests td P=0.112N P=(0.396N P=0.220N
Cochran-Armitage Trend Test d) P=0.108N
Fisher Exact Test (d) P=(.319N P=0.168N

|
Lung: Alvsciar/Bronchiolar Adenoma or Carcinoma
Overall Rates (a) | 6/48 (13%) 3/50 (6% 350 (6%)
!

Adjusted Rates (b) 16.7% 9.3% 9.5%
Terminal Ratas (c) . GAGUITR) 231 6% 1/19 (5%
Week of First Observation : 104 102 67
Life Table Testa (d) ‘ P=0.411N P=0317N P=0.524N
Incidental Tumor Testa (d} ' Pm0216N P=031IN Pu0.339N
Cochran-Armitage Trend Test1d? i P=0.162N
Fisher Exact Test (d) 1 P=(.223N P=0.223N
Hematopoietic System: Lymphoma, All Malignant
Overall Rates ta) B9 (16%) 13/50 (26% 8/50(16%:
Adjusiad Ratex(b) & 19.4% 35.2% 25.4%
Terminal Rates (¢) | 4s6dlw 8/31 (26%) 41921%)
Waeek of First Observation P9 34 54
Life Table Tests (d) ! P=0.193 P=0.104 P=0.268
Incidental Tumor Tests (d) | P=0.418N P=(.159 P=0.485N
- Cochran-Armitage Trend Test 1d) I P=0.53IN ' .
Fisher Ezact Test (d) } - P=0.176 P=0.590N
Circulatory Sysusm: Hemangiosarcoma
Overall Rates(a) i 1/49 12%) /50 6% 0/50 10%)
Adjusted Rates (b) ; 2.8% 9.7% 0.0%
Terminsl Rates (ci L 1R60A%) . 3731 (10%) 0/19 (0%)
Week of First Obssrvation ! 104 104
Life Table Tests (d) ; P=(.576N Pw=(.253 P=0.627N
Incidental Tumor Tests (d) : P=0.576N P=0.253 P=0.627N
Cochran-Armitage Trend Test(d) , P=0372N
Fisher Ezact Test () | P=(.216 P=(.495N
Circulatory System: Hemangioma or Homankioureom
Overall Rates (a) ‘ 149 (2% 3/50(6%) 1/80(2%;
Adjuxted Rates (b) L 28% 9.7% 53%
Terminal Ratas (¢) ' 1736 (3%) 3/31(10%) 1/19 (5%
Week of First Observation o104 104 104
Life Table Testa ) ! P=(.386 P=0.253 P=(.613
Incidental Tumor Tests (d) + P=0.386 P=0.253 P=0.613
Cochran-Armitage Trand Test (d) ‘ P=0.603N
Fisher Exact Test(d) P=0316 P=(. 748N
Liver: Hepatocelluiar Adenoma ;
Overall Rates (a) ' 348 (6% /50 112%) 2/80 (4%)
Adjusted Rates(b) ; 7.5% 18.7% 6.1%
Terminal Rates (¢) P 136(3%) §/31(16%) 0/19(0%)
Week of First Observation 9% 102 78
Life Table Tests (d) i P=0.479 P=0.182 P=0.G4IN
Incidental Tumor Tests (d) " Pw0.325N P=(.193 P=0.213N
Cochran-Armitage Trend Test (d) | P=040IN
Fisher Exact Test (d) i . Pu0.264 P=0481N
| /
I
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TABLE E(.. ANALYSIS OF PRIMARY TUMORS IN FEMALE MICE IN THE TWO-YEAR INHALATION .
STUDY OF TETRACHLOROETHYLENE (Continued)

Control 100 ppm 200 ppm

Liver: Hepatwecallular Carcinoma

Overall Rates (a) 1748 (2%) 13/50 (26%) 36/50(72%)

Adjustad Rates tb) 2.8% 35.5% 91.7%

Terminal Rates i 1736 (13%) 831 (26% 16/19 (84%)

Week of First Observation 104 76 67

Life Table Tests «d) P<0.001 P<0.001 P<0.001

Incidental Tumor Tests «d) P«<0.001 P«0.001 P «<0.00]

Cochran-Armitage Trend Testd) P<Q.001

Fisher Exact Testd) P<0.001 P<0.001
Liver: Hepatwocellular Adenoma or Carcinoma

Ovenall Rawas (a) 448 8%) 17/50 (34%) 38/50 (76%)

Adjusted Rates (b) 10.1% 46.7% 92.2%

Terminal Rates (¢) 2136 16% 12731 (39%) 16/1984%

Week of First Observation 9% 6 67

Life Table Tests (d} P<0.001 P<0.001 P<0.001

Incidental Tumor Testsd) P<0.001 P«<0.001 P<0.001

Cochran-Armitage Trend Testd: P<0.001

Fisher Exact Test d) P=0.002 P<0.001
Pituitary Gland: Carcinoma

Overall Ratesia) 54511%) 3/43 (1%) 3/42 (7%

Adjusted Ratas (b 14.7% 9.7% 15.4%

Terminal Rates(c) 5734 (15%) 31 010%) 217(12%:

Week of First Obssrvation 104 104 102

Life Table Teswu id) P=(.549 P=0.406N P=(Q.573

Incidental Tumor Tests (d) . P=(.544N P=0.406N P=(.645N

Cochran-Armutage Trend Test (d: P=0316N ' )

Fisher Ezact Tast (d) P=0383N - P=(0.396N
Pituitary Gland: Adenoma or Carcinoma

Overall Rates (a) 7/45(16%) 3/43(1%) 5/42112%)

Adjustad Rates (b} 19.7% 9.7% 20.5%

Termina! Rates ic) 6/34(18%) 31 (10%) M7 (12%)

Week of First Observauon 97 104 88

Life Table Tasts d! P=0.480 . P=0.200N P=(0.473

Incidental Tumor Tests «d) P=0.387TN P=0.193N P=0.462N

Cochran-Armitage Trend Test d! P=0.348N

Fisher Exact Test (d) P=0.176N P=0.429N
Harderian Gland: Adenoma or Carcinoma (e)

Overall Raws (2! 1/49 (2%) 1/50 (2%) 3/50 (6%)

Adjusted Rates (b) 24% 3.2% 14.3%

Terminal Rates () 0/36 (0%) 1831 (3% 219(11%)

Week of First Observation 97 104 102

Life Table Tasta (d) P=0.083 P=0,726 P=0.155

Incidental Tumor Tests (d) P=0.202 P=0.726 P=(.325

Cochran-Armitage Trand Test (d) P=0.207

Fisher Exact Tast (d) P=(.747N P=0.316

(a) Number of tumor-bearing animals/number of animals examined at the site

{b) Kaplan-Meier sstimated tumor incidences at the end of the study after adjusting for intercurrent mortality

(e) Observed tumor incidence at termunal kill

{d) Baneath the control incidence are the P values associated witk the trand test. Beneath the dosed group incidence are the

P values corresponding to pairwise comparisons between that dosed group and the controis. The life wbie analysis regards
wimors in animals dying prior w terminal kill a5 being (directly or indirectly) the cause of death. The incidental tumor test
ragards these lesions as nonfatal. The Cochran-Armitage and Fisher's exact test compare directly the overall incidence rates.
A negative trend or lower incidence in a dosed group 1s indicated by (N).

te) Includes adenoma. NOS, papillary adenoma, and papilisry cn;cmnmu

SL 035614
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TABLE 4. ANALYSIS OF PRIMARY TUMORS IN MALE RATS (o) .

Ustrested Vehicle Low High
Comtrol Control Do Dose
Subcwtansows Tisue: Fibroma
Tumor Rates )
Oversll (») 3/50 (6%) 4/50 (8%) 1/50 (2%) 0/49 (0%)
Adjusted (c) 10.2% 5.0% 0.0%
Terminal (d) 2/35 (&%) 1/20 (5%) 0/16 (0%)
Statistical Tests (e)
Life Table P=0.108N Pu0IS6N Pr0.208N
Incidental Tumor Test Pz0.064N P=0.216N P=0.14IN
Cochran-Armitage Trend Test P0.027N
Fisher Exact Test P=0.18IN P=0.06IN
Skin or Subewtaneoos Thene: Flvome
Tumor Rates
Ovenall (b) 3/%0 (6%) 4/50 (8%) 1/50 (2%) 1/49 (2%)
Adjusted (¢) 10.2% 5.0% 6.3%
Terminal (d) 2/35 (65%) 1/20 (5%) 1/16 (6%)
Statistical Tests (¢)
Life Table P20.318N Pa0.356N P=0.475N
Incidental Tumor Test ) P20.248N P=0.216N P=0.373N
Cochran-Armitage Trend Test P=0.104N
Fisher Exact Test P=0.18IN P=0.187N
Lung: Alveciar/Bronchiolar Corcinome
Tumor Rates
Ovenall (b) ) . 1/4% (2%) 3/50 (6%) 2/50 (4%) 2/49 (4%)
Adjusted (c) ' 7.6% 9.5% 10.9%
Terminal (d) - 2/35 (6%) 1/20 (5%) 1/16 (6%)
Saatistical Tests (e)
Life Table P=0.461 P=0.656 P20.568
Incidental Tumor Test P=0.58IN Pz0.494N P=0.639N
Cochran-Armiuage Trend Test P=z0.415N
Fisher Exact Test P=0.500N P=0.510N
Lung: Alveolar/Bronchiolar Adenoma or Carcinoma
Tumor Rates
Ovenll ) 1/49 (2%) 4/50 (8%) 2/50 (4%) 2/49 (4%)
Adjusted (c) 10.4% 9.55% 10.9%
Terminal (d) 3/35 9%) 120 (5%) 1/16 (6%)
Statistical Tests (e)
Life Table P=0.5MN P=0.570N P=0.669
Incidental Tumor Test P20.439N P=0.368N P=0.516N
Cochran-Armiuge Trend Test P20.259N
Fisher Exact Tent P+0.339N P=0.349
Hematopoletic System: Leukemis
Tumor Rates
Overall () 11750 (22%) 5750 (10%) 5/50 (10%) 1/49 (2%)
Adjusted (c) 12.6% 17.9% $9%
Terminal (d) 4735 (11%) 2/20 (10%%) 0/16 (0%)
Statistical Tests (¢)
Life Table P=0.394N P%0.336 P=0.368N
Incidental Tumor Test P=0.255N P=0.548 P=0.309N
Cochran-Armitage Trend Test P=0 094N
Fisher Exact Test P=0.630 P=0.107N
Trichlorosthylene M
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TABLE 4. ANALYSIS OF PRIMARY tUMORS IN MALE RATS (a) (Continued)

!

. SL 035617

| Untreated Vehicle Low High
| Control Control Dose Dose
—

Hemutopoietic System: Leukemia or l.y-bhom

Tumor Rates i\

Ovenill (b) 112/50 (24%) 6/50 (12%) 5150 (10%) 1749 (290

* Adjusted (¢) ‘ 154% 17.9% 59%
Terminal (d) 4,33 (11%) 2/20 (10%) 0/ 16 (0%)

Statistical Tests (¢) !

Life Tabie | P=0.28IN P=0.455 P=0.270N
Incidental Tumor Test f P=0.12IN P20.512N P=0.126N
Cochran-Armitage Trend Test ) P=005IN

Fisher Exact Test ! P=0.500N P=0.059N

Kidney: Tubular-Cell Adenocarcinoma ’

Tumor Rates ;

Ovenil (b) 10149 (0%) 0/48 (0%) 0/4% (0%) 3/49 (6%)
Adjusted (¢} | 0.0% 0.0% 18.8%
Terminal (d) ; 0/33 (0%) 0/20 (0%) 3/16 (19%)
Statistical Tests (¢)
Life Table P=0.009 o0 P=0.028
Incidenmal Tumor Test P=0.009 o0 P=0.028
Cochran-Armitage Trend Test Pz0.038
Fisher Exact Test ‘ o) P=0.125
Kidney: Tubular-Cell Adenoma or AdomJFudnom
Tumor Rates P
© Ovenall (b) . 10/49 (0%) - 0/48 (0%) 2/49 (4%) 3/49 (6%)

. Adjusted (c) ‘ . 0.0% 5.6% 18.8%
Terminal (d) | 0/33 (0%) 0/20 (0%) 3716 (19%)

Statistical Tests (e) \

. Life Tabie i P=0.019 P=0.194 Pz0.028
Incidental Tumor Test P=0.030 P=0.327 P=0.028
Cochran-Armiuge Trend Test P=0.084 ]

Fisher Exact Test P=0.253 P20.128

Pituitary: Chromophobe Adenoma ;

Tumor Rates |
Ovenall (b) WP @  NRIMIM  2/35(6%) (i) 1/26 (4%)
Adjusted (c) ! 21.2% 8.2% 71.7%
Terminal (d) i 713 21%) 1/18 (6%) 1/13 (8%)

Statistical Tests (o) i
Life Tabte ‘ P=0.147N P=0.285N P=0.288N
Incidental Tumor Test P=0.125N P=0.250N P=0.258N
Cochran-Armitage Trend Test P=0.150N
Fisher Exact Teut P=0.128N P=0.11IN

Adremat: All Pheochromoeytomas

Tumor Rates j
Ovenall () i8/45 {18%) 4/45 (9%) 3/42 (7%) 1/44 (2%)
Adjusted (¢) [ 13.3% 15.8% 3.2%
Terminal (d) ‘ 4/30 (13%) 3/19 (16%) 0/ 16 (0%)

Statistical Tests (z) |
Life Tabie P=0.348N P=0.571 P=0.393N
Incidental Tumor Test Ps0.270N P=0.57\ P=0.254N
Cochran-Armiwage Tread Test P=0.)40N
Fisher Exact Test P=0.539N P=0. 187N

\ £} Trichiorosthylene




TABLE 4. ANALYSIS OF PRIMARY TUMORS IN MALE RATS (s) (Continued)

Untreated Vehicle Low High
Control Control Dose Dose
Thyroid: C-Cell Carcinoma
Tumor Rates
Ovenall (b) 0744 (0%) 2/44 (5%) 3,43 (7%) 0/39 (0%)
Adjusted (c) 6.56 15.9% 0.0%
Terminal (d) 2/31 (6%0) 2/15 (13%) 0/ 14 (0%)
Statistical Tests (e)
Life Table P=0 470N Pz0.231 P=0.425N
Incidental Tumor Test P=0.429N Px(.281 P=0.425N
Cochran-Armnage Trend Test P=0.232N
Fisher Exact Test P=0.489 Pz0.278N
Thyroid: C-Cell Adenoma or Corcinoms
Tumor Rates
Onerall thy S, 44 (115) 444 (95;) 3. 43 (7%) 0 39 (0cp)
Adjusted 1) 129% 15.9% 0.0%;
Termnal 7d) 4,31 (13%) 2 15135 0 14 (0%)
Stausucal Tests (e)
Life Tabie P=0.224N P=0.464 P=0.202N
Incidental Tumor Test P=0.197N P=0.519 P=0.202N
Cochran-Armitage Trend Test P=0.06IN
Fisher Exact Test . P=0.513N P=0.074N
Preputial Gland: Adenoma
Tumor Rates
Overall (b } 4 50 (8%) 4 50 (8¢) 0. 50 (0%) 1:49 (26¢)
Adjusted 1c) . ) : 11.4 0.0% 6.2%
Terminal (d) 4 35(11%) 0 20 (0%) 1716 (65¢)
Statisucal Tests (e)
Life Table P=0.253N P=0.154N Pz0.473N
Incaidental Tumaor Test P=0.253IN P=0.154N P=0.473N
Cochran-Armitage Trend Test P=0.084N
Fisher Exact Test P=0.059N P=0.187N

Preputial Gland: Adenoma or Adenocarcinoma
Tumor Rates

Overall 7b) 450 (8%) 5150 (105) 1/50 (2%) 3,49 (6%)

Adjusted (¢) 13.5¢; 5.0% 13.49%

Terminal (d) 4/35 (11%) 1/20 (5%) 1716 (65%)
Sutisucal Tests (o) )

Life Table Px0.553 P=0.254 P=0.536

Incidental Tumor Test P=0.457N P=0.211N P=0.54IN

Cochran-Armitage Trend Test Pz0.272N

Fisher Exact Test P=0.102N P=0.369N

Testis: Interstitial-Cell Tumor
Tumor Rates

Overall (b) 44,47 (94%) 4749 (96%) 47149 (965¢) 32146 (705;)
Adjusted (c) 100.05 100.0% 96.8¢;
Terminal (d) 3535 (100%) 2020 (1005%) 14/15 (93%%)
Stausucal Tests (¢)

Life Table P=0.004 P<0.00] P=0.008
Incidental Tumor Test P=0.252N P=0.190 P=0.594N
Cochran-Arm:uage Trend Test P<0.00IN

/' Fishai Exact Test P=0.691 P=0.00IN

Tnchlorosthylene 36
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'I'A.ILE 4. ANALYSIS OF PRIMARY TUMORS IN MALE RATS (g) (Continued)

Untrested Vehicle Low
Comntrol Control Dose

Perhonewm: Malignant Masothelioma |
Tumor Rates ]
Ovenall (b) i 1/50 (2%) 1750 (2%) $/50 (10%) 0/49 (0%)
Adjusted (c) ‘ 2.9% 16.1% 0.0%
Terminal (d) ! 1/33 (3%) 0/20 (0%) 0/16 (0%)
Suntistical Tests (¢)
Life Tabie P=0.518 P=0.042 P=0.656N
Incidental Tumor Test P=0.348N P=0.274 Pz0.656N
Cochran-Armitage Trend Test ; Pz0.407N
Fisher Exact Test | P=0.102 P=0.505N

Peritonsum: All Memsothelionass
Tumor Rates |
Ovenll (b) I 1/50 (2%) 1/50 (2%) 5/50 (10%) 1/49 2%)
Adjusted (c) ‘ 2.9% 15.6% 6.3%
Terminal (d) 1/35 (3%) 0/20 (0%) 1/16 (6%)
Statistical Tests (e) ‘
Life Table j P=0.286 P=0.042 P=0.578
Incidental Tumor Test P=0.583 P=0.274 P=0.578
Cochran-Armitage Trend Test ! Pz0.585
Fisher Exact Test } P=0.102 P=0.747

i

(a) Dosed groups received doses of 300 or 1.000 mg, kg of trichloroethylene by gavage.

(b) Number of tumor bearing animalis, number of animais examined at the site.

(c) Xaplan-Meier estimated lifetime tumor incidence after adjusting for intercurrent mortality.

{d) Observed tumor incidence at terminal kill.

(e) Beneath the control incidence are the P values associated with the trend test. Beneath each dosed group
incidence is the P value correspdnding to the pairwise comparison between that dosed group and the
controls. The life tabie analysis regards tumors in animals dying prior to terminal kill as being (directly or
indirectly) the cause of death. The incidental tumor test regards these lesions as non-fatal. The Cochran-
Armitage and Fisher's exact test Fompare directly the overall incidence rates. A negative trend or lower
incidence is indicated by (N).

(f) Not significant; no tumors were observed in dosed or control groups. .

(g) Two chromophobe carcinomas, one adenoma. NOS, and one carcinoma, NOS, were also observed.

(h) One chromophobe carcinoma was also observed.

(i) One adenoma, NOS, was also observed. ’

kY SL 035619 Trichlorosthylene




TABLE 5. ANALYSIS OF PRIMARY TUMORS IN FEMALE RATS (@)

Untreated Vehicle Low High
Coutrol Coatrol Dose Dose

Luag: Alvecias/Bveushisier Adencase or Carcimoma

Tumor Rates
Owenull (3) 0/ (0%) 1/50 (2%) 1/49 (2%) 3/50 (6%)
Adjusted (c) 2% 3.0% 1.5%
Terminal (d) 1/37 (%) 1/33 (3%) 0/26 (0%)
Statistical Tests (¢)
Life Table P=0.151 P=0.736 P=0.246
Incidental Tumor Test P=(.326 P20.736 Pz0.541
Cochran-Armitage Trend Test P=0.202
Fisher Exact Test Pu0.747 P=0.309
Hematopoletic System: Loukemsia
Tumor Rates
Ovenall () 10/49 (20%) (9 14/50 (28%p) 4/50 (8%) 9/50 (18%)
Adjusted (c) BI% 10.7% 29.16;
Terminal (d) 10/37 (27%) 2/33 (6%) 6/26 (23%)
Suatistical Tests (¢)
Life Table P=0.316N P=0.019N * Pz0.446N
Incidental Tumor Test P=0.110N P=0.004N P=0.182N
Cochran-Armitage Trend Test P=0.12IN
Fisher Exact Test . P=0.009N Pz0.17IN
Phuitary: Chromophobe Adenoms
Tumor Rates ) )
Ovenall (b) 18/43 (42%) 13/37 (35%0) 6/M (18%) 6/41 (15%)
Adjusted (c) - 37.56% 24.0% 22.0%
Terminal (d) 9/29 (31%) 5/23 (2%) 3/ 22 (14%)
Suatistical Tests (e)
Life Table P=0.13IN P=0, 135N ~ P=0.19IN
Incidental Tumor Test Px0.036N P=0.075N P=0.040N
Cochran-Armitage Trend Test P=0.022N
Fisher Exact Test Pz0.08IN P=0.032N
Plwsitary: All Adenomas or Carcinomes
Tumor Rates .
Owvenall (@) 19/43 (44%) 13737 (3%%) 8/34 (24%) 6/4] (15%)
Adjusied (¢) . ) 37.5% 30.3% 2.0%
Terminal (d) 9/29 (31%) 6/23 (26%) 3/22 (14%)
Statistical Tests (¢)
Life Table P=0.15IN P=0.297N P=0.191N
Incidental Tumor Test P=0.038N P=0.188N P=0.040N
Cochran-Armitage Trend Test P=0.024N
Fisher Exact Test P=0.209N P=0.032N
Adremal: Cortical Adenoma
Tumor Rates
Ovensll (b) 2/45 (4%) 1/46 (2%) 2/48 (4%) 3/47 (6%)
Adjusted (c) 1.0% 6.1% 12.0%
Terminal (d) 1/33 (3%) 2/33 (6%) 3/25 (12%)
Statistical Tests (¢)
Life Table P=0.142 P=0.500 P=0.210
Incidental Tumor Test Ps0.142 P=0.500 P=0.210
Cochran-Armitage Trend Test P=0,227
Fisher Exact Test P=0.516 P=0.317
Trichloronthylene k]
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TABLE 5. ANALYSIS OF PRIMARY TUMORS IN FEMALE RATS (a) (Continued)

i Untreated Vehicle Low High
} Control Coatrol . Dose Dose
1
Thyroid: C-Cell Adenoma i
Tumor Rates |
Ovenill (b) 23 (%) @ 4/41 (10%) 1745 (2%) 1/44 (2%)
Adijusted (c) 10.9% 3.3% 4.2%
Terminal (d) 3/34 (5%) 1/30 (3%) 1/24 (4%)
Statistical Tests (¢)
Life Table i P20.168N P20.214N P=0.290N
Incidental Tumor Tent ‘J P=0.127N P=0.168N P=0.210N
Cochran-Armitage Trend Test ‘ P=0.086N
Fisher Exact Test P=0,152N P=0.1%9N
Mammary Gland: Fibrosdenoma ‘
Tumor Ratea ;
Ovenll ®) L 10/49 (20%) 9/50 (18%) 12/30 (24%) 4/50 (8%)
Adjusted (c) } N.9% 32.6% 14.5%
Terminal (d) ‘ 7/37 (19%) 9/33 T%) 3/26 (12%)
Statistical Tests (¢)
Life Table | Pz0_30IN P=0.240 Pz0.285N
Incidental Tumor Test ; P=0.169N P=0.153 P=0.177N
Cochran-Armitage Trend Test ! P=0.114N
Fisher Exact Test ‘ P=0.312 P=0.117N
Uterus: Endometrial Stroms! Polyp |
Tumor Rates !
Overall (b) 10745 (2%) 15/48(31%) 8/48 (17%) 6/46 (13%%)
Adjusted (c) i 40.1% 23.1% 21.0%
Terminal (d) ! 13/3%37%) 7/33 21%) 4/25 (165%)
Statistica! Tesns (¢)
Life Table j P=0.074N Pz0.098N P=0.120N
Incidental Tumor Test } P=0.035N P=0.069N P=0.056N
Cochran-Armitage Trend Test ! P=0.0I9N
Fisher Exact Test : P=0.075N P=0.030N
Uterus: Endometrial Stromal Polyp u\ Sarcoms
Tumor Rates |
Ovenall (b) 10/45 (22%) 15/48 (31%) 8/48 (17%) 7/46(15%)
Adjusted (c) ; 40.1% 23.19 23.5%
Terminal (d) . 13/38 31%) 7/33 (21%) 4, 25(165%)
Suatistical Tests (e) !
Life Table : P=0.127N P=0.098N P=0.193N
Incidental Tumor Test | P=0.060N P=0.069N P=0.086N
Cochran-Armitage Trend Test | P=0.037N
Fisher Exact Test P=0.075N P+0.055N

(a) Dosed groups received doses of M or 1,000 mg/ kg of trichloroethyienc by gavage.
(b) Number of tumor bearing animals/ number of animals examined at the site.

