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~:

This> 'study exainined the toxic effects of meta-cresol in Sprague Dawley
rats follCMing 13 weeks of oral gavage administration. Cose levels
studied were 0, 50, 150 arrl 450 ng-jkg/day. '!be biological effects of
m-cresol, central nervous system depression and. reductions in b:dy
weight gain, were generally restricted to the high dose level under
the conditions of the present study. AIthough a slight reduction in
weight gain also occurred for mid~ose males but not females, no other
manifestations of m-cresol toxicity were seen for these animals or for
those at the lCM dose level. Thus, 50 rrgjkg/day for meta-eresol
administered to male and female Sprague Da.wley rats for 13 weeks
appears to represent the maxiJnum dose teste:l in ill,s, study that

• i /

produced no ev1dent adverse effects. ",
I
r

rnTROOOcrION:

This report presents a prelilninary evaluation of test data collecte:.i
to assess in rats the toxicity of meta-eresol when administered for 13
weeks by oral gavage. All methois an:i prc:cedures were corrlucted in
accordance with the appropriate Microbiological Associates Inc. and
Pathology Associates, Inc. Quality Assurance Programs designed to
conform with FDA. and EPA Gocd. laboratory Practices.

III. MATERIAIS MID MEIHOOS:

A. Test Article

m-cre.sol, 4 kg, was received on 07/29/85 and was assigned MBA
chemical mnnber 24. The source was Eastman Kodak Company,
Rochester, NY, 14650 (lot No.' K1.4A). The test article was
described as a yellCM liquid and was 98.6% pure (according to
information provided by the supplier). '!he test article was
stored in its original container, a translucent plastic bottle, at
room temperature and ambient humidity. A total of 1836.8 g of the
test article was used for dosage preparation; an additional 20 g
were sent to ENSEOJ, Inc. for chemical analysis.

B. Animals

One-hUl"rlred an:l thirty-seven male an::l one-hundred. an:i thirty-five
female Sprague Dawley rats were obtained. from Charles River
Breeding laboratores, Inc., Kingston, NY on September 18, 1985.
The anllnals were five weeks old upon arrival at MEA's aniJnal
facility. The a.ni.Irals were in quarantine/pretest for approxi
mately two weeks prior to initiation of treatment. The animals

1
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were house:i two or three per cage during quarantine/pretest and
housed individually following randomization to groups. The
aniroals were housed on 8eta-arip hardwood bedding in polycarbonate
cages which aceorocdated animals to the upper weight range recom
mended in the Guide for the care and Use of laboratory AnOOls,
IHEW, (NIH) No. 78.23. All test an:i1nals received Purina labora
tory Claw No. 5001 in blcck fonn and water (Washington SUburban
Sanitary Cormnission, Potomac Plant) ad libitum except during an
approximate 16-18 hour fast prior to necropsy.

tm'ing the study period, animals were housed in a tenperature
controlled room with a 12-hour light/dark illl.nnination cycle.
Anilnal roam ~ture was monitored continuously during the
study. In addition, animal room temperature and relative humidity
readings were checked and recorded once daily by animal care
personnel. Tenperature and humidity readings were noted to be
above or belaw the protocol-specified ranges on several occasions
during the study. Monthly envirornnental data are summarized
below:

a Protocol-required range = 69-750 F
b Tenperaturejhumidity was not recorded on three days due to techni

cian oversight.
C Protocol-required range = 35-65%

C. ExperimentalDesign

DJring the second week of quarantine, the animals were examined by
the Staff veterinarian and were found to be acceptable for use on
study. The animals were randomized on the basis of body weight

2



mallaire
Page Intentionally Blank36



Final Report
study No. 5221.07

into four groups of 30 aniJnals per sex. An anilnal was considered
eligible for randomization if its body weight was within ±20% of
the average weight for all aniJnals of the same sex. Ten male and
ten female rats were also chosen for baseline hematology and
clinical pathology detenninations. Baseline clinical pathology
animals were selected from ani1nals not previously assigned to test
groups, using a table of random rn.nnbe.rs.

The follooing dose levels were selected by the Sponsor and were
administered once daily by oral gavage for 13 consecutive weeks.