(c) Kaplan-Meier estimated lifetime tumor incidence after adjusting for intercurrent morality.

(d) Observed tumor incidence at inal kill.

(e) Beneath the control incidence are the P values associated with the trend test. Beneath cach dosed group
incidence is the P value corresponding to the pairwise comparison between that dosed group and the
controis. The life table analysis regards tumors in animals dying prior to terminal kill as being (directly or

indirectly) the cause of death.

incidental tumor test regards these lesions as non-fatal. The Cochran-

Armitage and Fisher's exact test compare directly the overall incidence rates. A negative trend or lower

incidence is indicated by (N).

() One malignant lymphoma, histiocytic type, was also observed.

(g) One Cceil carcinoma was also pbserved.
: »
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FINAL

t. 1ouste

INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR MICE
CBDS CONTRACT: 600244 PAPANICOLAQU

-

PAGE:
VERSIONM: 11/13/

CHEMICAL : C04546 TRICHLORCETHYLENE RUN DATE: 03/0%/
GROUP IDS: M3-01VM M3-01HM M3-01VF M3-0 tHF
SURVIVAL AT MINIWMUM 33750 16750 32750 23750
66X 32% 66X 66% o~
1ER 105 105 _104 104 g; —_—
MALE . FEMALE s
o
DOSE JH GM/KG 9.0 1.9 0.0 1.0 a-
ALL TOPOGRAPHIES ?
ALL TUMORS
TUMO

OVERALL (a)
ADJUSTED (b)
TERMINAL (¢}

SS:;. ( 66) 45756 ( 90)

7

. 100.0%
19733 ( 58) 16;;6 (109

217648 ( 44) 38/49 ( 78)
1.4x% 88.2%
13732 ¢ 40) lazgs « 78)

FIRST INCIDENCE (MEEKS) 61 46

S

LIFE TABL P<0.001 P<0.001
INCIDENTAL TUMOR TEST P=0.014 £=0.003
COCHRAN-ARMITAGE TREND

F1SHER EXACT TESTS P=0.904 P<0.001

LUNG NOS
ALL TUMORS

TUN
OVERALL (a)

ADJUSTED (b)

TERMINAL (c)

FIRST INCIDENCE (WEEKS)

lléE Tlglé

INCIDENTAL TUMOR TEST

7749 ( 14) 6750 ( 12)

1748 ( 2) 4768 ( 8)

19.2x 30.0x 2.5% 14.3x
5733 ( 15) 4716 ( 25) /32 ¢ 0) 2722 ¢ 9)
13 34 a8 85
£=0.310 P=0.132
P=0.575 P=0.184
P=0,489N P=9.18)

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

LUNG NOS

ALVEOLAR/BRONCHIOLAR ADENOMA

UHO
_OVERALL (a)

ADJUSTED (b)

TERMINAL (c)

FIRST INCIDENCE (MWEEKS)

LI1IF ABL

IHCIDENTAL TUMOR TEST
<COCHRAN-ARMITAGE TREND
-FISHER EXACY TESTS

¢ ( 3) 5/50 (L 19)

68 ( 0) 4748 ( B

10.5% 27.1x 0.0x 16, 3%
2733 (. 6) &716 ( 25) 0r32 ¢ 0y 2722 (¢ 9)
73 L] 5
P=0.197 P=0.0640
P=0.375 P=0.064
P=0.513 P=0,059




IHTERCURRCNT MORIALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR MICE PAGE:

CBDS CONTRACT: 606244 PAPANICOLAQU VERSION: 1#/13/
CHEMICAL : C04546 TRICHLORDETHYLENE ) RUN DATE: 03-/0V/
GROUP IDS: M3-DI1VM M3-01HM M3-01VF M3-01HF

MALE FEMALE

DOSE IN GM/KG

LUNG NOS
ALVEOLAR/BRONCHIOLAR CARCINOMA

JUMOR RATES
OVERALL (a) 3749 ( 750 ( 2) 068 ( 0)
ADJUSTED (b) 9.1x 6.0 0.0x
TERMINAL (c) 3733 ( gst6 ¢ 0) 022 ¢ 0)
FIRST INCIDENCE (KEEKS) 105 % a8

SiEiIiI;EEE:IESIS:IEI
LIFE TABLE ' . P=0.505N

INCIDENTAL TUMOR TEST P=0.500M
COCHRAN-ARMITAGE TREND
FISHER EXACT YESTS P=0.500N

LUNG NOS
ALVEGLAR/BRONCHIOLAR ADENOMA
ALVEOLAR/BRONCHIOLAR CARCINOMA

3]
o™
O
Te
32]
o
o
93]

TUMO r/‘
OVERALL (a) 17649 ( 6750 ¢ 12) 4’48 ( 8)
ADJUSTED (b) 19.2% 30.0x .

TERMINAL (c) 5733 ( 15) %716 ( 25)

FIRST INCIDENCE (WEEKS) 73 4

LIFE TADL§ .

THCIDENTAL TUMOR TVEST
COCHRAN-ARMITAGE TREND
EISHER EXACY TESTS

HEMATOPOIETIC SYSTEM
ALL TUMORS

TUMOR EEEEE .
OVERALL (a) 13750 ¢ 26) 13/50 ( 26} 8768 ( 17) 16769 ( 29)

ADJUSTED (b) 28.5% §5.7x . 39.3x
JERMINAL (c) 333 ¢ 9 3716 ¢ 19) 3723 ¢ 13)
FIRST INCIDENCE (HEEKS) 61 Ix) -1

l;FE iAlEE P=0.226 P=0.056
INCIDENTAL TUMOR TEST P=0.1T6N P=0.442
COCHRAN-ARMITAGE TREND

FISHER EXACT TESTS P=0.590N P=0,123




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR HICE PAGE :
CBDS CONTRACT: 600266 PAPANICOLAQOU VERSIDN: t17 1371
CHEMICAL : C04566 TRICHLOROETHYLENE RUN DATE: 03/01/¢
GROUP 1DS: M3-0 1VM M3-0 tHM M3-01VF M3-0 1HF
MALE FEMALE é;
DOSE _IN GM-/KG 0.0 1.0 9.0 1.0 ;g
HEMATOPOIETIC SYSTEM ©
ALL LYMPHOMAS 5
TUHOR_RATES
OVERALL (3) 11750 € 22) 13750 € 26) 7/48 ( 15) 13769 ( 27)
ADJUSTED (b) 25 2% 65.7% 18.8% 38.0%
TERMINAL (c) . 3/33¢C 9) 3/16 ¢ 19) 3/322¢ 9) 3725 € 13)
FIRST INCIDENCE (WEEKS) 66 77 79 85
STA
LIFE TABLE P=0.116 P=0.047
INCIDENTAL TUMOR TEST P=0.398N P=0.331
COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS P=0,408 P=0,11%
HEMATOPOIETIC SYSTEM
MALIGNANT LYMPHOMA, NOS
UHD
OVERALL (a) 1750 ¢ 2) 3/50 { 6) 2748 ( &) 2/69 ( &)
ADJUSTED (b) 2.1% 11.9% 5.9%" 6.5%
TERMINAL (c) /33 ( 0) 1716 ( 6) 32( 3 0/23( O
FIRST INCIDENCE (MEEKS) 66 33 , 10% 90

LIFE EAILE P=0.217 P=0.601
INCIDENTAL TUMOR TEST P=0.476 P=0.559N
COCHRAN-ARMITAGE TREND

FISHER EXACT TESTS P=9.309 P=9.68GN

HEMATOPOIETIC SYSTEM
MALIG.LYMPHOMA, UNDIFFER-TYPE

iﬁEﬁEjFEiES

OVERATL (a) 3/50 ¢ 6) 5750 ( 10) 1768 ¢ 2) 3/49 € 6)
ADJUSTED (b) 6.7x 176X 2.2% 10. 1%
TERMINAL (c) /33 C 0) 1716 ¢ 6) /32 ( © 0/23(¢ O

FIRST INCIDENCE (MEEKS) 73 17 79 90
%iiii;;;EEI:IESIEZIEI '

IFE TABLE ' P=0.258 P=0.252
INCIDENTAL TUMOR TEST P=0.590 P=0.476 .
COCHRAN-ARMITAGE TREND :

FISHER EXACT TESTS P=0,357 Pz0.3%6




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR HMICE

CBDS CONTRACT: 600244 PAPANICDLAOU

PAGE:

VERSION: 11713

CHEMICAL : C04546 TRICHLOROETHYLENE RUN DATE: 03/01
GROUP 1DS: M3-0 1VM M3-01HM M3-01VF M3-0 1HF
MALE FEMALE

DOSE _IN GM/KG 0.0 1.0 0.0 1,0
HEMATOPOIETIC SYSTEM

MALIG.LYMPHOMA, LYMPHOCYTIC TYPE
TUMDR_RATES
OVERALL (a) 2/50 ¢ 4) 2750 ¢ %) 0763 ¢ 0) 3/49 C 6)
ADJUSTED (b) 5.1% 1. 1% 0.0x 9.6X
TERMINAL (c) /33 C 0) 0/16 ¢ 0) /32 ( 00 0/23C 0)
FIRST INCIDENCE (WEEKS) 36 102 96 9
STATISIICA \D
LIFE TABLE P=0.506 P=0.096 A
INCIDENTAL TUMGR TEST P=0.361N P=8.326 P
COCHRAN-ARMITAGE TREND
EISHER EXACT TESTS P=0.691N p=0,125 fq -
HEMATOPOIETIC SYSTEM

MALIG.LYMPHOMA, HISTIOCYTIC TYPE
TUMOR _RATES :
OVERALL (a) 250 ¢ 6) 0/50 ¢ 0) 1748 ¢ 2) 3/49 C 6)
ADJUSTED (b) 5. 1% 0.0x 2.8% 10.9%
TERMINAL (c) 1733 C 3) o0/16 ¢ O) 0/32C 0) 2723 ¢ 9
FIRST INCIDENCE (WEEKS) 66 . 99 85

51 N o o e

LIFE TA P=0.322N P=0.228
INCIDENTAL TUMOR TEST P=0.291N P=0.323
COCHRAN-ARMITAGE TREND
EISHER EXACT TESTS P=0. 248N P=0.316
HEMATOPDIETIC SYSTEM

MALIGNANT LYMPHOMA, MIXED TYPE
JUMOR _RATES
%F%iit% ¥E§ 3/50 C 6) 3/50 C 6) 3/68 ¢ 6) 2/69 ( &)
ADJUSTED (b) 8.8x 16.6X 9.1x 7.5%
TERMINAL (c) 2/33C 6) 1716 ¢ &) 2/32 ¢ 6) 1723 ¢ &)

_FIRST INCIDENCE (WEEKS) 103 97 103 93

?;g;I;;;fgiiiiili d P=0.348 P=0.636N
INCIDENTAL TUMOR TEST P=0.663N P=0.426N
COCHRAN-ARMITAGE TREND
EISHER EXACT TESTS P=0,66 1N P=0.690N




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR MICE PAGE:

CBDS CONTRACT: 600249 PAPANMICOLAOU VERSION: $1-713/
RUN DATE: 03701/

CHEMICAL : €C06566 TRICHLOROETHYLENE
GROUP 1DS: M3-0 VM M3-0tHM M3-01VF M3-01HF
MALE FEMALE f%
DOSE IH GW/KG 2.0 1.0 4.0 1,0 ;?1
HEMATOPOIETIC SYSTEM @
ALL LYMPHOMAS )
ALL LEUKEMIAS n
UMD
OVERALL (a) 11750 ( 22) 13750 ( 26) 7768 € 15) 16749 ( 29)
ADJUSTED (b) 25.2x 65.7% 18.8% 39.3%
TERMINAL (c) 333 C 9) 3716 ( 19) /32 ( 9) 3/23 ( 13)
FIRST INCIDENCE (MEEKS) 66 77 79 6
L TABL Pz0.116 P=0.032
INCIDENTAL TUMOR TEST P=8.398N P=0.287
COCHRAN-ARMITAGE TREND
EISHER EXACT TESTS P=0,408 —P=0,076
LIVER NOS )
HEPATOCELLULAR ADENOMA T e—
70
OVERALL (a) 7748 ¢ 15) 164/50 ( 23) 668 ¢ 8) 16769 { 33)
ADJUSTED (b) 20.6X 53, tx 12.5% 55.6%
TERMINAL (c) 6733 ¢ 18) 6716 ¢ 38) /32 € 13) 11723 ( 48)
FIRST INCIDENCE (MEEKS) 103 69 105 85
F P=0.002 P<0.001
INCIDENTAL TUMOR TEST P=0.048 P=0.001
COCHRAN-ARMITAGE TREND .
FISHER EXACT TESTS P=0.986 P=0.003
LIVER NOS ‘\““-—.___;_____ e
HEPATOCELLULAR CARCINOMA - ———-—*"“‘-~\\\\\
;;§EEEF3¥§§ 7 8s48 € 17T) 31/50 ¢ 62) 2768 ( &) 13/49 ¢ 27) :
ADJUSTEDP (b) 22.1X 92.9% 6.2% 43.9%
TERMINAL (c) 6733 ( 18) 14716 C 88) 2732 C 6) 823 ( 35)
FIRST INCIDENCE (MWEEK$) 75 57 106 85 ‘)
F P<o.001 P<0.001
INCIDENTAL TUMOR TEST \ P<0.001 P=0.002 yd
COCHRAN-ARMITAGE TREND: I
FISHER EXACT TESTS AN P<D.00t P=0.002 -




HIFRCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR MICE PAGE:
BDS CONTRACT: 600244 PAPANICOLAOU VERSION: 1171378
HFMICAL : C04546 TRICHLOROETHYLENE RUN DATE: 03/01/8
ROUP IDS: M3-01VM M3-0 1HM M3-CIVF M3-0 1HF
MALE FEMALE
'W0SE_IN GM/KG 0.0 1.0 g.0 1,0
IVER NOS
HEPATOCELLULAR ADENOMA
HEPATOCELLULAR CARCIND
UMOR_RATES
VERALL (a) 16748 ¢ 29) 39/50 ( 78) 6768 ¢ 13) 22769 ( 45)
DJUSTED (b) 38.6% 100.0x% 18.7% 69.7%
ERMINAL (c¢) 11733 ¢ 33) 16716 (100) 6732 ( 19) 16723 C 61)
IRST INCIDENCE (WEEKS 15 57 165 85
JA
IFE TABLE P<0.001 P<0.001 —
NCIDENTAL TUMOR TEST P<0.001 : P<0.001 o
OCHRAN-ARMITAGE TREND N
ISHER EXACT TESIS P<0.001 P<0,001 o —
‘ITUITARY N e
CHROMOPHOBE ADENOMA Tﬁ
EEQE:?Z;ES .
WWERALL (a) o/18 ( 0) 022 ( O 3727 ( 11)  0/28 ( 0O)
\DJUSTED (b) 0.0% 0.0% t3.1% 0.0x%
"ERMINAL (c) 0/12 ¢ ©8) O/5 ( O 2719 C 1) 0716 C ©)
‘IRST INCIDENCE (WEEKS) | 100
IFE TABLE. (a) ' P=0. 183N
(HCIBENTAL TUMOR TEST (a) . P=0.08 1N
SOCHRAN-ARMITAGE TREMD
ISHER EXACT TESTS ) P=0. 1124
{ARDERIAN GLAND
ADENOMA, NOS
OVERALL (a) /50 ¢ @) 2/50 ¢ %) wes ( O 3/49 « &)
ADJUSTED (b) 0.06x 5.5% 9.0x 8.3x
TERMINAL (c) /33 C 9) 016 C O) “32( 0 0/23¢C o
FIRST INCIDENCE (MEEKS) 77 90
?;%ZI;;;¥§[:IEﬂ S {4 P=0.215 P=0.116
INCIDENTAL TUMOR TEST P=0.399 P=0.171
COCHRAN-ARMITAGE TREND
FISHER EXACT JESTS P=9.2647 - P=0. 125




IHTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR MICE PAGE:

ChDS CONTRACT: 680244 PAPANICOLAOU VERSION: 11/ 13%7

CHEHICAL : €045496 TRICHLOROETHYLENE RUN DATE: 03/0Vv/

GROUP 1IDS: M3-01VH M3-0iHM M3I-01VF M3-01HF

. MALE _ FEMALE

DOSE IH GM/KG 2.0 $1.0 0.0 1.0

2) Number of tumor-bearing animals/number of animals examined at the site (percent).

b) Kaplan-Meiar estimated lifetime tumor incidence after adjusting for intercurrent mortality.

c) Observed tumor incidence at terminal kill. :

@) Beneath thae dosed gqroup inclidence are the P-values eorresgondinq to pairuise ©
comparisons between that dosed group and the controls. Tha lifa table analysis ™~
regards tumors in animals dying prior to tarminal kill as being (directly or 0
indiractly) the cause of death. The incidental tumor test raeqgards these lesions N
as non-fatal. The Cochran-Armitage and Fishar's exact tests comparae diractly 8
the overall incidence rates. A nagative trend is indicated by M.

a) Differences not significant; no tumors obsaerved in dosaed group or control group. w3

)
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAI§__ l\l'“' PAGE: 1
CBDS CONTRACT: 600244 PAPANICOLAOU VERSIDON: 117137847
CHEMICAL: C046566 TRICHLOROQETHYLENE RUN DATE: 02-/2U/85S
GROUP IDS: RB-0 tUM RB-01VN RB-01LH RB-0 1HM RB-01UF RB-01VF RB-01LF RB-01HF
SURVIVAL AT MINIMUM 32750 26750 12750 6750 3t/50 30750 12750 16750
66% 52% 24% 12% 62% 60 26x 20%
IERMINAL SACRIFICECHEEK)| 104 104 104 104 104 104 104 104
MALE FEMALE
DOSE IN GW/KG 0.9 0.0 0.5 1.0 0.0 0.0 9.5 1.0
ALL TOPOGRAPHIES
ALL TUMORS
TUMOR _RATES
OVERALL (a) 3169 ( 78) 7/50 l 74) 23750 ( G6) 32/50 ( 64) 46750 ( 92) 47750 ( 94) 31/5D ( 62) 22748 ( 46)
ADJUSTED (b) 97 .4 100.0% 100.0% 97.9% 97.9% 93.3x% 94.9%
TERMINAL (c) 332 ( 27) 5/26 ( 96) 12712 (100) 676 (100) 30-30 ¢ 973 29-/30 ( 97) 10712 ( 8§3) 97106 ( 90)
FIRST INCIDENCE (WEEKS) 73 G2 50 32 55 51 66 28
- .
l;FE iAllé P<0.001 P=0.003 P<0.001 P=0.091t P=0.045% P=0. 156
P<0.001 P=0.050 P<0.001 P=0.097 P=0.852 P=0.157
INCIDENTAL TUMOR TEST P=0.007 P=0.092 P=0.02¢4 £=0.005H P=0.043N P=0.010N
P=0.002 P=0.061 P=0.008 P=0.002N P=8.013K P=0.003H
COCHRAN-ARMITAGE TREND P=0. 102N P=0.178N P<D.001N P<D.00 1N
FISHER EXACT TESTS P=0.001M P=0.104N P=0.001N P<D.00 1N
P=0,004H _ P=0, 194N —_ P<O Q0N P<Q POl
KIDHEY HNOS
ALL TUMORS
TUMOR _RATES I ) ) . et o
OVERALL (a) 2769 ( §) /49 ¢ 0) 1”750 ( 2) 1747 ( 2) 1749 ( 2) 050 ( 0) 2748 ( 4) zag ( 7)
ADJUSTED (b) 6.2% 0.0% §.0% o, 1% 3.2% 0.0x 16, 1% 22.6%
TERMINAL (¢} 2732 ( &) or26 ¢ 0) 012 ( D) o6 ( D) w3t 3) 0-/30 ( Q) 1712 ¢ 8) 2710 ( 203
FIRST INCIDENCE (HMEEKS) 105 7 87 105 100 64
L1 BL P=0.462 P=0.698 P=0.522 P=0.029 P=0.216 P=0.059%
P=0. 181 P=0.387 P=0.276 P=0.0608 P=0.086 P=0.019
INCIDENTAL TUMOR TVEST P=0.416H P=0.593N P=0.742N P=0.050 P=0. 340 P=0. 109
P=0.331 P=0.612 P=0.398 P=z0.015 P=0.156 P=0.046
COCHRAN-ARMITAGE TREND P=0.390N P=D.322 P=0.139 P=0.064
FISHER EXACT TESTS P=0.492H P=0.516N P=0.492 P=0,269
P= P=0,4989 P=0.237 p= 29

SL 035629




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAYS PAGE: 2

CBDS CONTRACT: 60024% PAPANICOLAOU VERSION: 117137847
CHEMICAL ¢+ €04546 TRICHLOROETHYLENE RUN DATE: 02/20/85
GROUP 1D5: RB-01UM RB-01VM RB-01LN RB-0 tHN RB-01UF RB-0IVF RB-0ILF RB-0 1HF
MALE FEMALE
ROSE IN GM/KG 2.0 8.0 0.3 1.9 0.9 0.0 0.5 1.0
PITUITARY
CHROMOPNOBE ADENONA
OVERAL a 736 C 3) 2721 C 10) 025 ¢ 0) 028 ¢ .0) 22742 ( 52) 18745 ( 40) 8/38 ( 21) 6742 ( 14)
ADJUSTED (b) 3.8% 16.8% 0.0x 0.0x 64.4 51,7% 36.3% 39.2%
TERMINAL (c) 1726 ( &) v (@) a/t1 ¢ 0y 043 (O 15/26 ( 58) 11726 ( 42) 2718 € 18) 2/9 ( 22)
FIRST INCIDENCE (MEEKS) 105 as 78 73 63
ligz iIIEE P=&.543N P=0.671N P=0.904N P=0. 17T (N P=D.243N P=0.257N
P=0. 194N P=0.285H P=0.482N P=0.412N P=D.482N P=0.506H
INCIDENTAL TUMOR VEST P=0.548N P=D.67 1M P=0.904N P=0.003N P=0.019N P=0.013N
P=0.138N P=0.410H P=0.3294 P=0.0360 P=0.097N P=0.079H
COCHRAN-ARMITAGE TREND P=0.312N P=8.067N P<0.001H P=0.004N
FISHER EXACT TESTS P=0.5%0N P=0.563N P=9.0064H P<0.00INH
ADRENAL '
CORTICAL ADENOMA
;UEEEEE !ai 0/48 { Zlﬁl t %) Dlﬁs l 0} O0/43 ( 0) &47 L 93 5649 ( 10) /67 L &) 3/63 0 1)
ADJUSTED (b) ox 0.0x 12, 1x 15.9% 13.4x% 18.8%
JERMINAL {c) 0/3! Q) t126 ( %) n/|| ( o) 0/6 (@) 3731 ¢ 1) 6729 ( 14) 1712 € &) 1710 ¢ 10)
FIRST INCIDENCE (MEEKS) 3 a9 91 97 66
E;EI i;;EE (a) (a) (a) P=0.246 P=D.616 £=0.310
P=0.266N P=0,.473N P=0.516H P=0.3646 P=0.620N P=0.394
INCIDENTAL TUMOR TEST (e) () (e) P=0.483 P=0.562N P=D.621
P=0.258N P=8.67 1N P=0.460N P=0.551 P=0.514M P=D.64%N
COCHRAN-ARMITAGE TREND (e) P=0. 109N P=0.4608 P=8.333N
FISHER EXACTY TESTS (a) (a) P=0.339H P=0.550N
P=9. 276N  P=9.276M P=0,236H  P=0.433N
: o
(12}
0
wn
gy
(]
=~
. 2




INTERCURREMT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS

PAGE
CBDS CONTRACT: 6002449 PAPANICOLAOU VERSION:
CHEMICAL : C04546 TRICHLOROETHYLENE RUN DATE: 92/20/85
GROUP 1DS: RB-01UM RB-01VM RB-0 1UF RB-01VF RB-GILF -
MALE FEMALE
DOSE IH GM/KG 9.0 0.9 0.0 0.0 9.3
ADRENAL
PHEOCHROMOCYTOMA

JUMOR RATES
OVERALL (a)
ADJUSTED (b)
TERMINAL (c)

FIRST INCIDENCE (MWEEKS)

liéE aAlLE

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

19748 ( 40) 21748 ( 44)
55.6% 69.1%

16731 ¢ 52) 17726 ( 65)
a9 79

P=0.001%

P=0.014
P=0.107

P=0.095
P=0.830N £=0.0408

12/23 ( 28)

14/643 ( 26)
86.8 39.6%
9/11 ( 82)
65

ve ©OTY
0w POV Y

30747 ( 64) 39749 ¢ 80) 15747 ( 32)
74.8% 92.7% 76.5x
212%1 ( 68) 26/39 « 90) 8712 ( 61)

68
P=0.619N P=0.396
P=0.050N P=0.263N
P=0.019N P=0.090N
P<0.00 1N P=0. oaau
P<0.00 1N P<0.00 11
P=0.002N
P<Q.00 N

ADRENAL

PHEOCHROMOCYTOMA, MALIGNANT

u
;UQRALE (aé
—ADJUSTED {b)

JERMINAL (&)

FIRST INCIDENCE (MEEKS)

;;;ZI;;;FéI:IESIﬁ:IEI

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

Gr4a8 ( I) 5748 ( 10)
16.2%

A2 X
3/31 ¢ 10) 2726 ¢ 8)
91 85

P30.298

P=0.517
P=0.467N

P=0.440N
Peg.280M P=0. 165N

'o® woOw

67 ( 9) /49 ( 8) 0/47 (

_12.9%  13.8% 0%
G/31 (1) 67ETT”TKT”“u7nr1’ O It 1
105 104
P=0.379N ' P=0.238M
P=0.334N P=0.222I
P=0.379N P=0.238M
P=0.354N P=0.222H
P=0.093N P=0. 100N .

9/643 ¢ 21)
6710 ( 60)

P<0.00 1}l



INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAIS PAGE : 4

CBDS CONTRACT: 600246 PAPANICOLAOU VERSION: 11/13/841

CHEMICAL ! C04546 TRICHLOROETHYLENE RUN DATE: 02/28/85

GROUP 1Ds: RB-D1UN RB-D1VM RB-01ILM RB-8 1HM RB-DIUF RB-01VF RB-01ILF RB-01HF

MALE FEMALE
DOSE IN OM/KG 0.9 —0.0 8.3 1.0 8.0 9.0 9.5 Lo
ALL ADRENAL SITES
PHEOCHROMOCYTOMA

OVERAEL iai 19/648 ( 40) 21768 ( 44) 127643 € 28) 11743 ( 26) 30/647 ( 6&) 39749 ( 80) 15/47 ( 32) 9/43 L 2%)

ADJUSTED (b) 55.6 69. 1% 84.8x 49.4x% 76.8% 92.7x 76.5x &7.0%

TERMINAL (c 16731 ( 52) 17726 ( 65) 9711 ( 82) 576 ( 83) 21731 ( 48) 26129 { 90) 8712 ( 67) 6718 ( 60)

FIRST INCIDENCE (HEEKS) a9 79 5 57 61 68 638 82

liéz i;;lé P=0.00t P=0.033 P=0.002 P=0.619N P=0,396 P=0.3197N
P=0.014 P=0.147 P=0.021 P=0.050N P=8.263N P=0.067H

INCIDENTAL TOMOR TEST P=0.107 P=0.048 P=0.1%0 P=0.019N P=0.0901 P=0.026H
P=0.095 P=0.119 P=0. 27 P<0.00 1N P=0.002N P<0.00 1N

COCHRAN-ARMITAGE TREND P=0.090N P=0.040N P<0.001N P<0.001N

FISHER EXACT TESTS P=0.171R P=0. 116N P=0.002N P<0.00 N

—p= P=0,055H £<0.001H P<0.0094
ALL ADREMAL SITES
PHEOCHROMOCYTOMA, MALIGHANT

;gERIEE !ni 4748 ( &) 5748 ( 10) 1”743 ( 2) 2743 ( 5) %67 (  9) 4769 ( 8) /67 € 0) 1763 ( 2)

ADJUSTED (b) 12. 1% 16 .2% 9.1 21,6 12.9% 15.8% 0.0x 10.0x

TERMINAL (c) 3731 ¢ 10) 2726 ( 8) i ¢ 9 oré ( 0) /31 C 13) 6729 ( 14) 0/t2 ¢ 9) t710 ¢ 10)

FIRSY INCEIDEMCE (MWEEKS) 91 as 104 8é 105 104 104

§;§Z i;ElE P=0.298 P=0.589N P=0.329 Pz0.3798 P=0.238N4 P=0.621N
P=0.517 P=0.420N P=0.526 P=0.354N P=0.222N P=0.593H

INCIDENTAL TUMOR TESTY P=0.467N P=0.703N P=0.557N P=0.379H P=0.2384 P=0.621N
P=0.4%0N P=0.695 P=0.500K P=0.356N P=0.222N P=0.593N

COCHRAN-ARMITAGE TREND P=0.280M P=0. 165N P=0.093N P=g. 100N

FISHER EXACT TESTS P=0.217IN4 P=0.393N P=0.059%M P=0.2100

—P=0.129N P=0.266H P=0.064H P:0,2269N

@

o
w0
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w




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAIS

CBDS CONTRACT: 600244 PAPANICOLAGU

CHEMICAL :
GROUP IDS:

C04546 TRICHLOROETHYLENE
RB-01UM

RB-01VM

RB-OILM

PAGE : 5

VERSION: 11713/84T

RUN DATE: 02-20/85
RB-01LF RB-01KF

RB-0 tUF RD-DIVF

DOSE 1IN GM/KG

2.0

FEMALE
0.0

ALL ADRENAL SITES
PHEOCHROMOCYTOMA

PHEOCHROMOCYTOMA, MALIGNANY

JUMOR RATES
OVERALL (a)
ADJUSTED (b)
TERMINAL (c)
FIRST INCIDENCE (HEEKS)

- LIFE TABL R

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

23748 ( 48)

65.4x

19/31 ( &1)
89

P*0.002
P=0.226
P=0.027N

25748 ( 52)
75.1x
I;ZG ( 69)

P=0.239
P=0.010N

12743 ( 28)
364.8x

PY VTV

12743 ( 28)
90.9x

THYROID
C-CELL ADEHOMA

JUMOR RATES

OVERALL (a)

ADJUSTED (b)

TERMINAL (c

FIRST INC!DENCE (HEEKS)

5i§ii§ii§§f TESTS (d)
LIFE TABME

INCIDENTAL TUMOR TEST

COCHRAH-ARMITAGE TREND
FISHER EXACT TESTS

8741 ( 20)
25.0x
8/32 ( 25)
105

P=0.210
P=0.210
P=0.034N

4761 ( 10)
16.0%

3725 € 12)
55

P=z0.129

P=0.172
P=0.292H

571 ( 12)
G1.7%
5712 ( 42)
104

oY |Yvvv
o ocooo

 P=0.316N

9/43 ( 21)
67.0x%
6710 ¢ &0)

15747 ( 32)
76.5%
a/:z { 67)

32/47 ( 68)
23/31 ( 74)

40749 ( 82)
95. 1%

271729 ( 93)
63

P=0.036N

P<0.001N
P<0.001tN

P=0.007N
P<0.001N

2/60 ( 5)
0.0

275

104

v 9TID

( 40)

127648 ( 25) 10/43 ( 23) 526 ( 11) €763 ( 9
37.3% 3s.8x 45.5x% 26 .2x%

11731 ( 35) 9730 ( 30) 571t ( 45) 2710 ¢ 200
95 92 104 57

.5834
.561

.4 18N
-G73N

.D44H
07 tH

P=0.560M
P=0.444N
P=0.025N

P=0.432

P=0.552H
P=8.046N

oMDe
N L -
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS
CBDS CONTRACT: 600244 PAPANICOLAOU

PAGE :

VERSION:

§
117137847

RUN DATE: 02/20/85

CHEMICAL: C04546 TRICHLOROETHYLENE .
GROUP 1DS: RB-01UM RB-01VH RB-01LM RB-01HM RB-CQIWUF RB-0IVF RB-01ILF KB-01HF
MALE FEMALE
DOSE IN GM/KG 9.9 0.6 9.5 1.0 0.0 —0.0 9.5 1.0
THYROID
C~-CELL CARCINOMA
TUMOR Eéiii
OVERALL (a) 474+ ¢ 10) 1761 ( 2) 976y ( 0) 1760 £ 3) 1748 ( 2) 0/43 ( 0) 2/46 ( 4) 1”743 ( 2)
ADJUSTED (b) 12.5% 4.0% 0.0x 12.5% 3.2% 0.0 8.5 10.0x
TERMINAL (c) %32 ( 13) 1725 ¢ &) os12 ¢ -0) 0SS ( 0) 1”731 ¢ 3 0/30 ( 9) 011 ( 8) 1710 ¢ 10)
FIRST INCIDENCE (MEEXS) 105 105 100 105 79 104
§;FE i;llE P=0.567TN P=0.266N P=0.621 P=0.287 P=0.271 P=0.492
P=0.361 P=0.6496H P=0.431% P=0.139 P=0.129 P=0.232
IHCIDENTAL YUMOR TEST P=0.463N P=0.246N P=0.716 P=0.391 P=0.435 P=0.492
P=0.574 P=0.646N P=6.668 P=0.249 P=0.331 P=0.232
COCHRAN-ARMITAGE TREND P=0.084N P=0.666 P=0.5387 P=0.359
FISHER EXACT TESTS P=0.058N P=0. 183N P=0.484 P=0,724
_P=0,5001 P=D.747 P=9.266 _ P=0.50p
THYROID
C-CELL ADENOMA
C-CELL CARCINOMA
OVERALL (a) 12761 ( 29) 541 ( 12) 5761 { 12) 3740 ( 3) 137648 ( 27) 107643 ( 2%) 7746 ( 15) 5743 ( 12)
ADJUSTED (b) 37.5x% 17.9% Gt,.7T% 47 .5% 40.6X 31.8% 50.1x 35.5%
TERMINAL (c 12732 ( 38) 4725 ( 16) 5712 ( 42) 275 ( 40) 12731 ( I9) 930 ( 30) 5711 ¢ 45) 3718 ¢ 30)
FIRST INCIDENCE (HEEKS) 105 55 106 100 95 92 79 57
[ATISTICAL TESTS (d
LIFE TABLE Px=D.277 P=0.537 P=0.353 P=0.408 £=0.232 P=0.562
P=0.078 P=0.178 P=0.206 P=90.219 P=G. 150 P=0.364
INCIDENTAL TUMOR TEST P=0.329 P=0.537 P=0.457 P=0.56 1N P=0.427 P=0.549N
P=0.170 P=0.228 P=0.424 £=0.403 P=0.249% P=0.593
COCHRAN-ARMITAGE TREND P=0.006H P=0.308N P=0.037H P=0.096MN
FISHER EXACY TESTS P=0.050H P=0.011N P=0. 126H P=0.055H
P=0.631H P=0_.370H E=0.¢ P=0.12AH




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS

CBDS CONTRACT: 600244 PAPANICOLAOU

CHEMICAL:
GROUP 1DS:

C04546 TRICHLOROETHYLENE
R3-D UM

RB-01VM

R3-01UF

RB-01VF R

PAGE:

VERSION:
RUN DATE:
RB-0 YHF

B-O1ILF

7
117137847
02720785

DOSE IN GM/KG

MALE
9.0

FEMALE
2.9

MAMMARY GLAND
ALL TUMORS

_!H!!B_Eﬂlﬁii
OVERALL (a)

ADJUSTED (b)
TERMINAL {c)
FIRST INCIDENCE (MWEEKS)

l;FZ T;llé

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

0/49 {

0.0x
er3z ¢ o)

(a)

{a)
(a)

050 ( 0)
8.0x
es26 ¢ 0)

) 8/50 ( 0)
0.0x
9 o ( ®

8/50 ( 16)
22.2x
57,31 C 168)
55

P=0.127H

14750 ( 28)
36.8%

8-30 ¢ 27)
78

P=g.2280- - P=0. -
P=0.170N

P=0.032H
P=8.003N

250 { 4)

16.7X%

2712 ¢ 17}

104
P=0.321N
=0 BT6N-

P=0.009H
P=0.046H0

G748 ( 8)
29.2x%
010 ¢ ©)
78

P=0.001H

MAMMARY GLANWD
FIBROADENOMA

[¥]2]1]
OVERALL (a)
ADJUSTED (b)
TERMINAL (c)
FIRST INCIDENCE (MWEEKS)

e

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

0749 (
9.0%
0r32 (

(e)
{a)
{a)

0/50 ¢ 0)
0.0x
0/26 ¢ 0)

0.0x .
ert2 ¢ Q)

7750 ( 14)
19.8x

5/31 ( 16)
55

P=0.386
P=0.438 1N
P=0.203N

11750 ( 22)
28.2%
5730 ( 17)
78

P=0.418N

P=0.087N
P=8.023N

2750 ( 4)
16.7%
2712 € 17)

104

.G04N
. 159N
302K
0.024N

P=0.080N
p=0.008NH

4748 (. 8)
26.2X%
0/;0 « 0
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAYTS VERSION

3
CBDS CONTRACT: 600244 PAPANICOLAQU 117137847

CHEMICAL: C064546 TRICHLOROETHYLENE RUN BGATE: 02/20/85
GROUP IDS: RB-0 UM RI-01VM RE-01LM RE-D1HM RE-01UF RI-BIVF RB-01ILF RB-0 1HF
MALE FEMALE
ROSE 1IN GM-KG &0 9.0 0.5 1.0 2.0 2.0 0.5 1.0
MAMMARY GLAND
ADENOCARCINOMA, WNOS

OUQRILL (a) 0/69 ( 0) 0/50 ( ) 050 ( 050 { 0) 756 (. 2) 3758 € 6) /50 ( Q) 048 ( &)

ADJUSTED (b) 0.0% 9.0x 3.0x 10.0x 6.0x 4.0%

TERMINAL (¢) 0/32 ( e} 0/26 ( 2) 0r/12 ¢ /¢ ¢ 0) 031 ¢ 0) 3730 ¢ t0) /12 { 0 es/10 ¢ 0O)

FIRST INCIDENCE (MWEEKS) . 100 104

ngz iA;LE {a) (o) (a) P=0.6432N P=0.644N P=0.7 18H
(a) (e) {a) P=0.157N P=0.320H P=0.366N

ENCIDENTAL TUMOR TEST (a) (a) (a) P=0.206N P=0.383N P=0.602N
(a) (a) (a) P=0. 157N P=0.320N P=0.346N

COCHRAN-ARMITAGE TREND (a) (a) P=0.274N P=0.039N

FISHER EXACT TESTS {e) (a) P=08.500H P=0.510N

: (g) La) P=0, 1221 P=9
TESTIS NOS
INTERSTITIAL-CELL TUMOR
u
DUEglEE (a) 16766 ( 35)

17746 € 37)
X

21158 ( 44)
95.

31763 { 65)
0g.2

ADJUSTED (b) 46.9% 55.7 100.8x%

TERMINAL (c) 14732 ¢ 44) 13726 ¢ 50) lIIIZ ( 92) 6s6 (100)

FIRST INCIDENCE (MHEEKS) 98 19 50 32

§¥F£ EIIEQ P<0.00¢ P<0.001 P<0.001
P<0.001 P<D.001 P<§.001

INCIDENTAL TUMOR TEST P<0.001 P<0.001 P<0.001
P<0.001% P<0.00% P<0.001

COCHRAN-ARMITAGE TREND P=0.003 P=0.005

FISHER EXACT TESTS P=0.269 £=0.003

P=0.323 P=0.,007

9g95€0 13
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INTERCURRENTY MORTALITY ADJUSTED TUMOR INCIDENCE AMNALYSIS FOR RATS PAGE: 9
CBDS CONTRACT: 60024% PAPANICOLAOU VERSION: 11713/847
CHEMICAL:® C04546 TRICHLOROETHYLENE RUN DATE: 082/20/85
GROUP IDS: RB-0 UM RB-01VM RA-0ILM RB-01HM RB-0WUF RB-0IVF RB-01LF RB-0 tHF
MALE FEMALE
DOSE 1IN GM/KG 2.0 $.0 9.5 1.0 2.0 0.9 0.5 $.0
TESTICULAR SITES
INTERSTITIAL-CELL TUMOR
OVERELL !a) 16746 ( 35) 17746 ( 37) 217648 ( 64) 31/48 ( 6£5)
ADJUSTED (b) %6 .9% 55.7x 95. 1x 100.0x
TERMINAL (c) 16732 { 44) 13/26 ( 50) 1792 ( 92) 676 (100)
FIRST INCIDENCE (HEEKS) 9 79 50 32
o §;|§; EIEEQ*A‘*i B I A1 P 1 I £ 1 I A Y I e
P<o. Gnl P<0.001 P<o.001
INCIDENTAL TUMOR TEST P<0.00¢% P<0.001 P<g.001
P<0.00% P<0.001 P<a.001
COCHRAN-ARMITAGE TREND P=0.003 P=0.005
FISHER EXACT TESYS Pz=0,249 P=0.003
p=0,323 P=0,007
TESTICULAR SITES
INTERSTITIAL-CELL TUMOR
TNTERSTITIAL-CELL TUMOR, MALIGNANT
OVERALE Ia) 16766 ( 35) 17746 € 37) 2t/48 ( 44) 32768 ( 67)
ADJUSTED (b) 46 .9 55.7% 95. 1% 100.0X%
TERMINAL (c) 16732 ( 64) 13726 ( 50) 11712 ( 92) 676 (1080)
FIRST INCIDENCE (MWEEKS) 98 79 50 32
%!gE illlg P<g.001 P<0.00% P<0.001
P<0.001 £<0.001 P<0.001
INCIDENTAL TUMOR TEST P<0.001 P<0.001 P<0.00%
P<0.001 P<0.001 P<0.00¢
COCHRAN-ARMITAGE TREND P=0.001 P=0.003
FISHER EXACT TESTS P=0.249 P=0.002
P=0.323 P=0,006




INTERCURRENT MORYALITY ADJUSTED YUMOR INCIDENCE AMALYSIS FOR RATS PAGE: 10

CBDS CONTRACT: 600244 PAPANICOLAQU VERSION: 117137841

CHEMICAL * C04546 TRICHLOROETHYLENE RUN DATE: 02/20/85

GROUP IDS: RB-0 1UM RB-0 1VM RB-G1LM - RB-01HM RB-0 1UF RB-0 1VF RB-0ILF RB-0 1HF
MALE _ ' FEMALE

DOSE 1IN GWKG 0.0 0.0 - 0.5 Lo 2.0 ' 0.0 2.5 1.9

ursnus *

TRIAL STROMAL POLYP

DVERAlE I ) 6767 ¢ 13) 3’50 ¢ &) 5’%5 ( 1) 2764 C 5)
ADJUSTED (b) 17.0% - 8.2x 23.2 20.0x%
TERMINAL (c) 3730 { 19) 3ot 3 /%2 ( 17) 2710 ¢ 20)
FIRST INCIDENCE (KEEKS) 79 86 66 104
llé: EIILE P=8.552 P=0.339 P=0.627N
. P=9.244§ P=0.107 £=0.409
INCIDENTAL TUMOR TEST P=0.239N P=0.574N P=0.460N
P=D0.533 P=0.356 P=0.505
COCHRAN-ARMITAGE TREND . P=0. 126N P=0.439N
FISHER EXACT TESTS ' P=0.531N P=0. 156N
£=0,299 P=0.361H

UTERUS NOS
ENDOMETRIAL STROMAL POLYP
ENDOMETRIAL STROMAL SARCOMA

Il .