Treabnent Dose Level Number of Animals Dosage Formula-
Group CrrqIkg/dayl Male Female tion Cng/roll

1 0 30 30 0
2 50 30 30 10
3 150 30 30 30
4 450 30 30 90
5 Baseline elin. Path. 10 10

The test chemical was diluted in com oil to achieve the follooing
concentrations which allooed for a dosing volUIl'e of 5 tnljkg.
D:>sage formulations were prepared fresh weekly throughout the
study, and were stored protected from light at room temperature.
American Biogenics Corporation, Decatur, IL tested the stability
of m-cresol dosage formulations follooing a 14-day holding pericx:L
Additionally, the concentration of m-cresol in com oil was
analyzed from dosage fonnulations used during Test Weeks 1, 2, 4,
8, and 13 by ENSEOJ Inc., cambridge, :MAo

All rats in the study received a unique test aniJnal I1UlTber which
appeared as an ear tag. A cage card appeared on the front of each
cage and contained the following information: study number,
aniJnal number, test article name, treatJnent group name or number,
room number, dose level, strain, sex, receipt date, and start
date. The cage cards were color-ccx:led as a function of treabnent
group and sex.

The test article or vehicle (com oil) was orally administere:l
once daily for 13 consecutive weeks commencing on 03 october 1985 .
.Animals were dosed up to the day prior to routine necropsy in
either Test Week. 7 (interim sacrifice) or 14 (tenninal sacrifice).
The gavage procedure was aCCOltlplished by the use of a rigid oral
feeding needle.

Non-fasted body weights were recorded on Test Day 1 and weekly
thereafter. Individual food col15UIl"ption data were collected on a
weekly basis. Morburrlity/nortality checks were performed twice

3
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daily, once in the morning and. once in the afternoon, and moribund
anbnals were killed am. necropsied. The test aninals were given
complete physical examinations on a weekly basis.

Ophthalmology examinations were performed during the quarantine
period am. in Test Week. 13 by Dr. Nancy Bromberg, Diplomate,
American COllege of Veteri.nal:y Ophthabnolc:x;Jists. This procedure
was done by indirect ophthalmoscopy, am. only anbrals which were
free of visable lesions, or had congenital or incidental lesions
which were not considered to interfere with the study, were
considered for test aninal selection.

Blood sanples were collected from ten rats per sex designated for
baseline clinical pathology detenninations, ten rats per sex per
dose sacrificed during Test Week. 7, and ten rats per sex per dose
sacrificed at study tennination (Test Week 14). Blood was
obtained via orbital sinus puncture while under 002 anesthesia.
Anilnals were fasted for approximately 16-18 hours prior to blood
collection. The following hematology am clinical chemistry tests
were performed:

Hematolcgy
Herocglobin
Hematocrit
Eythrocyte count
Total am differential leukocyte count
Prothrorrbin time (Pr)
Activated partial throrrbop.lastin time (API'T)

.... ~ : . Reticu10cyte count

Clinical ChemistJ:y
sodium
Chloride
Potassium
calcium (not measured at baseline or at the interim sacrifice due

to technician error)
C02
SGPr
SGOI'
Glucose
I3UN
Direct am total bilirubin
Alkaline Phosphatase
Total Cholesterol
Albtnnin
Globulin (calculated)
Total protein
A/G ratio (calculated)

4
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Clinical Chemistry (cont.)
creatinine
Phosphorus

Urine specimens were obtained fram ten rats per sex per dose which
were sacrificed during Test Week 7 and from ten rats per sex per
dose Vlhich were sacrificed during Test Week 14. The urine
specilnens were collected from metabolism pans into gauze-filtered
urinalysis cups during the overnight fasting periai. The
following urinalysis parameters were assessed:

Urinalysis
Appearance
Volume
Color
Specific gravity
pH
Protein
Glucose
Ketones
Bilirubin
Urobilinogen
Hemoglobin
Microscopic examination

Clinical pathology methaiology is included in Apperrlix c.

Complete gross necropsy exa:minatil,:'ns were perfo:rmed on rats found
dead d:m~i(q the study arrl those killed at the interiln arrl tenninal
sacrifice intervals. Rats assigned to the interim sacrifice
(identified at study onset) were killed in raroom order over a
consecutive two-clay periai (November 18-19, 1985). At the
terminal sacrifice, all surviving rats were killed in raniom order
over a consecutive three-day period (January 2-4, 1986). All rats
were anesthetized with CD2 arrl exsanguinated by bleeding fram the
posterior vena cava. Animals were fasted overnight prior to
necIOopsy.