OVERALL !a) 6747 ¢ 13) 3750 ¢ &) 5765 ¢ 11) 2766 ( S5:

ADJUSTED {(b) 17.0x 8.2% 23.2x% 20.0x

TERMINAL (c) 3730 € 10) 1730 ¢ 3y 2712 € 17) 2710 € 20:

FIRST INCIDENCE (HEEKS) 79 t 1 66 104

L ABL P=0,552 P=0.339 P=0.627H
Pz0.244 P=0.107 P=0.409

THCIDENTAL TUMOR TEST P=0.2389N P=0.574N P=0.460N
P=0.533 P=0.386 P=0.5035

COCHRAN-ARMITAGE TREND P=0. 126N P=8.489H

FISHER EXACY TESTS P=0.531N P=0.156H

P=0,299 P=8,561H
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE : 1"

CBDS CONTRACT: 600244 PAPANICOLAQU VERSION: 11/13/84%

CHEMICAL : C04546 TRICHLOROETHYLENE . RUN DATE: 02/20/85

GROUP 1D5: RB-01UM RB-01¥M RB-DILM RB-0tHM RB-0 1UF RB-01VF RB-O1LF R3-0 1HF
MALE FEMALE

DOSE IN GM/KG 9.0 0.0 9.5 1.8 9.0 4.0 £.5 1.0

ALL TOPOGRAPHIES
MESOTHELIOMA, NOS
MESOTHELIOMA, MALIGNANT

IUEGB RATES
OVERALL (a) 2769 ( &) 2750 { 4) 2750 ¢ &) 5758 ( 6) /50 ¢ O 050 ( Q) 0/50 ( 0) o/48 ¢ 0)
ADJUSTED (b) 5.5x 6.0x 16.7% 26.5% 9.0x 0.0x 0.0x 8.0x
TERMINAL (c) 1732 ¢ 3) 0,26 ¢ 0) 2712 ( 17) 0’6 ( O} a/31 ¢ 0) 030 { ) or12 ¢ O ost0 ( 0}
FIRST INCIDENCE (HWEEKS) 73 79 104 63 .
LIE§ TABLE P=0.040 P=0.307 P=0.094 (a) (a) (a)
P=0.063 P=0.356 P=0.127 () (e) (a}
INCIDENTAL TUMOR TEST P=0.299 P=0.544 P=0.673 (a) (a) (a)
P=0.244 P=0.090 P=0.496 () {(a) (a)
COCHRAN-ARMITAGE TREND P=0.6415 P=0.406 - (a) (a)
FISHER EXACT TESTS P=0.684% P=0.509 (a) {a)
_P=0.6%1N P=0.500 {a) {(e)

a) Number of tumor-bearing animals/number of animals examined at tha site {(percant).
b) Kaplan-Maier estimated lifetime tumor incidencae after adjusting for intercurrent mortality.
c) Obsarved tumor incidence at terminal kill.

d) Baneath the control incidance are the P-values associated with the trend taest.
Benaeath the dosed gqroup incidence arae the P-values corresponding to pairwise
comparisons baetween that dosed group and the controls. The life table analysis
regards tumors in animals dying prior to terminal kill as being {(directly or
indiractly) the cause of daath. The incidental tumor test reqards these lesions
as non-fatal. The Cochran-Armitage and Fisher's exact tests compara directly
the verall incidence rates. A neqgative trend is indicatced by H.

a) Differances not significant; no tumors observed in dosed group or control group.

6€95€0 Tg
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AMALYSIS FOR RATS PAGE : 1
CBDS CONTRACT: 600244 PAPANICOLAOU VERSION: 1t/ 13/84T
CHEMICAL ¢ C04546 TRICHLOROETHYLEMNE RUN DATE: 0272085
GROUP 1IDS: RI-01UM RI-81VM RI-01LM RI-01HM RI-G1UF RI-B1IVF RI-DILF RI-01NF
SURVIVAL AT MININMUM 26750 21750 13/50 16749 26758 23750 26750 25750
48% 62% 26X 33% 52% 46% 52x 50x
JERMINAL SACRIFICE(WEEK) 104 104 194 10§ 104 194 104 104
MALE FEMALE
DO3SE IN GM/KG 0.0 0.8 0.5 - 1.9 2.0 9.0 : 0.5 1.0
ALL TOPOGRAPHIES '
ALL TUMORS
UM .
ovEﬁ§t¥!!5§ 6€3/58 € 86) 4550 ¢ 90) 32,50 ( €&) 21/49 ( 55) 45750 ¢ 99) ss:sn ( 86) 35,50 ( 78) 29/50 ( 58)
ADJUSTED (b) 100.0x 180.0x% 97.0% 100.0% 97.8x 96.6X 93.4%
TERMINAL (c) 26726 (188) 2172t C108) 12713 ( 92) 16716 (100) zszzs « 96) zo/zs ( 87) 264s26 ( 92) 23725 ( 92)
FIRST INCIDENCE (MEEXS) 62 50 65 6 5
E%%%Igik{%L.liﬁlﬁ.&d!~ P=0.523N P=0. 142 P=0.478N P=8.815N P=0.092N P=0.02GH
) P=0.278% P=0.325 P=0.2643N P=0.012N P=8.070N P=0.023N
INCIDENTAL TUMOR TEST P=0. 173N P=0.646 P=0.239H P=0.077TH P=0.925H P=0.121N
P=0.035N P=0.258N P=0.066H P=0. 1550 P=z0.230N P=0. 195N
COCHRAN-ARMITAGE TREND P<0.001N P<0.001N P<8.001N P=0.001N
FISHER EXACT TESTS P=0.010N P<0.001N P=0.012N P<B.00 1N
P=0,.903N P<0.001Y P=0.0458  P=0.002H
HEMATOPOIETIC SYSTEM
ALL TUMORS
TUMOR_RATES
OVERALL (a) /50 ¢ &) uzso ( 2) w50 ¢ 2) 2749 ¢ &) l/Sl ( 9 sl 2) 2150 ( %) 5/50 ¢ t0)
ADJUSTED (b) 7.2% . 0% 6.2% 19.7x 2.2% 6.9 .2%
TERMINAL (c) 0/24 ¢ O) n/zu € 8) 0/13 (¢ 0) /16 ¢ 6) nzzs ( 8 os23 ¢ 0) 1726 ( q) 3/25 12)
FIRST INCIDENCE (MEEXS) 66 100 87 65 100
f}}%1¥1112i: Is- P=0.5856N P=0.46588 P=0.666 P=0.0t1 P=0.243 P=0.022
: P=0.257 P=0.668 - P=0.361 P=8.066 - £=0.509 P=0.078
INCIDENTAL TUMOR TEST P=0.528N P=0.312N - P=0.620M P=0.003 P=0.191 P=0.812
P=0.202 P=0.692 P=0.338 P=8.019 £=0.480 P=0.059
COCHRAN-ARMITAGE TREND P=0.%07N P=0.372 P=0.016 P=0.060
FISHER EXACT TESTS P=0.309N P=0.510N P=0.2647 P=0.028
P=0.753H P=0.492 P=0,500 £=0,102
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE : 2
CBDS CONTRACT: 600244 PAPANICOLAQU _ VERSION: 11/13/841
CHEMICAL : C04566 TRICHLOROETHYLENE RUN DATE: 02/20/85
GROUP 1DS: RI-01UM RI-01VM RI-D1LM RI-0 1HM RI-81UF RI-0IVF RI-0ILF RI-0 1HF

MALE FEMALE
DOSE 1N CM/KG 9.9 9.9 9.5 1.8 0.9 .9 9.5 1.0
HEMATOPOIETIC SYSTEM
ALL LEUKEMIAS
IVERATL 5 2/50 ¢ &) 150 ¢ 2) 050 C 8 0/49 () o/50 ¢ ) 150 ¢ 2) 0/50 ( @) 5/50.( 10)
ADJUSTED (b) 5. 3.0% 0.0x 0.0x 2.2x o.0x 8.2x
TERMINAL (c) 0/24'C 0 02t & 013 0 0% o 023 o 0350 » v o 2250
FIRST INCIDENCE (WEEKS) 70 38 65 82
STATISTICAL TE515 (d) i _ L
— LIFE TABLE T P=0.156N " ~ " "p=0.328M P=0.346N P=0.004 (a) P=0.022
P=0.344M P=0.572MN P=0.600M P=0.027 P=0.523M ?=0.078
INCIDENTAL TUMOR TEST P=0. 106N P=0.215N P=8.233N P=8.002 te) P=0.012
P=0.323N P=0.473N P=8.612N P=0.020 P=0.469N P=0.059
COCHRAN-ARMITAGE TREND P=0.097N P=0.272N P=0.006 P=0.037
FISHER EXACT TESTS P=0. 248N P=0.252M (a) P=0.028
P=0.500N -~ P=0.505N P=g. 500N P=0,102
HEMATOPOIETIC SYSTEM
LEUKEMIA, NOS
JUHOR RATES :
OVERALL (a) 250 ¢ @) w50 ( 0)  0/50 C 0 049 ¢ 0) 0/30 C 9  4/50.¢ 2) /30 ¢ 0) 350 ( 6.
ADJUSTED (b) 5. 0.0x 0.0x 0.0x 8.0 2.2x 0.0x 12.8%
TERMINAL (c) 0,24 T o witon ol o okl o 0/26 ¢ ® w3 C 0 2% 0 325 2
FIRST INCIDENCE (WEEKS) 65 104
IFE TABL P=0. 156N P=0.3238N P=0.346N P=0.034 (o) P=0.192
a ta) (a) - (a) P=0. 165 P=0.523N P=0.292
INCIDENTAL TUMOR TEST P=0. 106N £=0.215N P=0.282N P=0.034 (a) P=0.112
o te) e) (a) P=0.211 P=0.469N P=0.365
G  COCHRAN-ARMITAGE TREND P=0.097M ta) P=0.037 P=0.176
¢ FISHER EXACT TESTS P=0.243M P=0.252N (a) P=0. 121
Iy (g) (a) P=0, 500N P=0,309
b




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS ) PAGE:

s -

CBDS CONTRACT: 600244 PAPANICOLAOU VERSION: 117137861

CHEMICAL : C04546 TRICHLOROETHYLENE - RUN DATE: 0272085

GROUP 1DS: RI-01UM RI-01VM RI-0O1LM RI-81HM RI-01UF RI-GIVF RI-OILF RI-0 1HF
MALE _ - FEMALE

DOSE IN GM/KG 2.8 $.9 [ Y] i 1.4 a.9 2.0 8.5 1.9

HEMATOPOIETIC SYSTEM )

ALL LYMPHOMAS
ALL LEUKEMIAS

TUMOR EE!EE

OVERALL (a) 3750 ( 6) IISI « 2) lISO « 23 27649 L &) o580 ¢ B) 50 ( 2) 2/50 ( &) 515. « 19)

ADJUSTED (b) 7.2% 3.0% .2X 10.7x 0.8x 2.2x% 6.9% 8.2x

TERMINAL (c) 0724 ( 0) .IZl « o OIIS ¢ 0) w6 C 6) 026 ¢ 0) 0/23 ¢ 0) 1726 ( &) 3/25 { 12)

FIRST INCIDENCE (MEEKS) 66 100 a7 65 190 2

L;FE TABLE P=0.586N P=0.458N P=0.666 P=0.811 P=0.243 P=0.022
P=0.257 P=0.663 P=0.361 P=0.046 P=8.509 P=0.078

INCIDENTAL TUMOR TEST P=0.528N P=0.312N P=0.6204 P=¢.003 P=0.191 P=0.01%2
P=0.202 P=0.692 P=0.338 P=0.019 P=0.480 P=0.059

COCHRAN-ARMITAGE TREND P=0.407H P=0.372 ’ P=0.01%6 P=0.060

FISHER EXACT TESTS P=0.309N P=0.510M £=0.247 P=0.028

P=0.753H P=9.492 P=9.309 P=0.102
KIDHEY NOS
ALL TUMORS

OUERALE I.i 050 ( 0) 050 ( ©) 3750 { 6) 1”769 ( 2) w50 ( 0) 743 ( 2) %68 ( B8) 050 ( 9)

ADJUSTED (b) 0.0x 0.0x 16.5% 6.2X% 8.0x 4.3x 13.6% 9.0x

TERMINAL (c) 0/26 ¢ #®) 021 { 0) t7i3 0 8) 1746 ¢ 6) 0r26 ¢ 1723 (&) 2726 ( 8) 025 ¢ 8)

FIRST INCIDENCE {HEEKS) 89 104 106 92

§;E¥ TABLE P=0.251 P=0.054% P=0.419 P=0.575 P=0.060 (a)
P=0.268 P=0.058 P=0.446 P=0.390M P=0.210 P=0.4383K

INCIDENTAL TUMOR TEST £=0.239 P=0.0% P=0.449 P=0.422 P=0.034 (a)
P=0.259 P=0.104% P=0.446 P=0.570N P=8.123 P=0.633N

COCHRAN-ARMITAGE TREND P=0.372 P=0.372 P=0.621 P=0.384N

FISHER EXACT TESTS P=0, 121 P=0.495 P=0.054 (a)

P=0.121 P=0.495 P=0,174% P=0.9958

"' v9ce0 18
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INTERCURRENT MORTALITY ADJUSTED TUMDR INCIDENCE ANALYSIS FOR RATS PAGE: 4

CBDS CONTRACT: 600244 PAPANICOLAOU VERSION: 11/13/841

CHEMICAL : €04546 TRICHLOROETHYLENE RUN DATE: 02/20/85

GROUP 1DS: RI-01UM RI-01VM RI-01LM RI-0 1HM RI-O1UF RI-01VF RI-BILF RI-0 1HF
MALE FEMALE

DOSE_IN GM/KG 0.0 8.0 9.5 1.8 8.0 2.0 $.5 1.0

KIDNEY NOS

TUBULAR-CELL ADENOMA
TUBULAR-CELL ADENOCARCINOMA

JUHOR RATES .
OVERALL (a) 9/50 ( 0) o/50{ 0) 2/50 ¢ §) 769 2 8750 ( B) - /769 ( 2) &/48 ( 8) oO/50 ( @)
ADJUSTED (b) 0.0x 0.0x 12.6% 6.2% 0.8x %.3% 13.6x% 0.0x
TERMINAL (c) 026 ¢ D) @721 ¢ 0) 1713 C B) 1716 ¢ 6) 0726 { 0) /23 ( &) 2726 C 8) 025 C 0O)
FIRST INCIDENCE (MWEEXS) 92 104 . 104 2
LléE 1inigififii§ifii P=0.252 P=0.129 P=0.419 P=0.575 P=0.060 (a)
P=0.274 P=0.141 P=0.446 P=0.390N P=0.24%0 P=0.483N
INCIDENTAL TUMOR TEST P=0.248 P=0.186 P=0.419 P=0.422 P=0.03§ (e)
P=0.271 P=0.201 P=0.466 P=0.570M P=0.123 P=0.633M
COCHRAN-ARMITAGE TREMD P=0.335 P=0.355 ' P=0.621 P=0.384N
FISHER EXACT TESTS P=0.2647 P=0.495 P=0.054 (a)
P=0.247 P=9.495 P=0.17¢ ____ P=0,493N
PITUITARY
ADENOMA, NDS
. JUNDR
OVERALL (a) 15/66 € 33) 23744 ( 52) 6/6% C 15)  6G/6% ( 10) 627649 ( 86) 32769 ( 65) 26747 ( 55) 18/63 ( 42)
ADJUSTED (b) S4.6% 70.3% 32.6% 26.7% 97.7x% 83.9x% 76.0% 66.6X%
TERMINAL (c) 11723 ¢ 48) 12721 € 57) 2711 C $8) 6715 ( 21) 25726 ( 96) 17/23 ( 76) 18726 ( 69) 16725 ( 64)
FIRST INCIDENCE (MWEEKS) 92 50 78 106 65 80 78 87
STIC
f%%%[iiﬁl%£:155 i) P=0.064GN P=0.336N P=0.069N P<D.0ON P=0.007H P<0.001H
P<0.001N P=0.038N P=0.002N P=0.005N P=0. 116N P=0.007H
INCIDENTAL TUMOR TEST Pe0.040N P=0.215N P=0.056N P<0.001N P=0.906N P=0.002H
P<0.001N P=0.005N P<08.00tN P=0. 164N P=0.4%18 P=0.216NH
COCHRAN-ARMITAGE TREND P=0.005N P<0.001N P<0.801N P=0.016N
FISHER EXACT TESTS P=0.063N P=0.009N P=0.002N P<G.00 1IN
P<0.001H P<0,001H P=0.215M _ P=0,020§




i
INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAYS PAGE: 5
CBDS CONTRACY: &£00244% PAPANICOLAOU VERSION: 117137841
CHEMICAL : C04546 TRICHLOROETHYLENE RUM DATE: 02/20/85
GROUP 1DS: RI-G1UM RI-81¥YM RI-S1LA RI-01HM RI-C1UF RI-DIVF RI-GILF RI-O1HF
MALE FEMALE
DOSE IN GM/KG 2.0 0.9 0.3 1,9 5.8 0.8 9.5 1.9
PITUITARY
CHROMOPHOBE ADENOMA
OVEgltE Ia) 1766 { 2) 0764 ( O0) Vel (. 2) 41 ( @) /6% ( B) 3769 ( §) os/47 ( 0) a3 (. O)
ADJUSTED (b) 2.1x 0.0x 3.64% 0.0X 0.0x 6.4% 9.0x 0.0x
TERMINAL {c) 8723 ¢ 9 21 ¢ 0) o/11 (. O es/i5 ¢ 0) 026 ( Q) 0s/2s ¢ 0) 726 ¢ ¥) 8725 ¢ 0}
FIRST INCIDENCE (HEEKS) 62 71 48
LIF; TAILE P=0.432N P=0.637 P=0.590N (a) (a) (@)
P=0.658 P=0.426 (e) ~ P=0,062N P=0. 150N P=0. 197N
INCIDENTAL TUMOR TEST P=0.299N P=0.738N P=0.473N (a) (a) (a)
P=0.697N P=8.557 (a) P=0.815N P=0.858N P=0.953M
COCHRAN-ARMITAGE TREND P=0.358NH P=0.720 (a) P=8.044N
-FISHER EXACT TESTS P=0.723 P=0.529N {a) le
P=0,482 (a) P=0, 1294 P=0, 147N
PITUITARY
CARCIMOMA, NOS
VERALL (3) 0766 ¢ Q) /46 C " 1) 0765 ¢ ©) 0/61 { ©) 0749 ( @) 0749 { 0) e Q) 043 ( 0
ADJUSTED (b) 0.0x 16.3% 9.0% 8.0 0.0x 0.0x 0.0x 0.0x
TERMINAL (c) w23 ( 0) 3721 (C 1§) . o711 ( 0) /15 ( 0D 0726 ¢ #) 0r23 C ®) 0726 ¢ &) 025 ( @
FIRST INCIDENCE (WEEKS) 106
EIQE i;llé (a) {a) (a) {a) (a) (a)
Pz0.076N P=0.252N P=0.183N (e) (a) (e)
INCIDENTAL TUMOR TESTY (e) (a) (a) (a) (a) (a)
P=0.074% P=0.252N P=0.183N (a) (a) (e)
COCHRAN-ARMITAGE TREND (a) P=0.042N (a) (a)
FISHER EXACTY TESTS (a) (e) {e) (a)
_P=0.1 =0, 1 (g) {a)
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE : é

CBDS CONTRACT: 600244 PAPANICOLAOU . VERSION: 117137847
CHEMICAL : C04546 TRICHLOROETHYLENE RUN DATE: 02/20/85

GROUF 1D5: RI-01UM RI-D1VM RI-O LM RI-81HM RI-D1UF RI-S1IVF RI-OILF RI-01HF

MALE ' FEMALE
DOSE IN OM/KG . : 2.0

PITUITARY
ADENDMA, NODS
CARCINOMA, NOS

UM

TJUMOR _RATES

OVERALL (a} 15146 ( 33 Zélﬁﬁ « 59 %761 ( 18) QZIQQ ( 86) 32749 ( 65) 26/&T ( 55) 18/43 ( 42)
ADJUSTED (b) 54.6 0.2x% 2.6 26.7x 33.9% 76.0x 66.6x
TERMINAL (c) 11723 ( 48) IS/ZI «C71) 4715 { 27) 25/26 ( 96) 17/23 ( 76) 18726 ( 69) 16/25 ( 6%)
FIRST INCIBEHCE (HEEKS) 92 50 184 80 ] 87

g ; R B . el

STATISTICAL TESTS ()

LIFE TABLE P=0. 046N . 049N P<B.00 W : P<0.00 1N
P<0.00 N : . P<@.001N P=9.005N =0.007N
INCIDENTAL TUMOR TEST P=0.040N . . 056N P<0.801N . P=0. 002N
P<0.00 1N : P<0.00 N P=0. 144N . P=0.216N
COCHRAN-ARMITAGE_TREND £=0.005N P<0.00 N T P<0.001N P=0.016N
FISHER EXACT TESTS : P=0.009N . P<e.o0 M

ADRENAL
CORTICAL ADENDMA

TUMOR RATES .

OVERALL (a) 61ﬁ9 ¢ 12) 5750 ( 10) 3769 ( &) 5741 ¢ 11) %50 ( 3) 6748 ( 13) &8/48 ( 13} 5750 ( 10)
ADJUSTED (b) 20.0% 20.4% 29.4% 16.0x 22.46% 23.1x 20 Ox
TERMINAL (c) 3721 ( 14) 2713 ( 15) 4716 ( 25) 3726 ¢ 12) %23 ( 17) 6726 ( 23) 5/25 { 20)
FIRST INCIDENCE (HEEKS) 93 83 99 , 99 9% 96 104

STATISTICAL TESTS €
TPt Thact

INCIDENTAL TUMOR TEST P=0.382

COCHRAN-ARMITAGE TREND P=0.458NH
FISHER EXACT TESTS

P=0.393 455
P=0.401N

P=0.335
P=0.520N
P=0.434 P=0.409N

co ocee
- VUV
0nun

© oose

wn
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oY DVDD
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR Bﬁlﬁ PAGE: 7

CBD3S CONTRACT: 600244 PAPANICOLAOU VERSION: 117137847

CHEMICAL: C04546 TRICHLORDETHYLENE ’ RUM DATE: 02/208-/85

GROUP 1IDS+ RI-D1UM RE-0 VM RI-0ILN RI-01HN RI-O1VUF RI-01IVF RI-GILF RI-8 1HF

PALE FEMALE
DOSE IN GM/KG .0 e.9 9.5 1.8 0.8 e.0 8.3 1.8
ADRENAL
PHEOCHROMOCY TOMA

OVERALE (a) 15/49 ( 51} 1050 ( 20) 5/69 ( 10) 2747 { &) 6750 ( 12) 97648 ( 19) 2’48 { 4) 56 ¢ 9)

ADJUSTED (b) 59.7 41,0 3.9x - 12.5% 20.5x 33.2x 7.7% 8.0x

TERMINAL (c) 14/24& ( 58) 121 ( 33) 4/t3 { 31) 2716 € 13) 6726 C 15) 6723 ( 263 2726 ( ®) 0/25 ( @)

FIRST INCIDENCE (WEEKS) 93 97 89 106 94 92 106

LIFE TABLE P=0.083N P=0.162N P=0.004N P=0.009M P=0. 1374 P=0.0825N
P=0.039M4 P=0.455N Pz0.0849MN P<Q.00 1N P=8.09N P=0.803N

INCIDENTAL TUMOR TESY P=0.082N P=0. 140K P=0.004M P=G.013N P=0.170N P=0.059M
P=0.053N P=0.6460H P=0.073N P=8.00tN P=0.034N P=z0.009H

COCHRAN-ARMITAGE TREND P<0.081N P=0.012NH : P=8.008N P<8.00 1N

FISHER EXACT TESTS P=0.011N P=0.0G1N P=0. 148N P=0.014N

p= P=D. 019N p= =
ALL ADRENAL SITES
PHECCHROMOCYTOMA

OUERilE jal 16769 € 33) 1050 ( 20) 5/49 { 198) 2747 ( &) 6750 { 12) 948 ( 19) 2748 ( &) 0/50 ( 0)

ADJUSTED (b) 63.7x %1.0% 33.9x 12.5% 20.5% 33.2x% 7.1x

TERMINAL (c) 15726 ( 63) 7721 ( 33) 413 ( 31) 2716 ¢ 13) 6126 « 15) 6723 ( 26) 2726 ¢ 8) 0/25 o)

FIRST INCIDENCE (HEEKS) 93 97 39 104 92 104%

E;EE TA;EE P=0.001N P=0. 115 P=0.002H P=8.009N P=8.137H P=0.025N
P=0.039N P=0.455R P=0.0649H P<8.001N P=0.019NH P=0.003N

INCIDENTAL TUMOR TEST P=0.001N . P=0.098H P=0.002N P=0.018N P=08.170H P=0.059N
P=0.053N P=8.460N P=0.073N P=8.001N P=8.034N P=0.009N

COCHRAN-ARMITAGE TREND P<0.001N P=0.012H P=0.808N P<8.801N

FISHER EXACT TESTS ;=0.006H P<0.00 1N ;=ﬂ.l§8ﬂ P=0.014N

=°_|ﬁnu = :! nz‘u E:n n!!u
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INVERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AMNALYSIS FOR RATS PAGE: 8
CBDS CONTRACT: &00244 PAPANICOLAOUL VERSION: 117137847
CHEMICAL : C04546 TRICHLORDETHYLENE RUN DATE: 02/20/85
GROUP 1Ds5: RI-01UM RI-01VNM RI-01LAN RI-81HM RI-01UF RI-Q1VF RI-OtLF RI-01HF
MALE FEMALE
ROSE IN CM/KG — 0.0 0.9 9.5 1.0 2.8 $.9 9.5 1.9
ALL ADREMNAL SITES
PHEOCHROMOCY TOMA
PHEOCHROMOCYTOMA, MALIGHANT
TUMOR Eﬁ!ﬁi .
OVERALL (a) 167649 ( 33) 10/58 ( 20} 6/49 { 12) 3/67 « &) 6/5. « 12) 9748 ( 1) 2748 ( &) os/50 ¢ 0)
ADJUSTED (b) 63.7x 41.0x 61.3x 8.7x 8.5% 33.2x% 7.7x g.0x
TERMINAL (c) 15726 ( 63) 7721 ( 33) 5713 ¢ 33) 3/16 « 19 Q/Z‘ { 15} 6723 ( 26) 2726 ¢ 3) 0/25 ¢ 0)
FIRST INCIDENCE (WEEKS) 93 97 89 104 9% 92 104
— RN —— e - — —_—— e e - - T e
LIFE TAllé P=0.004NM P=0.211N F=0.006N P=0.809N P=0. 137N P=0.025N
P=0.09CN P=0.602N P=0. 104N P<E.001N P=0.019N P=0.003N
INCIDENTAL TUMOR TEST P=0.004N P=0.136H P=0.007N P=0.8138N P=0.17CN P=0.059N
P=0.119M P=0.6 10N F=0. 1500 P=0.001M P=0.034H P=0.009N
COCHRAN-ARMITAGE TREND P<0.001N P=0.033N P=0.008N P<D.0B N
FISHER EXACT JESTS P=0.014N P=0.002NH , P=0. 148N P=0.014N
P=0,.220H§ P=0.046N P=0,026H P=0.001N
THYRO1D
C-CELL ADENOMA
JUMOR_RATES
OVERALL (a)} 3749 ( 6) 1746 ( 15) 0449 ( 0) 0165 ( 0) /50 ( @) 949 ( 0) 3/6% ( &) 750 ¢ 2)
ADJUSTED (b) 13.0% 27.1% 0.0% ' 0.0x 0.0x 12.0x 6.0
TERMINAL (c) 3723 ¢ 13) 4721 ( 19) 0r/13 ¢ 0) 0/16 ( 0) 026 ¢ 0) w23 ¢ 0) 3,25 ( 12) 1725 ¢ &)
FIRST INCIDENCE (MWEEXS) 106 78 106 104
F;FE TABLE P=0.076N P=0.235N P=0. 1894 P=0.365 P=0.112 P=0.492
P=0.005N P=0.041N P=0.030N P=0.403 P=0.134 P=0.517
INCIDENTAL TUMOR TEST P=0.074N . P=0.235M P=0.139N P=0.365 P=0.112 P=0.492
P=0.005NH P=0.035N P=0.030N P=20.403 P=0.134 P=0.517
COCHRAN-ARMITAGE TRENWD P=0.064N P=0.001H P=0.379 P=0.385
FISHER EXACY TESTS P=0. 142N P=0. 138N - P=0.117 P=0.500
P=0.007H _ P=0.007H P=0,121 P=0,505




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS
CBDS CONIRACT: 600244 PAPANICOLAOV

PAGE :
VERSION:

9
117137847
RUN DATE: 92/20-/85

CHEMICAL : €04546 TRICHLOROETHYLENE
GROUP ]1DS: RI-01UN RI-01VM RI-DILM RI~01HM RI-01UF RI-01VF RI-O1LF RI-0HF
MALE FEMALE
DOSE IN GM/KG ~0.9 0.0 9.5 1.9 8.9 8.9 9.5 1.9
THYROI1D
C-CELL ADENOMA
C-CELL CARCINOMA
JUMOR RATES
OVERALL (a) 3/69 ¢ &) B8/66 ( 17) 8s4% ¢ B) 0/45 « ® 50 ( 9) llﬁ! « 0 4% ( &) 50 ( 2)
ADJUSTED (b) 13.0x 31.4% 0.0x L0X 0.0x .ax 16.0Xx 4.
TERMINAL (¢) 3723 € 13) 5,21 ( 2§) 0/13 ¢ O lIIG « o) 0726 ( 8} /23 ¢ &) 4725 ( 18) 1725 { &)
FIRST INCIDENCE (MWEEKS) 1046 78 104 104
A CA
LIFE TABLE P=@.0T4N P=0.235H P=0.189NH P=0.375 P=%.056 P=0.492
P=0.003N P=0.027H P=0.013N P=0.418 P=8.871 P=0.547
INCIDENTAL TUMOR TEST P=0.076N P=0.235N P=0. 1898 P=0.375 P=0.056 P=0.492
P=0.003NH P=0.023N P=0.018N P=0.418 £=0.071% P=9.517
COCHRAN-ARMITAGE TREND P=0.064N P<0.001H P=0.391 P=0.398
FISHER EXACT TESTS P=0.142N . P=0. 138N P=0.056 P=0.500
P=0,Q04H P=0.083N Pz0.239  Pz0.595
PANCREATIC ISLETS
ISLET-CELL ADENOMA
JUMO
OVERALL (a) 5749 ¢ 10) 5150 (18) 049 ( 0) 768 { 2) 50 { 2) 0149 ( g) 1/68 ( 2) 1768 ( 2)
ADJUSTED (b) 19.8% .0% 9.0% 6.2% 3.4 3.3 G.
TERMINAL (c) 4s26 ( 17) QIZI (« +9) 0/13 ¢ 0) 1716 ¢ 6) 0r26 ¢ ®) 0123 ( o) 1726 ( %) 1725 ¢ 4]
FIRST INCIDENCE (MEEKS) 101 194 193 104 106
A
LIFE TABLE P=0.1038 P=0.111N P=9.223N P=0.622 P=0.752 P=0.744%
P=0.079N P=0.0338N P=D. 181N pP=0.347 P=0.524 P=0.517
INCIDENTAL TUMOR TEST P=8.105H P=0. 104N P=0.232N P=0.484 P=0.711 P=0.551
P=0.094N P=0.098NH P=0.210N P=8.347 P=0.524 P=0.517
COCHRAN-ARMITAGE TREND P=0.038N P=0.040N P=0.628 P=0.327
FISHER EXACT TES3IS P=0.028N P=8. 107N P=0.742 P=0.742
P=0,030N _P=0,.112H P=0,56%95 P=4,495
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AMALYSIS FOR RAIS _
CBDS CONTRACT: 600244 PAPANICOLAOU

CHEMICAL :
GROUP 1IDS:

C04546 TRICHLOROETHYLENE

RI-01UM

RI-01IVH RI-OILM

RI-O1HNM

RI-01UF

RI-0VF

RI-®ILF

PAGE: 10
VERSION: 117137847
RUN DATE: 02/20/35
RI-01HF

ROSE IN GM/KG

MALE

FEMALE

8.0

PANCREATIC ISLETS

ISLET-CELL ADENOMA
ISLET-CELL CARCINOMA

OVEgAll (a)

ADJUSTED (b)
TERMINAL (c¢)
FIRST INCIDENCE (MEEKS)

l;Fg iAllE

IRCIDENTAL TUMOR TESY

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

5/49 ( 18)

19.8%
%26 ( 17)
101

P=0. 103N
P=0. 105N
P=0.038N

5/50 ( 10) 0749 ( 0)
22.0% 0.0x
QISI « 19) /13 ¢ 9)

)

MAMMARY GLAND
ALL TUMORS

JUMOR _RATES

DVERALL (a)

ADJUSTED (b)

TERMINAL (c)

FIRST INCIDENCE (MEEKS)

ICAL TESTS (d)
e hete

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

750 ( 2)
§.2%
724 (&)
104
P=0.507
P=0.511

£=0.634

750 (. 2)

§.2%
0/21  0)
103

P=0.520

P=0.462
P=0.634

oo
e ooeo
S OO
(L - S
[ B X T

v VOO
z

0749 ( 0)
D.0x
023 ¢ 0)

P=0.380

£=0.380
P=0.355

2/48 ( &)

T.7%
/726 ( 8)
194

749 ( 2)
X

6.2
1716 (. 6)
106

0.670
0.683
0.670
0.60%
0
0

.748
143

17758 ( 36)
46.9%

6726 ¢ 23)
t 1}

P=0.0134
P=0.113H
P=0.003N

177580 ( 34)
45.7x
523 ( 22)
4“8

P=0.008N

P=0.06 1N
P=0.003K

12750 ( 24)
38.1x
7/26 « 2D

.252N
. 188N
511N
-G40N
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE: 11

CBDS CONTRACT: 600244 PAPANICOLAOU VERSION: 11/ 137347
CHEMICAL : €06546 TRICHLORGETHYLENE RUN DATE: 0272085
GROUP IDS: RI-B1UM RI-01VM RI-01LM RI-8 the RI-01UF RI-01VF RI-OILF RI-0 1HF
MALE . FEMALE

DOSE 1IN GM/KG 9.0 0.0 9.5 1.9 9.0 [ N | 2.3 1.9
MAMMARY GLAND ‘

ADENOMA, NOS .
TUHOR RATES -
OVERALL €a) 0/50 C 8) ©0/58C 0) 8,50 ¢ 0) 149 ( 2) 3/50 C 6) 6G/S8 ( 8) &/50 ( 8) 9/50 ( ©)
ADJUSTED (b) D.0x 0.0% 0. 0% 6.2% 8.2% 12.5% 14. X 9.0x
TERMINAL (c) 0,26 C 8) 0/21¢ 0) O/13¢ 0) 116 ¢ ) 0/26 C 8) w23C & 326 12) 025 ( ®
FIRST INCIDENCE (WEEKS) 104 92 72 190 °

lng TABLE P=0.223 (a) ] .419 P=0. 160N .483 . 185N

P=0.4 P=9 P=0
P=0.241 (a) P=0.446 P=0.869N P=0.6 120 P=0.090N

INCIDENTAL TUMOR TEST p=0.223 (a) P=0.419 P=0.3690 P=8.345 P=0.500N
P=0.261 (a) P=8.446 P=0. 135N P=0.562 P=0. 132K

COCHRAN-ARMITAGE TREND P=0.266 P=0.266 P=0. 1184 P=0.060N

FISHER EXACT TESTS (a) P=0.495 P=8.500 P=0. 122N

(a) P=0.4995 P=0.653H P=0. 0594
MAMMARY GLAND
FIBROADENOMA

JUMOR_RAIES

OVERALL (a) V500 2)  w50.C 2 e/50 (D) 049 C O  13/50.( 26) 10/50 ( 20) 8/30 ( 16) /50 ¢ 3)

ADJUSTED (b) 4.2x 4.2 0.0x 0.8x 38.2x 33. 25.9x 14.3%

TERMINAL (c) 726 ( &) 0721 ¢ 0) /13 ¢ 0)° 0716 ( @) 6726 ¢ 23) 4/23 €11 626 € 15 3225 °¢ 12)

FIRST INCIDENCE (NEEXS) 104 103 T 86 ¢

§¥§¥I$;§%§I:IEEI§:IEI P=0.342MH P=0.622N P=9.581N P=0.028N P=0.207N P=0.039M
P=0.342N P=0.622N P=8.58 10 P=0.072N P=0.353N P=0.090M

INCIDENTAL TUMOR VEST P=0.3420 P=0.622M P=0.58 1N P=0. 145N P=0.3750 P=0. 196N
P=0.436N P=0.662N P=8.7 12N P=0.356N P=0.563 P=0.335N

COCHRAN-ARMITAGE TREND P=0.272N P=0.272N pe0. 500N be0. 505 P=0.011N P=0.060N b0, 165m reo o1eH

FISHER = =0. =0. =0,

P=0.5008 P=0, 505N P=¢.395N  P=0.874N

069S¢£0 ‘IS




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS

PAGE: 12
CBD3 CONTRACT: 6002464 PAPANICOLAOU VERSION: 117137841
CHEMICAL : C04546 TRICHLOROETHYLENE RUN DATYE: 02/20/85
GROUP 1DS: RI-01UM RI-01V¥H RI-01LH RI-01HM RI1-0$UF RI-BIVF RI-0ILF RI-01HF
MALE FEMALE
ROSE_IH GM/KG 8.0 2.0 8.5 1.9 2.0 0.9 2.3 1.0
TESTIS HOS
INTERSTYITIAL-CELL TUuMOR
UMD
OVERALL (a) 36758 € 72) 34/50 ( 68) 30/50 { 60) 26749 ( 53)
ADJUSTED (b) 97.2x% 97.1x 96.7% 180. 0%
TERMINAL (¢) 237264 ( 96) 20721 ( 95) 12713 { 92) 16716 (180)
FIRSYT INCIDENCE (WEEKS) 66 73 65 ; é
T T %}‘W - ?ﬂ;m Tt T ?:T]T'T ’?ﬁ 339 -y - - - T T T - o o
P=0.279 P=0.049 P=0.335
INCIDENTAL TUMOR TEST P=D.2649 P=0.%33 P=0.238
P=0.129 P=0.055 P=0.179
COCHRAN-ARMITAGE TREND P=0.033N £=0.078M
FISHER EXACT TESTS P=0. 146N P=0.041N
P=0.267N P=0. 096K
TESTICULAR SITES
INTERSTITEAL-CELL TUMOR
U
OVERALL (a) 36750 ¢ 72) 34/50 ( 68) 30/50 ( 60) 26769 { 53)
ADJUSTED (b) 97.2 97 .1x 108.0%

TERMINAL (c)
FIRST INCIDENCE {WEEKS)

L1IFE TAILE

1596€0 18

7.2%
237264 € 96)
66

. 9%6.7x
2021 € 95) 12713 ( 92)
73 65

16716 C108)
66

P=0.262 P=0.041 P=0.339
P=0.279 P=0.049 P=0.385
INCIDENTAL TUMOR TEST F=0.249 P=0.133 P=0.288
P=0.129 P=0.055 P=0.179
COCHRAN-ARMITAGE TREND P=0.033H P=0.078N
FISHER EXACT TESTS P=0. 146N P=0.041M
P=0.2674 P=0.0998




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AMNALYSIS FOR RAYS - PAGE: 13
CBDS CONTRACT: 60024% PAPANICOLAOU VERSION: 117137841
CHEMICAL: €045646 TRICHLOROEVHYLENE RUN DATE: 82/20/85
GROUP 1ID5: RI-01UN RI-01VNM RI-SILM RI-81HM RI-0WF RI-SIVF RI-0ILF RI~G1IHF

MALE FEMALE

DOSE_IN GM/KG 9.0 —9.0 8.9

TESTICULAR SITES )
INTERSTITIAL-CELL TUMOR
INTERSTITIAL-CELL TUMOR, MALIGNANT

OVERALL Ia) 36/50 ( ?2) 36450 ( 68) 38/50 ( 60) 26749 ( 53)
ADJUSTED (b) . 2% 97.1% 96.7x 100.0x
TERMINAL (c) 23126 C 96) 20/21 ¢ 95) 12793 ¢ 92) 16/16 (100)
FIRST INCIDENCE (HEEKS) 66 73 5 66

EIFE i;ILE P=0.242
P=0.279

INCIDENTAL TUMOR TEST P=0.249
P=8.129

COCHRAN-ARMITAGE TREND P=0.033M P=8.078N
FISHER EXACT TYESTS

P=0.339
P=0.385
P=0.288
P=0.179

P=0.04N

W nn

.09 wwwv

UTERUS %OS
ENDOMETRIAL STROMAL POLYP

OVERALL (a) ' 1750 ( 2} 3749 ( &) Olﬁl ( 0) 0749 ( 0)

ADJUSTED (b) 3.8% 13.0x .0x 0.0x
TERMINAL (c) 1726 ¢ &) 3723 ( 13) IIZG « 0) 025 ¢ 0)
FIRST INCIDENCE {HEEXS) . 104 104

E;EE TA;LE P=0.275N P=0.500N -508H

Pz0.030N P=0.898N . 1054

INCIDENTAL TUMOR TEST P=0.275N P=0.500M4 .508N

P=9.030N P=0.098N . 105N

COCHRAN-ARMITAGE TREND . P=0.273N P=0.0380N

FISHER EXACT TESTS P=0.5100 .505N
P=0. 1220




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AWALYSIS FOR RAJS PAGE: 16
CBDS CONTRACT: 600249 PAPANICOLAOU VERSION: 11/43/847
CHEMICAL: C04546 TRICHLOROETHYLENE RUN DATE: 02-/20/85
GROUP IDS: RI-D1UM RI-01VM RI-01LM RI~01HM RI-D1UF RI-DIVF RI-DILF RI-01HF

MALE FEMALE

DOSE IN GW/KG 9.0 9.0

UTERUS NOS
ENDOMETRIAt STROMAL POLYP
ENDOMETRIAL STROMAL SARCOMA

TUMOR_RATES
OVERALL (a) 1”750 ¢ 2) 3/69 ( 6} 0/48 { 0) 0/ﬁ9 ( Q)

ADJUSTED (b) 3.8x 13.0x 0.0x
TERMINAL (c) 1726 ( 4) 3123 « 13 026 ¢ 0) 0125 ( 0)
t

FIRST INCIDENCE (HEEKS) 106

e - e
f{FE TABLE P=0.275H P=0.500H

0.098N
INCIDENTAL TUMOR TEST P=6.275H

¢.508N
0. 054
0.508H
0.105R

0.505N

P=
P=0.500N
P=0.098N
P=0.5101
pP=

COCHRAN-ARMITAGE TREND ! P=0.273N

- oo
nun

FISHER EXACY TESTS

5

Humber of tumor-bearing animals/number of animals examined at the site {(percent).
Kaplan-Maier estimated lifetime tumor incidence after adjusting for intercurrent mortality.
Observed tumor incidence at terminal kill.
Benaath the control incidence are the P-values associated with the trend test.
Beneath the dosed group incidence are the P-values corresponding to pairwise
comparisons between that dosed group and the controls. The life table analysis
ragards tumors in animals dying prior to tarminal kill as being (directly or
indirectly) the cause of death. The incidental tumor test regards these lesions
as non-fatal. The Cochran-Armitage and Fisher's exact tests compare diractly
the overall incidence rates. A neqgative trend is indicated by N.
Di fferences not significant; no tumors observed in dosed group or control group.

[
-

£595€0 18




FINAL 2

ACL Roxa

RECEIT TN Py 1325
INTERCURREMT MORTALITY ADJUSTED TUMOR INCIDENCE AMALYSIS FOR RAFS PAGE! 1
CBDS CONTRACT: 600244 PAPANICOLAOU VERSION: 11/ 13/84T
CHEMICAL : C064566 TRICHLOROETHYLENE RUN DATE: 02/20-/85
GROUP 1DS: RC-01UM RC-D1VM RC-01LM . RC-D1HNM RC-81UF RC-013¥VF RC-0ILF RC-D 1HF
SURVIVAL AT MINIMUM 39/50 33750 19750 14750 37750 35750 20750 19750
78% 76% 38% 22x 76x 70% 40% 38%
JERMIMAL SACRIFICE(HEEK) 104 _104 104 184 194 _104 104 194
MALE FEMALE
DOSE IN GM/XG 2.0 2.0 2.5 1,8 0.0 0.0 8.5 1.9
ALL TOPOGRAPHIES
ALL TUMORS
YUMOR RATES
OVERALL (a) 45769 ( 92) 447580 ( 88) 27/49 ( 55) 17/50 ( 34) 36769 ( 69) 32750 ( &%) zl/so ( 62) 18746 ( 39)
ADJUSTED (b) 97.8% 100.0x 100 100.0% 75.5% 74.0x 77.5
TERMINAL (c) 38739 C 97) 38738 (108) n9/|9 (noo) 11711 (100) 26,37 ( 70) 264/35 { &9) 14120 ( 700 14719 ( 74¢)
FIRST INCIDENCE (MWEEKS) 70 50 5 54 51 28
§;EEI§;%F§I:iESI§:IEI P=0.030 P=0.086 P£=0.056 P=0.483 P=0.386 P=0.564
P=0.040 P=0.109 P=0.063 P=0.46% P=8.369 P=0.553
INCIDENTAL TUMOR TEST P=0.576 P=0.622 P=0.667 P=0.203N P=8. 190N P=0.279M
P=0.285N P=0.469N P=0.366N P=0.263N P=0. 193N P=0.283M
COCHRAN-ARMITAGE TREND P<0.001N P<0.00 1N P=0.002N P=8.009N
FISHER EXACT TESTS P<0.00 N P<D.001N P=0.006M £=0.803N
P<0.0018 P<Q. 00N P=0,0238 PR, 0838
HEHIIOPOIET!C SYSTEM
ALL TUMORS
§g§2§5F3¥§§ 2269 C &) 3/50 ( 6) 1/49 ( 2) ozso t ) 3149 ¢ ¢) z/so ( ) 2/50 ( &) wék ( 2)
ADJUSTED (b) 6.6% 7.2x% 5. 7.8x% 10.8X 5.3%
TERMINAL (c) 0/39 ( B 1738 ¢ 3) o0/19 ( ”) o/|| ( 0) z/sr t 5 zzss ) 2720 ( 100 /19 C 5)
FIRST INCIDENCE (WEEKS) 81 80 102 106 106
§1E2i§£;LEI:IESI5:IEI P=0.397N P=0.720N P=0.527TH P=0.486N P=0.596 P=0.563N
P=0.266N P=0.528M P=0.384N P=0.592 P=0.481 P=0.708N
INCIDENTAL TUMOR TEST P=0.283N P=0.616N P=0.428N P=0.512M P=0.528 P=0.586GM
: P=0. 105N P=0.257N P=0.423N P=0.592 P=0.481 P=0.708N
COCHRAN-ARMITAGE TREND P=0. 139N P=0.061N P=0.239K P=0.415N
FISHER EXACT TESTS F=n.guou r=n.%43n :=o.49|u P=0.333N
=p.31 = D694 P=0.332N




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS ' PAGE: 2

CBDS CONTRACT: 600244 PAPANICOLAOU VERSION: 11/13/847

CHEMICAL : C04566 TRICHLOROETHYLENE , RUN DATE: 02/20/85

GROUP IDS: RC-0 tUM RC-01VM RC-01LM RC-0 1HM RC-91UF RC-01VF RC-QILF RC-01HF
MALE : FEMALE

DOSE IN GM/KG 0.0 8.9 0.3 1.9 9.9 2.9 9.5 1.9

HEMATOPOIETIC SYSTEM
ALL LEUKEMIAS

TUMDR FEEEE .

OVERAL a) 2769 (&) /50 Ut &) 069 ( 0) w50 ( W) 2769 ( 4) o580 ( ©) e/50 ( @) 1766 ¢ 2)

ADJUSTED (b) 4.6 7.2% 0.0x e.0x 5.1 0.0x 9.0x 5.3x

TERMINAL (c) 0/3% ( 0} ”ig ( ) 0s/19 ¢ 0) /11 (&) 737 ¢ 3) o35 ¢ o) 720 ¢ &) 1719 ¢ 5

FIRST INCIDENCE (HEEKS) at ] ] 99 104

E;EE il!lE P=0.2646N P=0.389N P=0.527H P=z0.562N P=0.386N P=0.T260
P=0.139M P=0.239H"° P=0.384N - P=0.193 (a) P=0.378

INCIDENTAL TUMOR TEST P=0. 152N Pz0.217N P=0.428N P=9.596MN P=0.488N P=0.719
P=0.093N Pz0.121N P=0.423N P=0.193 (e) P=z0.378

COCHRAN-ARMITAGE TREND P=0.094N P=0.038N P=0.37T6N P=0.257

FISHER EXACT TESTS P=0.247H P=0.263N P=0.243N P=0.526N

P=0,125H0 P=9.1228 _{a) p=
HEMATOPOLETIC SYSTEM
ALL LYMPHOMAS
ALL LEUKEMIAS

L‘!E!IR_%AI.E.S ’

OVERALL (a) 2749 ( 4) 3750 { &) 1749 ¢ 2) os50 ( 0) 3769 (. 6) 1”50 ( 2) 2750 ¢ &) 746 ( 2]

ADJUSTED (b) %.6% 7.2% 5.0% 0.0x 7.8 2.9% 18.0x 5.3x

TERMINAL (c) 039 ( 0)- w38 ( 3) 0/19 ¢ o) /11 0) 2731 € 5) 735 ¢ 3) 2720 ¢ 1) 1719 ( 5

FIRST INCIDENCE (MWEEKS) 81 30 102 99 106 106§ 104

§lFE illlé P=0.397N P=0.720N P=0.527H P=0.486N P=0.594 P=0.563N
P=0.246N P=0.528N - P=0.384H =8.410 P=0.308 P=0.620

INCIDENTAL TUMOR TEST P=0.283N P=0.6 14N P=0.428N P=0.512N P=0.528 P=0.586N
P=0.105N P=0.257N P=0.423N pP=0.611 P=0.308 P=0.620

COCHRAN-ARMITAGE TREND P=0.139N P=0.06 1N P=0.239N P=0.596

FISHER EXACT TESTS P=0.500M P=0.263N P=0.491N P=0.333N

£=0,3168 P=0.122N P=0.5¢0 __ P=0.73)

€595€0 Tg




INYERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AMALYSES FOR RATS PAGE: 3
CBDS CONTRACY: 600244 PAPANICOLACU VERSION: 11/13/734T
CHEMICAL : C045496 TRICHLOROETHYLENE . RUN DATE: #2-/20/85
GROUP 1DS: RC-01UM RC-0VH RC-#1ILNW RC-01HM RC-0 1UF RC-01VF RC-OILF RC-01HF
MALE FEMALE
DBGSE IN GM/KG 9.0 9.0 8.3 1.9 0.0 8.¢ 8.3 1.0
KIDNEY NOS
ALL TUMORS
OVERlEE !a) 3749 ( 6) e/50 ( ©) 1”4y ( 2) 76y ( 2) ”74% ( 2) Zl‘l ( %) &/47 ( 13) 2/63 « 5)
ADJUSTED (b) 7.2% 0.0x 4.2x% 9.1x 2.6 26.0X 9.6
TERMINAL (c) 2739 ¢ 5) o-38 ¢ @) 0719 (¢ 8) it ¢ 9 7”37 (@) l/3§ ( 3 3728 ( 15) 719 ¢ 5
FIRST INCIDENCE (MWEEKS) 87 91 104 98 : 33 68 84
Eii; T;Ilé P=0.611IN ) P=0.557N P=8.686 P=0.148 £=0.010 P=0.280
P=0.122 P=0.403 P=0.255 =0.266 P=0.035 P=0.466
INCIDENTAL TUMOR VEST P=0.491N P=0.253N P=0.720 P=0.363 P=9.053 P=0.576
P=8.112 P=0.545 P=0.255 P=9.528 P=0.219 P=0.678
COCHRAN-ARMITAGE TREND P=0.202H P=0.327 . P=0.353 =0.522
FISHER EXACT TESTS P=0.309M P=0.3094 P=0.049 P=9.6451
P=0,495 pP=0,495 _P=0,127 P=9.6499
KIDNEY %05
TRANSITIONAL-CELL PAPILLOMA
TRANSITIONAL-CELL CARCINOMA
OVEEAIE ia) 37649 (. 6) /50 { o) 0749 { ®) 1769 ( 2) /69 ( 0 ll‘l ( 2} 2/647 ( &) 17643 ( 2}
ADJUSTED (b) 7.2% 0.0x 0.0 9.1x 0.0x 2.9 8.5x 5.3x
TERMINAL (c 2739 ¢ 5) 38 ¢ ©O) e/19 (. ©) 711 ¢ 9 /31 ( ) IIS‘ ( 3) 1720 ¢ 5) 1719 € 5)
FIRST IHCIDENCE (HEEKS) a7 104 87 04
E;QE il;lé P=0.523N P=0.265N P=9.686 Pz0.199 P=8.1313 P=0.367
- P=0.116 (a) P=0.255 P=0.416 P=8.327 P=0.627
INCIDENTAL TUMOR TEST P=0.456N P=0. 133N P=0.720 P=08.304 P=0.377 P=0.367
. P=0.116 (a) . P=0.255 P=0.493 P=0.495 P=0.627
COCHRAN-ARMITAGE TREND P=0. 176N P=0.267 P=0.326 P=0.5088
FISHER EXACT TESTS P=0.121N P=0.309NM P=0.237 P=0.467
P=8.495 P=0.492 P=




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR Bﬁli PAGE: 4
CBDS CONTRACT: 600244 PAPANICOLAODU VERSION: 117137847
CHEMICAL : C04546 TRICHLOROETHYLENE RUM DATE: 02/20/85

GROUP ]DS: RC-01UM RC-01VM RC-0tLM -RC-01HM RC-DIVF RC-01LF RC-0 1HF

MALE FEMALE

DOSE IN CM/KG

$.0

PITUITARY
ADENOMA, NOS

UMD

OVERA (a)

ADJUSTED (b)

TERMINAL (c)

FIRST INCIDENCE (HWEEKS)

~ UIFE TABLE o

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

8768 ( 17)

19.9%
6738 ¢ 16)
10t

P=0.368

P=0.427
P=0.259N

6739 ( 15)

16.9%
5734 ( 15)
100

4733 ( 12)
19.5%
3719 € 16)

P=0.478
P=0.329N

D TOOT

3729 ( 18)
28.7x

279 ( 22)
t02

26747 ( 51)
59.8x

21737 ( 57)
74

P=0.030N
P=0.0264N
P=0.003N

t8/62 ( 43)

51.1x

16733 ( &%)
9%

P=0.135N

P=0. 122N
P=0.025N

7736 ( 19}
33.7x

e TVVWVY

PITUITARY
ADENOMA, NOS
CARCINOMA, HOS

JUMOR RATES

OVERALL (a)

ADJUSTED (b)

TERMINAL (c}

FIRST INHCIDENCE (HEEKS)

c
§;FE TABLE

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

87648 ( t7)
19.9%
6738 ( ¥6)
101
P=D.368
P=0.427

P=0.259N

6739 ( 15) %733 ( 12)

16.9% 19.5%
5734 ( 15) 3719 ( 18)
100

P=0.257

P=0.478
P=0.329N

3729 ( 10)
28.7x

264747 ( 51)
59.8x

21737 ¢ 571)
16

P=0.061H
P=0.056H
P=0.006N

18742 ( 43)
5t.1x

16733 ( 48)
96

P=0.223N

P=0.217N
P=0.049NH

7736 ( 19)
35.7x

6719 € 32)
70

8732 ( 25)

7/32 ( 22}
36.3
7Il9 ( )

40.0x
7719 € 3D

w 9vTv
wonnn

A21N
.312N
. 109N
.349N

018N

T TVTYD
o 0000

E.

LG9GE0 IS




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AWALYSIS FOR RATS PAGE: 5
CBDS CONTRACT: 600264 PAPANICOLAGU VERSION: 117137847
CHEMICAL: C06566 TRICHLOROETHYLENE RUK DATE: 02-/20/85
GROUP 1DS: RC-01UM RC-D1VM RC-0iLM RC-81HA RC-01UF RC-01VF RC-01LF RC-01HF
MALE FEMALE
DOSE IN GM/KG 9.9 0.9 .5 1.0 __9.0 .9 8.5 1.9
ADRENAL :
CORTICAL ADENCMA

EUﬁDE EE!E§ )

VERALL (a as48 € 17) 6748 ¢ 13) 1”766 { 2) /45 ( B) 17649 { 2) 27648 ( &) weg ( 2) /40 £ B8)
ADJUSTED (b) 19.9x 15.8X% 5.6 . 8.0x 2.7% 5.7x 5.0x 15.8x
TERMINHAL {(¢&) 1739 ( 18) 6738 ( 18) wid ( 6) [ FA RN G ) wite 3 2735 ¢ &) wze ( 5) 3719 € 16)
FIRST INCIDENCE (MEEXS) 104 108 1049 . 1119 106 105 104
E;Fz i;;Eé P=0.038N P=0.152N P=8.127N P=8.067 P=0.619 £=0.107

P=0.080N P=0.260N P=0.191N P=6.179 P=0.692N P=0.235
INCIDENTAL TUMOR TEST P=0.037M P=0. 158N P=0.11984 P=0.067 P=0.619 P=6.107
P=0.080N P=0.260N P=8.191N £=0.179 P=8.692N P=0.235
COCHRAN-ARMITAGE TREND P=0.001N P=0.006H . P=0.152 P=0.32%
FISHER EXACT TESTS P=0.0Z21H P=0.734N P=0.725% P=0.236
- P=0.070H  P=0.01¢H P=0.533N  P=0.413
ADRENAL
PHEDCHRDMOCYTOMA
OVERA (a G768 ( 8) 8768 ( i?l 0744 { ©) os/45 (L D) 1769 ¢ 2) 3748 ( 6) 0766 ( 0) 2760 ¢ 5)
ADJUSTED (b) 10.3x 2. 1% 6.0x 0.0x 2.7X% 71.9% §.0x 10.5%
TERMINAL {(c) %439 ( 10) 8738 L 21) 018 ( 0) [ 74 R BN S |} ] w3ttt 3 2735 ( 6) 728 T W) 2719 ( 1)
FIRST INCIDENCE (WEEXS) 107 105 106 | §. 106
E;E; i;;lé P=0. 104N P=0. 199K P=0.318N P=0. 195 P=0.623N P=0.275
P=0.017R P=0.047H P=0.117N £20.596 P=8.227N P=0.599
INCIDENTAL TUMOR TEST P=0. 106N P=0. 1994 P=0.318K £=8.195 P=0.623N P=0.275
P=0.017H P=0.047NH P=8.1178 P=0.532N P=0. 1390 P=0.650
CDCHRAN-ARMITAGE TREND P=0.818N P<0.00 1N P=8.307 Peg.456N
FISHER EXACEY TESTYS F=0.070N . P=0.067H P=0.527N P=0.423

8696€0 IS




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE: é

CBDS CONTRACT: 6002464 PAPANICOLAOU VERSION: $1713784T
CHEMICAL : C04546 TRICHLOROETHYLENE ) RUN DATE: 02/20-/85

GROUP 1DS: RC-01UM RC-01VM RC-01LN RC-01HM - - RC~-8WF RC-G1ILF RC-01HF

MALE FEMALE

DOSE IN GM/KG ¢.0 : . 9.9

ALL ADRENAL SITES
PHEOCHROMOCYTOMA

JUMOR Ealﬁi

OVERAL a) 4748 ( B) 8748 ( 17) 0/64 ( 0) /48 ( 6) 0746 ( B)
ADJUSTED (b) . 21.1x 8.0x . 7.9x 0.8x
TERMINAL (c) 8,38 ( 21) !/l! ( 9) L 2735 (¢ &) /20 ¢ ®)
FIRST INCIDENCE (MWEEKS) 05 83

STETISTICAL TESTS (o .
LIFE TABLE P 0 lﬁﬁﬂ
F=0.017M

INCIDENTAL TUMOR TEST P=0. 104N
P=0.017H

COCHRAN-ARMITAGE TREND P=0.018N P<3.001H
FISHER EXACT TESTS

P=0.594

P=0.582N
P=8.456N

nononn
°9VY

wowon

o VVTY

"

[V %

ALL ADRENAL SITES
PHEOCHROMOCYTOMA
PHEOCHROMOCYTOMA, MALIGNANT

JUMOR Eﬁiﬁi

OVERA (a) 4748 ( 8) 37648 ( 1) 064 ¢ 0) 0745 ( 0) tli’ ( 2) Slil ( 6) 66 (  2) 2760 ¢ 5)
ADJUSTED (b) 10.3% 21. 1% 0.0% . 8.0x 1.9 3.6 10.5x
TERMINAL (c) %739 ( 10) 3/38 ( 21) os18 ¢ 0) or/11 (. ®) !IS? ( » 2735 ( é) 0s20 ¢ 0) 2719 ( 11)
FIRST INCIDENCE (HEEKS) 107 105 33 35 104

6695¢€0 IS

.643
492N
623N
.26TH

.725
242N

E;FE TAILE P=0. 104N
P=0.017N

INCIDENTAL TUMOR TEST P=0. 184N
P=0.017N

COCHRAN-ARMITAGE TREND P=0.018N P<0.001N
FISHER EXACT TESTS

P=0.190
P=0.564t

P=0.278
P=0.578NH
P=0.316 P=0.472N

o YUY
[
o o9

E
o9 "W|wo

g OOBG
% WUV

oo Oeoe
M NpIWN

N RSO
E% 555




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSES FOR RATS _ PAGE! 7
CBDS CONTRACT: 600246 PAPANICOLAOU VERSION: 1171378647
CHEMICAL ! C0456¢6 TRICHLOROETHYLENE - RUN DATE: 02/20/85
GRDVP 1DS: RC-0 1UM RC-€1VM RC-01LM RC-01HM RC-8 1UF RC-0 IVF RC-01LF RC-0 14F
MALE FEMALE
DOSE IN GN/KG 2.9 9.0 9.5 1.0 9.0 N .5 1.0
MAMMARY GLAND
ALL TUMORS
AR |
OVERALL (a) /69 ¢ D) o/so ( 0) 0/49 ( 0) .0/58 ¢ ©) 5149 t 6) 3/50 C 6) 1750 ( 2) /46 ( 2)
ADJUSTED (b) 0.0x ox 0.0 0.0x 7.5x §.2x 5.3
TERMINAL (¢ w39 L O ozsa 0) oznn t o vt o 3137 ( 8) 1/35(C 3) e/20¢ @) 1719 < 5)
FIRST IHCIDENCE (HEEKS) 196 % 89 104
§¥§ZI§I;¥§I:IESISZIEI ta) {a) 9 P=0.429N P=0.535N P=0.562N
(a) (a) (e) P=8.428N P=0.547N P=0.555N
INCIDENTAL TUMOR TEST () () () P=0.311H P=4.248N P=0.562H
ta) (a) (a) P=8.466N P=9.545M P=8.6538
COCHRAN-ARMITAGE TREND (a) (a) : P=0.216N P=0.222N
FISHER EXACT TESTS (a) (a) P=8.301N P=0.333N
(a) () P=8, 3094 p=
PROSTATE NOS
ADENDMA, NOS
T :
EQQ;EEFI¥E§ ' 0,48 ¢ &) s/so ( 6) 0/65( 0) 0/63 ( 0)
ADJUSTED (b) ! 0.0x 7.9 0.0% 0.0x
TERMINAL (c). /39 ( 0) 338 ¢ 8) ©0/19¢ &) o1 ( 8
FIRST xuclnuhdt (HEEKS) 105
Sy (a) a) (a)
R P=0.153N PZ0.266N P=0.403N
INCIDENTAL: fuhqu TEST (a) (a) . {e)
% P=0.153N P=0.266N P=0.403H
COCHRAN-ARNE %bt TRERD (a) P=0.066M
FISHER EXACY (a) . ta)
P=0,330N __ P=0, 1978

i




INTERCURRENT MORTALITY ADJUSTED TUMOR INCEDENCE ANALYSIS FOR RATS PAGE: 8
CBDS CONTRACT: 600244 PAPANICOLAQU VERSION: 11/13/847
CHEMICAL ¢ €04546 TRICHLOROETHYLENE RUN DATE: 02/20/85
GRGUP 1DS: RC-01UM RC-01VM RC-01LM RC-01HM RC-81UF RC-01IVF RC-DILF RC-0 1HF
MALE FEMALE
DOSE IN GM/KG 0.0 9.9 9.3 1.9 8.9 .0 8.5 1.9
TESTIS NOS
INTERSTITIAL-CELL TUMOR
5 :
%UERiLF (a) 38/47 ¢ 81) 36749 ( 73) 23/49 ( 47) 17/49 ( 35)
ADJUSTED (b) 90.4x 96.7% 95.8x ' 100.0x

TERMINAL (c)
FIRST INCIDENCE (HWEEKS)

36738 ¢ 89) 36738 ( 95) 18719 ¢ 95)
70 104 86 _

171t L10D)
75

e S e — - T, R
é[F; TABLE: P=0.003 P=0.119 P=0.006
P<0.001 P=0.624 P<D.001t
IHNCIDENTAL TUMOR TEST P=0.079 P=0.507 P=0.235
P=0.019 P=0.223 P=0.074
COCHRAN-ARMITAGE TRENWD P<0.00 N P<0.001N .
FISHER EXACT TESTS P<0.001H" P<0.001N
P=0.007H P<0,0014
TESTICULAR SITES
INTERSTITIAL-CELL TUMOR
TUNMD
OVERALL (a) 38767 ( B1) 36749 C T3) 23749 ( 4T7) 17749 ( 35)
ADJUSTED (b) 90.4% 96.7% 95.8x 100.0%
TERMINAL (c) 34738 ( 89) 36738 ( 95) 18719 ( 95) 11741 (100)
FIRST INCIDENCE (MEEKS) 70 104 84 75
ABL P=0.003 £=0.119 P=0.006
P<0.001 P=0.024 P<0.001
INCIDENTAL TUMOR TEST P=0.079 P=0.507 P=0.235
P=0.019 P=0.,223 P=0.074
COCHRAN-ARMITAGE TREND P<0.001N P<0.00N
FISHER EXACT TESTS P<0.001N P<0.001N
P=0.007N P<

‘gggﬁo 15




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE: 9

CBDS CONTRACT: 600244 PAPANICOLAOU VERSION: 11/13/847

CHEMICAL : C04546 TRICHLOROETHYLENE RUN DATE: 82/28/85

GROUP 1DS: RC-01UN RC-01VH RC-01LM RC-D 1HM RC-0 1UF RC-01VF RC-O1LF RC-01HF
MALE FEMALE

ROSE 1N GM/KG 0.0 8.9 0.5 1.0 5.8 9.9 8.5 1.9

TESTICULAR SITES
INTERSTITIAL-CELL TUMOR
INTERSTITIAL-CELL TUMOR, MALIGNANT

OUER§ll Ia) 38747 C 81) 36/69 «73) 23169 € 47) 17769 ( 35)
ADJUSTED (b) 90.4x X 5.8% 109.06x
TERMINAL (c) 34738 { 89) 36138 ( 95) Illl9 € 95) 14711 (100)
FIRST INCIDENCE (MWEEKS) 70 104 % 15

119 P
. 024 P
.507 P
P
P

STATISTICAL TESTS (d)
LIFE TABLE P=0.003
P<0.001

INCIDENTAL TUMOR TEST P=0.079
P=8.019

COCHRAN-ARMITAGE TREND P<CG.001N P<0.00N
FISHER EXACT TESTS

.223

.001N
007N P<0. 001N

"% =wT<m

" oA
oo oooo

UTERUS HOS
ENDOMETRIAL STROMAL POLYP

iﬁhdﬁ;ﬁj;is '
OVERALL (a) 1768 ( 2) &/49 C B8) 3/48 ( §) 2/=lst 5)

ADJUSTED (b) 2.7x 10.7x t5.0x X
TERMIMAL (c) 737 ¢ 3) 3735 (C 9) 3729 € 15) 2;19 « 1)

FIRSYT INCIDENCE (MEEKS) 106 9% 104

EIF% TABLE Pz=9.163
) P=0.580N

JHCIDENTAL TUMOR TEST P=0.163
P=0.566

COCHRAN-ARMITAGE TREND P=0.329 P=0.348N
FISHER EXACT TESTS

119
.505
.119
.434

.308
.2 12N

.2715
641N
.275
.668

%31

I ]

:

ftWonHn

oD 9w
fe® oDV




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR !ﬂli__ PAGE! 10
CBDS CONTRACY: 600244 PAPARICOLAOU VERSION: 117137847
CHEMICAL : €04546 TRICHLOROETHYLENE RUN DATE: 02/20/35
GROUP IDS: RC-01UNM RC-01VM RC-0tLM RC-91HM RC-8tUF RC-01¥F RC-01LF RC-0 tHF
MALE FEMALE
DOSE IN GM/KG 8.9 2.9 8.5 1.8 2.0 9.8 L5 1.8
UTERUS NOS
ENDOMETRIAL STROMAL POLYP
ENDOMETRIAL STROMAL SARCOMA
OVERALE (a} 748 ( 2) 49 ( 3) 3/4' «( &) 3740 ( 8)
ADJUSTED (b) 2.7x 19.7x 15 l 13.8x
TERMINAL (c) 1737 ¢ 3) 35 9 3/2| 15) 2719 € 11)
FIRST INCIDENCE (MHEEKS) J t0é 9% 1
F BLE P=0.072 P=0.119 P=0.11%
P=0.398 P=08.505 P=0.491
INCIDENTAL TUMOR TESY P=8.086 P=9.119 Pz0.163
P=0.426 P=0.434% P=0.59%4
COCHRAN-ARMITAGE TREND Pz0.178 P=0.526N
FISHER EXACT TESTS ;SC.SGI P=0.242
= =

£€996€0 IS

Humber of tumor-bearing animals/number of animals examined at the site (paercent).
Kaplan-Maiar estimated lifatima tumor incidoncc after adjusting for intercurrent mortality.

Beneath the control incidenca are the P-valuaes associated with the trend test.
Banaeath the dosed group incidence are the P-values corraesponding to pairwise
comparisons between that dosed group and the controls. The life table analysis
regards tumors in animals dying prior to terminal kill as baing (directly or

Tha incidental tumor taest regards these laesions

The Cochran-Armitaqge and Fisher’s exact tests compare directly
A negative trend is indicated by N.

a)
b)
5) Obsarved tumor incidence at terminal kill.
indirectly) the cause of death.
as non-fatal.
the wvaerall incidence rates.
a) Differences not significant; no tumors observed in dosed group or control group.




L # Osborne-Merdel Radts
FINAL #% rne-YY RECENED 0 » s

INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAIS PLG
CBDS CONTRACT: 6002446 PAPANICOLAOU VERSION: II/ISIauI
CHEMICAL : C04546 TRICHLOROETHYLENE RUH DATE: 02/20/85
GROUP 1DS: R7-01UM R7-01VM R7-01LM R7-0 1HM R7~01UF R7-01VF R7-01LF R7-0HF
3 VAL AT MININUN 21750 22750 17750 15750 19750 20738 11750 7750
42% G4% 36% 30x 38x 450% 22x 149%
1:su1uaL_5acn1£1§£Lu££szi____1!9 104 104 104 104 196 _ 104 104
MALE FEMALE
DOSE 1N GMW/XG 0.0 0.0 9.5 : .0 0.9 0.0 0.5 1,0
ALL TOPOGRAPHIES
ALL TUMDRS
iﬂﬁﬁi:FEiES
OVERALL (a) 39/50 ( 78) 37750 ¢ 74) 35/58 ( 70) zszso ( 58) 66750 { 88) GO-/50 € 80) 3650 ( 72) 371/50 ( 74)
ADJUSTED (b) 94,9 94.7x 97.0% 100.0% 97.5x% 100.0% 100.0%
TERMINAL (c) 19/21 ( 90) 20/22 € 91) 16717 € 94) 14/15 ( 93) 1919 (100) 19720 € 95} 11/t C18@) 1/7 {(100)
FIRST INCIDENCE (WEEKS) 63 76 11 21 48 19 35 5
%}LEI;};{éE:iEEiE:IE; P=0.352 P=0.325 P=0. 394 P=0.081 P=0.319 P=0.096
P=0.249 P=0.224 P=0.294 P=0.015 P=0.109 P=0.020
INCIDENTAL TUMOR TEST P=0.334N P=0.490N . P=0.434N P=D.070N P=0.073H ¢=0,087N
P=0.399H P=0.601N P=0.529N P=0.6432N P=0.460N P=0.482N
COCHRAN-ARMITAGE TREND P=0.020N P=0.055H P=0.058N P=0.2811
FISHER EXACT TESTS P=0.268N P=0.027N P=0.040N P=0.063H
P=0.612 =0, 0 P=0.2628 __ __ P=0,.318N _
SUBCUT TISSUE NOS )
FIBROMA
;%EEEE{ tii /50 ¢ &) 450 ( 3) 3/59 ( 6) 0s50 ¢ ©0) 0s/50 ( 0) ozso t 0) 2/50 ( &) 750 ¢ 2)
ADJUSTED (b) 9.8x 13.6% 16, 0.0x 0.0x .0% 8.5% 2.9%
TERMINAL (c) 0s21 ¢ 0) 1722 ( - 5) zz:v ( 12) 0215 ¢ 0) 0/19 ( & o/za C 9) o1 ¢ ©8) O/7 ¢ B)
FEIRST INCIDENCE (HWEEKS) 95 86 78 78 30
i;F£x§llEé YESTS () £=0. 200N P=0.552 P=0.213N £=0.320 P=0. 195 P=0.500
P=0.112N P=0.612N P=0. 129N P=8.314 P=0. 194 P=0.429
INCIDENTAL TUMOR TEST P=0, 181N P=0.587 P=0.278M P=0.433 P=d.278 P=0.581
P=0.095H4 P=0.547H P=0. 130N P=0.491 P=0.300 P=0.682
COCHRAN-ARMITAGE TREND P=0.101N P=0.069N s P=0.360 P=0.360
FISHER EXACT TESTS P=0.66 1N P=0. 122N p=0 P
P=0,500H P=0,059H P=0 AP
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE: 2
CBDS COMTRACT: 600246 PAPANICOLAOU VEKSION: 117137847
CHEMICAL : C06546 TRICHLORDETHYLENE RUN DATE: 02720785
GROUP 1DS: R7-0 1UM R7-01VH R7-01LM R7-01HM R7-01UF R7-01VF R7-01LF R7-0 1HF

MALE FEMALE

DOSE IN GM/KG 0.0 0.0 2.5 1.0 0.0 0.0 0.5 1.0
SUBCUT TISSUE NOS ) '

FIBROMA

FIBROSARCOMA
YUWDR RATES
OVERALL (a) 3/50 ( 6) 4/50 C 8) 3/50 C 6) 0s50 ( O) 050 C 0) ©0/50 ¢ Q) 2/50 ¢ 4) 150 ( 2)
ADJUSTED (b) 9.8% 13, 6% 14.0% . 0.0% 0.0x 0.0% e.5% 2.9%
TERMINAL (c) 0721 ¢ 0) w22 ( S5) 2717 C 12)  o/15 C 0) 0/19 ¢ 0) ©0s26 ¢C 0) @41 C 03 o7 C O
FIRST INCIDENCE (MEEKS) 95 86 78 70 80

. T STATISTICAL TESTS (o e B - T

LIFE TABLE P=0.200H P=0.552 P=0.218N P=0.320 P=0.195 P=0.500
P=0. 112N £=0.612N P=0. 129N P=0.316 P=0.196 P=0.639
INCIDENTAL TUMOR TEST P=0. 181N P=0.587 P=0.278N P=0.433 P=0.278 P=0.581
P=0.095H P=0.547N P=0. 130N P=0.491 P=0.300 P=0.882
COCHRAN-ARMITAGE TREND P=0. 101N P=0.049N : £=0.360 P=0.360
FISHER EXACT TESTS P=0.66 1N P=0.122N P=0.2647 P=0.500
£=0.500H P=0.059N P=0.247 P=0.500
INTEGUMENTARY SYSTEM )
FIBROMA
UMD
OVERALL (a) 3/50 ( 6) 6G/50 ( 8) 4/50 ( 8) 2/50 ¢ &) 0/50 ¢ 0) ©0/50 ¢ 0 2/50 ¢ 4> /58 ¢ 2)
ADJUSTED (b) 13.6% 11.6% 0.0x 0.0z 8.5% 2.9%
TERMINAL (c) 0/21 o v 5 3117 ) Bl D 0/19 ¢ 0 0/20¢ 0) O0/11i ¢ 6 0s7 ¢ 0
FIRST INCIDENCE (MWEEKS) 95 26 78 | 97 70 30
TFE TABLE P=0.548 P=0.38% P=0.664 P=0.320 £=0.195 P=0.500
= P=0.468N P=0.519 P=0.528N P=0.314 F=0.194 P=0.489
= INCIDENTAL TUMOR TEST P=0.545 P=0.408 P=0.573 P=0.633 P=0.278 P=0.581
P=D.451N P=0.582 P=8.543N P=0.491 P=0.300 P=0.682
©  COCHRAN-ARMITAGE TREND P=0.417N P=0.2764MN P=0.360 P=0.360
@  FISHER EXACT TESTS P=0.500 P=0.500N P=0.2647 P=0.500
t; P=0.643N P=0,3394 P=0.247 P=0,560
(o]
n -
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS 1 3
£ Nn:

3
CBDS CONTRACT: 60024% PAPANICOLAOU 117137847

CHEMICAL ¢ C04546 TRICHLOROETHYLENE RUN DATE: 02/20/85
GROUP IDS: R7-0 1UM R7-01VM R7-01LM R7-01HM R?-01UF R7-01VF R7-0tLF R7-01HF
MALE FEMALE
DOSE IH GM/KG 0.0 _0.0 0.5 1.0 0.0 2.0 0.5 1.0
INTEGUMENTARY SYSTEM
FIBROMA
FIBROSARCOMA
TUMOR RATES .
OVERALL (a) 3/560 ( 6) 4/50 ( 8) 6G/50(C B) 2/50{ &) 0/50 ¢ 0) 0/50 ¢ 0) 2/50 C &) 1150 ( 2)
ADJUSTED (b) 9.8x 13.6% i9.8% 11.6% 0.0x 0.0x 8.5x 2.9
TERMINAL (¢ 028 ¢ 0) 1722 ( 5) 3/17 ¢ 18y 135 ( 1) 0719 ¢ ©) 0720 C 0) O0/11 C ©0) G/7 ( 0)
FIRST 1uc1nsnce (HEEKS) 9% 86 78 97 70 80
3TA 1 .
iiF%l%ii{EL 213 (d) P=0.548 P=0.381 P=0.666 P=0.320 P=0.195 P=0.500
P=0.468N P=0.519 P=0.528N P=0.314 P=06. 194 P=0.4,89
INCIDENTAL TUMOR TEST P=0.545 P=0.408 P=0.573 P=0.433 P:0.278 P=0.5%81
P=0.651N P=0.582 P=0.54EN P=0.491 P=0.300 P=0.682
COCHRAN-ARMITAGE TREND P20.417H P=0.2764M - P=0.360 P=0.360
FISHER EXACY TESTS £=0.500 P=0.5000 P=0.247 P=0.500
P=0.643N P=0, 3394 P=0.247 P= n
HEMATOPOIETIC SYSTEM
ALL TUMORS
ﬁ"
ovégggFE;E§ 50 ¢ 2) 2/50C 4) 0/50( 0) 3/50 ( 6) /50 ¢ 6) 250 € &) G/58 ( 8) 2750 { &)
ADJUSTED (h) 6.3% 6.3% 0.0x 9.5% 10.2% 5. 6% 1%.9% 9.3x
TERMINAL (c 021 C B6) @722 ( ©0) ©/17 ¢ ©) O0/15 ¢ 0) 6719 ¢ 0) o0s20( 0) 1211 € 9) 07 (¢ 0)
FIRST luc1neuce (WEEKS) 103 70 34 85 19 G\ 79
iiF;i%ELEg::IEETE:IBE P=0.114 P=0.549H P=0.197 P=0.544N P=0.401 P=0.590H
- P=0.284 P=0.230N P=0.358 P=C.471 P=0.268 P=0.627
INCIDENTAL TUMOR TEST =0, 159 P=0.573H P=0.269 P=0.2871 P=0.587 P=0.27 1N
P=0.439 P=0.266N P=0.545 P=0.5361 P=0.355 P=0.584N
COCHRAN-ARMIYAGE TREND P=0.176 P=0.390 P=0.4170 P=0.588
FISHER EXACT TESTS £=0.500H P=0.309 P=0.500 P=0.5001
Pz@.248N P=0.500 P=0 339 Pz0.69 til

wn
o«
=]
)
w
o
o
o




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAIS PAGE: 4
CBDS CONTRACT: 600264 PAPANICOLAGU VERSION: 117137847
CHEMICAL : C064546 TRICHLOROETHYLENE ) RUN DATE: 02/20/85
GROUP IDS: R7-01UM R7-01VM R7-01LM R7-01HM R7-01UF R7-01VF R7-G1ILF R7-81HF

MALE FEMALE
DOSE 1IN GM/KGC 0.0 _0.¢ 0.5 1.0 0.0 0.0 0.5 1.0
HEMATOPOIETIC SYSTEM
ALL LEUKEMIAS
ﬂﬁﬁgjipﬁ ,
OVERALL (a) 750 ¢ 2) 1756 C 2) 050 C 0) 2/50 ( &) 2758 ( 4) 0/50 C O0) 3/50 ¢ &) o050 ¢ ©)
ADJUSTED (b) 4.3x 2.3% 0.0% . 7.4% 6.5% 0.0% 13.9% 0.0%
TERMINAL (c¢) 029 ( 0> 0/22( 0) 0/17 ¢ 8) O/95 ( Q) 0719 € 0) o0s20 C O} /911 € 9) os7 { O
FIRST INCIDENCE (MWEEKS) 103 70 . 81 85 41
LIFE ¥;§F§IZEESIS:IEI P=0.253 P=0.549N  P=0.353 | T P=W.296N T Ps0%22 - PeO286N— -
P=0.261 P=0.5146H P=0.365 P=0.528 P=0.089 (e)
INCIDENTAL TUMOR TEST P=0.226 P=0,573N P=0.318 P=0. 146N P=0.571 P=0. 151
P=(.292 P=6.527N P=0.405 P=0.596 P=0.109 (a)
COCHRAN-ARMITAGE TREND P=0.360 Ps0.360 ) P=0.202N P=0.§40
FISHER EXACT TESTS P=0.5000 P=0.500 P=0.500 P=0.248N
P=0.5004 P=0.500 P=0.121 {g)
HEMATOPOIETIC SYSTEM
ALL LYMPHOMAS
ALL LEUKEMIAS
TUHOR RATES
OVERALL (a) w50 ( 2 2/50 C &) 0/50 C 0) 2/50 € %) 350 C &) 2/50 ¢ &) 450 C 8) z/50 ( 4)
ADJUSTED (b) 4.3% 6.3% 0.0x% 7.4% 10.2x% 5.6% 15.9% 9.3%
TERMINAL (c) 0729 C Q) ©0s,22(C 0) O/17 C 0) Os/15 C O) 019 ( 8) 8,20 0 /v (C 9 07 ¢ O
FIRST INCIDENCE (HWEEKS) 103 70 81 85 19 Gt 79
§¥;Ei§;;E§E:IE§iS:IEI P=0.253 P=0.549 P=0.353 P=8.5644N F=0.601 P=0.590H
P=0.500 P=0.230N P=0.550 P=0.471 P=0.268 P=0.622
INCIDENTAL TUMOR TEST P2p.226 P=0.573N P=0.318 P=0.287N P=0.587 P=0.271N
P=0.528 P=0.266H0 P=0.572 P=0.536N P=0.355 P=0.584N
COCHRAN-ARMITAGE TREND P=0.360 £=0.622 P=0.4%7N FsD.588
FISHER EXACT TESTS P=0.500N P=0.500 P=0.500 P=0.500H
_P=0,248N_ P=0.691N pP=0.3319 P£=0.691N
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS

5
CBDS CONTRACT: 600244 PAPANICOLAOQU 117137847
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CHEMICAL : C04546 TRICHLOROETHYLENE RUN DATE: 02/20/85
GROUP 1DS: R7-01UM R7-01VM R7-01LN R7~01HM R7-01UF R7-01VF R7-01LF R7-C1HF
MALE FEMALE
DOSE IN GMN-KG 8.0 0.0 0.5 1.0 2.0 0.8 8.5 1]
FORESTOMACH
SQUAMOUS CELL CARCINOMA
JUMOR RATES
OVERALL (3) /586 ( &) vsot &) 2/50 ( 6) /58 (. 0) 0/50 ¢ ¥} /68 ¢ 0) 050 ¢ O 049 { O
ADJUSTED (b) 8.2x 11.5% 5.3x 8.0% 0.0x 8.0 8.0x 0.0x
TERMINAL (c) 021 ¢ 0) 2722 ¢ 9) 0/17 ( 0) 095 ( 0) 0719 ( ®) 0/20 ( D) 0/11 ( 0) o7 ( ©)
FIRST INCIDENCE (MWEEKS) a7 1] 30
LIFE TABLE P=0.155N P=0.533N P=0.225K (e) (a) (e}
P=0. 143N P=0.583N P=0.201N (a) () (a)
THCIDENTAL TUMOR TESY P=0.07 1N P=0.416M P=0.225H (a) {a) {a)
P=0.056H P=0.375N P=0. 199N (a) (a) (a)
COCHRAN-ARMITAGE TREND P=0.082N P=0.082N (e) (a)
FISHER EXACT TESTS P=0.500H P=0.122H (e) (a)
P=0. 5000 P=0. 1224 ${a) ()
FORESTOMACH
SQUAMOUS CELL PAPILLOMA
SQUAMOUS CELL CARCINGMA
TUROR ?Eifs
OVERALL (a) 3750 { 6) 3750 (&) 2750 (. 4) 050 ( 0) os/50 ¢ Q) 848 ¢ 0) /50 ( 0) 0/69 ( B)
ADJUSTED (b) 8.2% 11.5% 5.3x% 0.0x 0.0x 0.0x 0.0x 8.0x
TERMINAL (c) 21 ¢ O 2722 ¢ %) o217 ¢ 0} as/15 ¢ ©0) 07193 ¢ 0) 6-20 ¢ 0) /1 () o7 ¢
FIRST INCIDENCE (MEEKS) a7 ] 30
§;EE TAILE P=0. 155N P=0.583N P=0.225N (e) 1a) (a)
P=0. 143N P=0.583N P=0.201N (a) {a) ()
ENCIDENTAL TUMOR TEST P=0.07 1N P=0.416H P=0.225H (a) (e) (e)
P=0.054N P=0.375N P=0. 199N {a) (a) {(a)
COCHRAN-ARMITAGE TREND P=0.082N P=0.082H (a) (a)
FISHER EXACT TESTS P=0.500H1 P=0. 122N {a) (e)
P=0,500N =0, 122N Ae) (g}




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE: 31527
o1

CBDS CONTRACT: 600244% PAPANICOLAGU VERSION: :

CHEMICAL : C04546 TRICHLOROETHYLENE KUN DATE: 02-20/85

GROUP 1DS: R7-01UNM R7-01VH R7-011LM . R7-01HM RT-01UF R7-01¥F R7-01LF R7 -0 1HF

MALE FEMALE
DOSE IN GM/KG —0.9 0.9 0.5 1.9 0.0 9.0 9.5 1.0
KIDNEY NOS
ALL TUMORS

u

OVEﬂAlE ;a) 0150 « 0) 1750 ( 2) &/50 ( 12) /50 ( &) w50 ( 2) 0s/50 ¢ Q) 1750 ( 2) 1149 ( 2)

ADJUSTED (b) L0X 6.5% 32.2% 17.3% 5.3x 0.0 2.1

TERMINAL (c) 0/21 « 9 1722 ¢ 5) 5717 ( 29) 2735 ( 13) 719 ¢ 5) 020 ¢ 0)  ZA D )] 017 ( 0)

FIRST INCIDENCE (HEEKS) 105 2 92 105 35 101

PGS | o e peeass Looeeese o pmgse  pmen

P=0.124 P=8.026 P=0.179 £20.293 P=0.508 P=0.4624%

INCIDENTAL TUMOR TEST P=0.056 P=0.0807 P=0.067 P=0.633NH P=0.T23N P=0.750
P=0.122 P=0.026 P=0.179 P=0.310 P=0.469 P=0.567

COCHRAN-ARMITAGE TREND P=0.146 P=0.274 P=0.634 P=0.327

FISHER EXACT TESTS P=0.013. P=0.121 P=8.753N P=0.748 -

B=0.056 P=0,309 £:=0,500 P=Q.495
KIDNEY NOS
TUBULAR-CELL ADENOMA

OVERALL Ia) 050 ( 0) 0r50 ¢ 0) 6/50 t 12) 1”750 ¢ 2) 1”50 ( 2) 0/50 ( 0) 9/50 ( 0) 1/49 ( 2)

ADJUSTED {b) 0.0x 0.0% 6.7x 5.3% 0.0x d%

TERMINAL (c) 0s21 ( 0) 0r2zz ¢ 0) SII? ( 2%) 715 ¢ 7) 1719 { 5} 0/20 ( 0) s o) 0/7 « o)

FIRST INCIDENCE (MEEKS) 93 104 105 101

L;F; iIILE P=0.25% P=0.008 P=0.433 P=0.520 P=0.609H P=0.610
P=0.266 P=0.067 P=0.42% P=0.223 te) P=0.424%

INCIDENTAL TUMOR YEST P=0.244 P=0.007 P=0.433 P=0.640 P=0.609N P=0.750
P=0.243 P=0.007 P=0.42% P=0.319 (a) P=0.567

COCHRAN-ARMITAGE TREND P=0.406 P=0.606 P=0.665 P=0.266

FISHER EXACT TESTS P=0.013 P=0.500 P=0.500N P=0.748

P=0.0%3 P=0,500 (o) P=9,995

6995¢0 g




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDEMCE ANALYSIS FOR RATS PAGE: 7
VERSIOM: 117137847

CBDS CONTRACT: 600244 PAPANICOLAOV
CHEMICAL: C04546 TRICHLORDETHYLENE RUN DATE: 02720785
GROVUP IDs: R7-01UM R7-01¥YM R7-D1ILM R7-01HM R7-01UF R7-~81VF R7-01LF R7-01HF
MALE FEMALE
DOSE IN GM/KG 9.0 2.0 9.5 1.9 2.0 9.9 9.3 1.0
KIDNHEY HOS :
TUBULAR-CELL ADENOMA
TUBULAR-CELL ADENOCARCINOMA
JUMOR EE;EE .
OVERALL (a) 0/50 { 0) 050 ( @) 6756 ( 12) 2750 ¢ 4) 1”750 ( 2) /50 ¢ 0) 0/50 ¢ 0) 749 ( 2)
ADJUSTED (b) . 0% 0.0x 32.2x 16.9% 5.3x 0.0x 0.0% 6.7%
TERMINAL (c) 0/2! « o 0r22 ¢ 0) 5711 ¢ 29) wis ¢ D 719 ( 5) 020 ¢ o) w11 ¢ o) o7 o)
FIRST INCIDENCE (WEEKS) 98 92 105 101
l;FE TABLE P=0.132 P=0.008 P=0. 160 P=0.520 P=0.609N P=0.610
P=0.125 P=0.007 P=0.153 P=0.223 (e) P=0.4264
INCIDENTAL TUMOR TEST P=0.123 P=0.007 P=0.163 P=0.640 P=0.609N P=0.7590
P=0.122 P=0.007 P=0.158 P=0.319 (a} P=0.567
COCHRAN-ARMITAGE TREND P=0.252 P=0.252 P=0.665 P=0.266
FISHER EXACT TESTS P=0.013 P=0.247 P=0.500N F=0.768
P=0.013 P=0,2497 —fa) P=0,495
PITUITARY
ADENOMA, HNOS
OUERhLE {a) 16746 ( 35) 11742 ( 26) 7745 ( 16) 10/38 ( 26) 13747 { 28> 13746 ( 28) 9/47 ¢ 19) 846 ( 17)
ADJUSTED !bl 55.64% 4%2.0% 35.0% 50.6x 61.6x 56.8% 57.9x% 50.6%
TERMINAL 9,21 ( 43) 8s22 ( 368) 5717 ( 29) 6715 ( 40) 1719 ¢ 58) 10720 ( 50) 5/!! { 45) 2s/7 ( 29)
FIRST IHCIDENCE (HEEXS) 90 84 86 81 t00 14 IA |
§;§E iAIEE P=0.380N P=0.103H ~ P=0.6497H P=0.313 P=0.472 P=0.352
P=0.277 P=0.4191 P=0.294 P=0.302 F=0.437 P=0.373
INCIDENTAL TUMOR TEST P=0.62tN P=0.074N P=8.57 1N P=0.431N P=0.492N P=0.526H
P=0.287 £=0.334N P=0.300 P=D.47 1M P=0.5E2N P=0.435N
COCHRAN-ARMITAGE TREND P=0.193N P=0.542N P=0.1394 P=0. 127N
FISHER EXACT TESTS P=0.030N P=0.276N P=0.23IN P=0.175N
P=0. 1691 P=9,594 P=0 2134 P=0.166H
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCEIDENCE ANALYSIS FOR RATS

CBDS CONTRACT:

600244 PAPANICOLADU

PAGE: 8
VERSION: 1171378607

CHEMICAL : C04546 TRICHLOROETHYLENE RUN DATE: 02/20/85
GROUP IDS: R7-01UM R7-01VH R7~-0tLN R7~01HM R7-01UF R7-01VF R7~D1LF R7~D 1HF
MALE FEMALE
DOSE IN _GM/KG 0.0 0.0 9.5 . L9 9.0 0.0 0.5 1.£
PITUITARY
ADENOMA, NOS
CARCINOMA, WOS
JUMO
OVERALL {a) I?lﬁé { 37) 1w/42 ( 26) 7745 C 16) 10738 L 26) 13747 ( 28) 16766 ( 30) 9/47 ( 19) 87466 ( 17)
ADJUSTED (b) 6% 62.0% 35.0% 50.6% 61.6% 56.9% 57.9% 50.6x
TERMINAL (c) 9/2| ( 43) 8722 ( 36) 5717 € 29) 6745 ( 40) 11719 ¢ 58) 10/20 ( S0) 5711 { 45) 27,7 (29}
FIRST INCIDENCE (MEEKS) 34 86 . 81 100 74 93 7
A N T e x4 o " pzd 412 P=0.358
LIFE TABL P=0.305N P=0.073N F=8.424N P=D0.313 P=0.472 P=0.358
P=0.277 P=0.419N P=0.294 P=0.387 P=0.522 P=C.459
INCIDENTAL TUMOR TEST P=0.311tN P=0.044H P=0.44EN P=0.6431N P=0.492N $=0.52EN0
P=0.287 P=0.334N P=0.300 P=0.353N P=0.466H P=0.364M
COCHRAN-ARMITAGE TREND P=0. 138N P=0.542N : P=0. 139N P=0.084N
FISHER EXACTY TESTS P=0.018H P=0.211N P=0.233N P=0.175H
P=0,16% pP=0,5%4 = =0.
ADRENAL
CORTICAL ADENOMA
JUMOR RATES
OVERALL (a) 11750 ¢ 22) 9/50 ¢ 18) t1/49 ( 22) 11/50 ( 22) 13/69 ( 271> 16750 € 32) 13/50 C 26) 19749 ( 39)
ADJUSTED (b) 40.3% 32.6% q1.1% 54.4x% 54. 55.6% 66.3% 92.7x
TERMINAL (c) 7721 ¢ 33) 5/,22 € 23) 3717 € 18) 7715 ( 47) 9/ 19 { 47) 9720 € 45) 6713 € 55) és7 ( 88D
FIRST INCIDENCE (MEEKS) 78 38 30 6 82 61 15 45
iiagiiiiﬁli {ESIS (d)
LIFE TABLE P=0.192 P=0.376 P=0.227 P=0.001 2=0. 180 P=0.001
P=0.094 P=D.215 pP=0.115 P=0.008 P=0.365 P=2.011
INCIDENTAL TUMOR TEST P=0.239 P=D.49) P=0.364 P=0.017 P=0.303 P=0.030
pP=0.109 P=0.327 P=0.160 P=0.100 P=0.484N P=0.127
COCHRAN-ARMITAGE TREND P=0.548 P=0.356 P=0.114 P=0.272
FISHER EXACT TESTS P=0.574 P=0.595N P=2.567H P=0.141
P=0.332 P=0,401 £=4. 3304 £=0,.310




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATIS PAGE: 9

CBDS CONTRACT: &£0024G4 PAPANICOLAOU VERSION: 117137847

CHEMICAL: C0656G66 TRICHLOROETHYLENE RUN DATE: 02-/20/85

GROUP 1IDS: R7-01UM R7-01VM R7-04LM R7-801HM R7-81UF R7-01VF R7-~01LF R7 -0 tHF

MALE FEMALE
DOSE IN GM/KG 0.0 0.0 0.5 1.9 0.0 0.0 0.5 1.0
ADRENAL
PHEOCHROMOCYTOMA

OVERALL !ai 9s50 ( 18) 13750 ( 26) 6749 ( 12) 3506 ( 6) 3749 ( &) 8750 ( 16) 4750 ( 8) 1”749 ¢ 2)

ADJUSTED (b) 36.8% 42 .9% 31.6x 18.7% $1.2% 30.4x 18.8% 6.7

TERMINAL (c¢) 6721 ( 29) 7722 ( 32) 5717 ( 29) 2715 ( 13) 1719 ¢ 5) 4720 ( 20) 1719 € 9) o7 (O

FIRST INCIDENCE (WEEKS) 87 146 84 193 &3 84 ? 101

l;éi iIIlE P=0. 156N P=0.472N P=0.193N P=0.427NH P=0.387 P=D.468H
P=0.028N P=0.154N P=0.052N P=0.080N P=0.399N P=0. 118N

TINCIDENTAL TUMDR TEST P=0. t50N P=0.389N . P=0.208N P=0.200N P=0.481 P=0.249N
P=0.023N P=0. 128N - P=0.043NH P=0.0094 P=0.178H P=0.G20N

COCHRAN-ARMITAGE TREND P=0.046N P=0.004N P=0.251N P=8.0110

FISHER EXACT TESTS P=0.303M4 P=0.06 1N Pz0.511 P=0.30%9H

P=0.068N P=0.CG07H P9, 1794 P=0,017N8
ALL ADRENAL SITES
PHEGCHROMOCY TOMA

EEEOE EEIE§ .

VERA a 9/50 { 18) 13758 ( 263 6749 ¢ 12) 3/58 ¢ 6) 4769 ( B8) 8750 ( 16) 450 ( 8) 1769 { 2)
ADJUSTED (b) 34.8% §2.9% J1.6% 18.7% 16, 1% 30.4x% 18.8x 6.7%
TERMINAL (c) 6721 ( 29) Tr22 ( 32) 5717 ¢ 29) 2715 ( 13) 2719 ( 11) 4720 ( 20) ”t1 ¢ 9) o7 ( @)
FIRSY INCIDENCE (NEEKS) 87 74 4 193 a3 84 87 10t
L;Ez iI;l§ P=0.156H P=0.472H P=0. 1930 P=0.323N P=0.498 P=0.3721

P=0.028N P=0. 1548 P=0.052H Pz8.080N F=0.396H P=0. 1188
INCIDENTAL TUMOR TEST P=0. 1501 £=0.339N P=0.203N P=0.138H P=0.592 P=0, 190H
’ P=0.D23H P=0.128N P=0.043N P=8.009H P=0.178N P=0.020N
COCHRAR-ARMITAGE TREND P=0.0G6H P=0.006N =0. 1451 P=p.011M
FISHER EXACT TESTS P=0.3031 P=0.06 1N P=0.631H P=0.181H
P=0,0684 - P=0.007N £=0. 179K _P=0,0171
w
(e
o]
w
wn
(=]
-
')
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS PAGE: 10
CBDS CONTRACT: 600244 PAPANICOLAOU VERSIOH: t1713/84T
CHEMICAL : C04546 TRICHLOROCETHYLENE RUN DATE: 02/20/85
GROUP 1IDS: R7-01UM R7-01VH R7-01LM R7-01HM R7-01UF RT-0WWF R7-0fLF R7~01HF
MALE FEMALE
ROSE IN GM/KG 2.0 0.9 0.5 1.8 8.0 0.9 0.5 L9
ALL ADRENAL SITES
PHEOCHROMOGCYTOMA
PHEOCHROMOCYTOMA., MAL IGHANT
TUMOR RATES
OVERALL (a) 1050 ( 20) 13/50 ¢ 26) 6769 ( 12) 350 ¢ §6) 6769 ¢ 8) 9750 { 18) 6750 ¢ 12) w769 ( 2)
ADJUSTED (b) 39, 62.9% 31.6% . 18.7% 16 . 1% 33.1x 26 .8x 6.7%
TERMINAL (c) 7721 ( 33) 7/22 ( 32) 517 ¢ 29) 2715 ( 13) 27193 ( 18) 4728 ¢ 20) ir L ) o’ ( 0)
FIRST INCIDENCE (HEEKS) 87 34 103 83 84 87 01
i e
LIF BL P=0. 100N P=0.373H P=0. 135N P=0. 359" P=D.261 P=0.372NH
P=0.028NH P=0. 156H P=0.052N P=0.073N P=0.564H P=0.084H
INCIDENTAL TUMOR TEST P=0.096N P=0.296N P=0. 196N P=0.127H £=0.350 P=0.190N
: P=0.023H P=0.128N P=0.043H P=0.004M P20 .252H P=0.009N
COCHRAN-ARMITAGE TREND P=0.026N P=0.004N P=0. 168N P=0.008N
FISHER EXACT TESTS P=0.220N P=0.036N P=0.383 P=0.18 tH
P=0.068H __P=0.007M P=.288N  P=0.009N
THYROID
C-CELL ADENOMA
DVERALL (a) 6768 ( &) 8149 ( 16) 4748 ¢ 8) w48 { 2) 5769 ( 10) 15/69 « 31) 5749 ( 10> 769 ( 2)
ADJUSTED (b) 19, 0% 33 21.4 6.7% 26.2% g.8x 32.7x 6.7x%
TERMIHAL (c) G721 ¢ 19) 7/22 ( 32) 717 C 18) w715 ¢ 7) G719 ( 2V) ll/20 ( 55) 2711 ( 18) 07 C D)
FIRST IHC!DEHCE (HEEXS) 104 93 99 104 97 93 101
l;FE TABLE P=0.262N P=0,525 P=0.287H P=0.352NH ~=0,334 P=0.348H
P=0.038H P=0.312N P=0.055H P=0.006N P«0.127H P=0.013H
INCIDENTAL TUMOR TEST P=0.270N P=0.525 P=0.287H P=0. 134N T pPag,541 P=0. 1941
P=0.038N P=0.299N P=0.057N P<0.0D 1IN Pz0,.053M P=0.003N
COCHRAN-ARMITAGE TRENWD P=0. 146N P=0.011H P=0.090H P<0.0UtN
FISHER EXACT TYESTS . P=0.643N P=0.181H Pzp.630H0 P=0. 102K
P=0_18a0  P=0,017H _P=Q.0VIN  P<OIOOIN

€49G6¢0 g
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INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAIS PAGE: 11
CBDS CONTRACT: 600244 PAPANICOLAQU VERSION: 117137347
CHEMICAL : C06546 TRICHLOROETHYLEME RUN DATE: 02/20-85
GROUP 1DS: R7-01UM R7-01VM R?-FILH ) R7-81HM R7-01UF R7-8IVF R7-01LF K7-01HF
MALE FEMALE
DOSE IN GM/KG 9.0 0.0 0.5 1.9 9.0 9.9 0.5 1.0
THYROGID
C-CELL ADENOMA
C-CELL CARCINGHMA
EUEEE EEIEE
OVERALL (a) 668 ( 8) 9769 ( 13) 47648 ( 8) wves (1 2) 5769 ({ 10) 15749 ¢ 31) 5149 ( t0) w49 ( 2)
ADJUSTED (b) . 19.0x 36.3x 21.64X - 6.7 24 .2% 60.8x 32.7 6.7T%
TERMINAL (c) 4721 € 19) 7722 ( 32) 3217 ( 18) 1”745 ( 7) %719 ( 21) 11720 ( 55) 2741 ( 13) o7 ¢ D)
FIRST INCIDENCE (MWEEKS) 104 93 99 104 97 62 93 101
l;éE i;;lé P=0.262N P=0.525 P=0.287N P=0.352H P=0.33% P=0.348NH
P=0.022N P=0.226M P=0.038NH P=0.006M P=0.127H P=0.013H
INCIDENTAL TUMOR TESY P=0.270N P=0.525 P=0.287N P=0. 134N P=0.5641 P=0.196H
P=0.022H P=0.211N P=0.039N P<0.001N P=0.053H P=0.003N
COCHRAN-ARMITAGE TREND P=0. 166N P=0.005N P=0.098N P<0.0B 1N
FISHER EXACT TESTS P=0.643H P=0.131N P=0.630N P=0.102N
P=0.125N  P=9.009N P=0 011N  P<0.901H
PANCREATIC ISLETS
ISLET-CELL ADENOMA
DVERALE la) w50 ¢ 2) 768 ¢ 8) 2750 ( 4) 050 ¢ 0) 850 ( 0 3/50 ¢ &) - wal ( 2) 049 ( 0)
ADJUSTED (b) 4.8% 12.0% 11.8% 0.0x 0.0x 14. 1% 3.2% 8.0
TERMINAL (c) IIZI { 5) 1722 (  5) 2717 ( 12) 015 ¢ 0) 8719 ( 0) 2720 ¢ 10) os/1v ¢ D) o7 ¢ 0)
FIRST IMCIDENCE (HEEKS) 105 98 104 101 a7
LIFE iAlLE P=0.454N P=0.425 P=0.567N P=0.715 F=0.507 (a)
P=0. 152N P=0.602H P=0.203N P=0.153M P=0.456N P=0.294N
INCIDENTAL TUMOR TEST P=0.454N P=0.425 P=0.567H Pz0.67T0N P=0.519 (a)
P£=0.155N P=0.590H P=0.2%3N P=0.078N P=0.365H P=0.221N
COCHRAN-ARMITAGE TREND P=0.360N P=0.079N P=0.727 £=0.063N
FISHER EXACT TESTS £=0.500 P=0.500N P=0.490 (e)
_P=0,491H P=0, 1188 P=90.329 =01




FPAGE: 12

VERSIDH: 1171378471

RUH DATE: 02/20/85
R7-01LF R7-01HF

INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RAT§
CBDS CONTRACY: 600244 PAPANICOLAOU '
CHEMICAL : C045646 TRICHLOROETHYLENE

GROUP 1DS: R7-01UM R7-01VHM R7T-01LM R7-01HM R7-01VF

FEMALE
0.9

MALE
0.0

DOSE 1IN GM/KG

LUIF

§/9S€0 IS

PANCREATIC ISLETS
ISLET-CELL ADENOMA
ISLET-CELL CARCINOMA

OVERAL al

ADJUSTED (b)

TERMINAL (c)

FIRST INCIDENCE (MWEEKS)
ABL

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

S -

1750 ( 2}

49.8%
721 C 5)
105 .

P=0.456N

P=0.45GN
P=0.360N

%749 ( 8)
16. 1%

2722 ¢ 9)
98

.082H
083N
035N

2750 ¢ §)

11.8%
/17 ( 12)
104

-425
.G48N
-425
-G35N

-500
el

oD TDUOvD
oo
oo oo

0/50 ( 0)
0.0x
eri5 ¢ 0)

/56 ¢ o)
0.0x
/19 ( 0}

- P=0.715

P=0.670N
pP=0.727

3/50 ¢ &)

16.1X
2720 ¢ 10)
101

P=0. 1531

P=0.073N
P=0.063N

3.2x
o/ 0)

049 ( 0)
0.0x
o/ ( 0)

1748 ( 2)

.507
. 456N
.519
365N

MAMMARY GLAND
- ALL TUMORS

TUMOR RATES

OVERALL (a)

ADPJUSTED (b)

TERMINAL (c)

FIRST INCIDENCE (MEEKS)

Liéz TABLE

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACY TESTS

2750 ( &)
6.8
o2t ¢ O)
95
P=0.490N
P=0.576M

P=0.360N

8/50 ( 0)
0.0%
0r22 { 0)

P=0.220

P=0.200
P=0.269

0/50 ¢ 0)
0.0x%
o/17 ¢ 0

17750 ¢ 34)

50.0%
5719 (
62

P20.312

P=0.257N
P=0.286N

16750 ( 32)
8.2x%

48,
6/20 ( 30)
33

P=0.202

P=0.372N
P=0.366N

950 (' 18) 14/50 ( 28)

48.6X% 69.5%
321t £ 27) 3/7 (43}
74 &0

. 256N
.352H
.06€&N
. 106H

-055H
0 033N

o ooooa
LI ]
0 oo

b0 TDoOL
HHuwn
vt DTV




INTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE ANALYSIS FOR RATS _ PAGE: 13
CBDS CONTRACT: 600244 PAPANICOLAOU VERSIOH: 11/13/E47
CHEMICAL : €04546 TRICHLOROETHYLENE RUN DATE: 02/20/35
GROUP 1DS: R7 R7-01VM R7-81UF R7-0$VF R7-01LF R7-01HF
FEMALE
DOSE INH GM/KG 2.9 9.9 2.3 1.8
MAMMARY GLAND
FIBROADENOMA

JTUMOR_RATES

OVERALL (a)

ADJUSTED (b)

TERMINAL (c)

FIRST INCIDENCE (MEEKS)

§|ﬂ||§]1§%[ TESTS (d)
LIFE TABL

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

w50 (¢ 2)
3.8%

/50 € 0)
0.0%
022 ¢

(a)

(a)
(a)

0.0x 0.0x
o/t7 ¢ D) e/t5 ¢

17750 ¢ 34) 14750 ( 238)
50.0% 451X

519 € 26) 6s20 ¢ 30)

62 33

P=0.652H

P=8.335
P=0.076N

P=0.289N
P=0.097NH $=0.27 1K

7750 € 14) 11750 ( 22)
9.4X 56.1x

UTERUS NOS

ENDOMETRIAL STROMAL POLYP

IQHQB_EAIE§
OVERALL (a)

ADJUSTED (b)
TERMINAL {c)
FIRST INCIDENCE (HEEXS)

LIFE TABLE

INCIDENTAL TUMOR TEST

COCHRAN-ARMITAGE TREND
FISHER EXACT TESTS

450 ( 8) 6749 { 12)

14, 5% 19.8%
271% € 11) 2720 ¢ 10)
54 &1
P=0.161
P=0.355
P=0.330
P=0,379H
P=0.283 P=0.558H

Hv Ty

39, é.
2711 € 18) 277 € 29)
74 80
P=0. 117 P=0.523H
P=0.291N P=0.350
P=0.02tN P=0.0951
P=0. 106N P=0.330i
P=0.017n P=0. 1338
P:=0.870H8 P=0,323N
1769 ¢ 2} 6750 C 12)
6,3z 24.9%
o/t1 ( 0) 97 ( O
90 79
=0.287N P=0.205
=9.122N P=0.386
=0.269N P=0.417
=9.839Y4 P=0.614H
=0. 1881 P=0.370
=0, 0564 P=0.406H

]
d
o
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L
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NTERCURRENT MORTALITY ADJUSTED TUMOR INCIDENCE AMALYSIS FOR RATS

PAGE: 14
:BDS CONTRACT: 60024% PAPANICOLAOU VERSION: 117137347
"HEMICAL C04546 TRICHLOROETHYLENE RUN DATE: 02/20/85
ROUP IDSH R7-01UM R7-01vM R7-0ILM R7-0 1HM R7-01UF R7-01VF R7-01LF R7-0 1HF
MALE FEMALE
HSE IN CM/KG 9.0 9.0 9.5 1.0 0.0 _0.0 g.5 1.0
IERUS NOS '
ADENOCARCINOMA, NOS
IVEREEE Ia) o/50 ( @) /49 C 2) 5/49 ( 10} 2/50 ( &)
WDJUSTED (b) 0.0x 5.0x% 32.7% 19.3x
"ERMINAL (c) 0/19 C @) w20 C S5) 3711 0 27) 1,77 € 14)
‘IRSY INCIDENCE (MWEEKS) 105 a7 98
-EEjBLE S S — - R [ . P20. 068 — POt —— PO 143
P=0.119 P=0.030 P=0.226
.NCIDENTAL TUMOR TEST P=0.128 P=0.013 P=0.192
P=0,233 P=0.055 P=0.305
!BCHRAN-ARMITAGE TREND F=0.239 P=0.421
"ISHER EXACT TESTS :=o.uzv P=0.247
0,102 P=0,508%
ITERUS NDS
ENDOMETRIAL STROMAL POLYP
ENDOMETRIAL STROMAL SARCOMA
UMOR_RATES
WVERALL (a) 450 C 8) 6799 ( 12) 1749 ( 2) 6750 ( 12)
\DJUSTED (b) 14, 5% 19.8% 4.3% 4.9%
"ERMINAL (c) 2219 C 11) 2720 C 19 o110 C Q) 07 ( o0}
"IRST INCIDENCE (MWEEKS) 54 61 90 79
'ﬁﬁ;;i Emm P20.161 P=0.287N F=0.205
P=0.365 P=0. 122N P=0.3%%
NCIDENTAL TUMOR TEST P=0.330 P=0.269N P=0.417
P=8.3198 P=0.039N P=0.4 144
:0CHRAN-ARMITAGE TREND P=0.283 P=0.558N
"ISHER EXACT TESTS P=0. 188N P=0.370
P=0.0561 P=0,606H

.} Number of tumor-bearing animals/numbar of animals aexamined at the site (percant).

1) Kaplan-Meiar aestimated lifetime tumor incidence after adjusting for intercurrent mortality.

1) Observaed tumor incidence at terminal kill.

1) Bandath the control incidence are the P-values associated with the trend teast.
Benaeath the dosed group incidence are the P-values corresponding to pairwise
comparisons betwaen that dosed group and the controls.
ragards tumors in animals dying prior to terminal kill as baing (directly or

indirectly) thae cause of daath.

as non-fatal.

the overall incidance rates.

The life tablae analysis

Tha incidental tumor test regards thase lesions
The Cochran-Armitage and Fishar's exact tests compare diraectly
A negative trend is indicated by N.

1)  Differences not significant; no tumors observed in dosed group or control group.