'!he necropsy procedure included a thorough and systen'atic
examination an:i dissection of the aniJnal viscera an:i carcass I arrl
collection and fixation of the following tissues/organs in 10%
neutral buffered forrral.in:

All gross lesions
Brain (3 levels)
Spleen
Bone (with marrow)
Skeletal muscle

5

ovaries
CoIOpUS and cenrix uteri
Eye
Pituitary
Lynph naie (rnanc1ibular)



salivary gland
Heart
Thymus
Thyroid (with parathyroid)
I.l.lngs (with mainstem bronchi)
Trachea
Liver
stomach
Srrall and large intestine
Adrenals
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Spinal cord
Ma:m!I'ary gland
Aorta
Sciatic nerve
Pancreas
Esophagus
Kidneys
uri..nal:y bladder
Testes
Prostate

All of the al:xJve tissues of all control and high dose animals
sacrificed at study terlnination were submitted for histopathologic
examination. Gross lesions from the rats killed at the interim
sacrifice were also submitted for microscopic evaluation.

During the tenninal sacrifice, in addition to tenninal body
weight, the heart, liver, spleen, brain, kidneys (individually),
gonads (individually), adrenals, and thyroid/parathyroid were
weighed.

D. statistical Analyses:

Body weight, food consuI1'Ption, clinical ::bemistry, hematology, and
organ weight data were analyzed (by sex) by one-way Analysis of
Variance tests with DJnnett' s t-test employed if a significant F
ratio was fourrl (p ~ 0.05). In:lividual;milnal data is included in
Appendix D.

IV. RESUI.1I'S

A. Analyses and Stability of Dosage Form Preparations

rn-cresol in corn oil was fourrl to be stable for at least 14 days
at the concentrations tested. Additionally, the analyses of the
dosage form preparations used during Test Weeks 1, 2, 4, 8, and 13
indicated that target concentrations were generally within an
acceptable range. Ten of the 15 preparations were within ±10% of
the inten:led concentration. Of the remaining five, three were for
the 10 ng/rnl level (lCM dose). '!hese sanples were 13-16% less
than target. The rernaining two sanples were 12-14% CNer target,
one each for the 30 and 90 mg/rnl intended concentrations (Tables
la and lb). Purity analyses performed. by ENSEaJ, Inc. indicated
that the bUlk test chemical was 99.5% pure.

6
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B. Mortality/Clinical Observations

one high dose male (#3504) was found dead on Test Day 5. Gross
necropsy and tissue rnc)]:pholCXJic examinations failed to determine
the cause of death, although gavage error or aspiration of the
CCJIll?OUI1Cl were considered possible explanations (Section IV.H 
Patho1CXJY). No clinical signs were absel:ved for this animal prior
to death. No ather animals died during the treatment period.

Lethargy I tremors I hunched posture I and rough hair coats were the
mast frequently noted post-dosing absel:vations, and were seen only
in the high dose group animals. All high dose males and/or
females exhibite:1 lethargy after dosing on days 3, 7, 8, 11, 12,
13, 14, and 20. Tremors were observed after dosing in 4/30 high
dose males an day 3, and 2/29 high dose males on day 11. Post
dosing tremors were absel:ved in the high dose females with the
fallowing incidences: 1/30, day 7; 8/30, day 8; 4/30, day 11;
30/30, day 13. All high dose females appeared hunched and \Jl'lkerrpt
an day 14 of the study.

Treatment-relate:1 clinical signs of toxicity were also observed on
occasion in the high dose rats at the weekly physical examination
intervals. '!he incidences of relevant clinical signs are
summarized below:

Incidence of significant Clinical Signs in High [):)se Ratsa

,,- Lethargy Tremors Hunched Dyspnea- --W~ekSb M F M F M F M F
1 9/30 2/30
2 5/29 9/30 2/30 30/30
8 2/20

11- 1/20
12 8/19 7/20 4/19 5/20
13 9/19 7/20 4/19 2/20

a Number of anirnals exhibiting sign/number alive at the em of
the indicated week.

b only those weeks during which relevant signs were observed
are presented.

No clinical signs of toxicity were observed in rats treated with
the mid or low dose of m-eresal.

7
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C. Body Weight

Dose-dependent reductions in body weight were observed for males
receivi..rq 150 and 450 rrgjkg/day of m-cresol. Significantly lower
body weights were seen at weeks 6 through 12 and week 14 for the
150 rrgjkg/day dose group males, and at weeks 2 through 14 for the
high dose males. For fenales, body weights were similar to
controls throughout the study for all treated animals except for
week 11 when the high dose females had a significantly lower body
weight.

eose-dependent reductions in body weight gain were seen for males
administered 150 ngjkg/day or greater. Approxbnate 20-25% and
10-15% decreases were seen at the 450 and 150 ngjkg/day levels,
respectively. Statistically significant (P:$ 0.05) reductions in
weight gain were noted for the high dose males duri..rq weeks 1
through 13 and for the mid dose males during weeks 4 through 13.
'!he mid dose males showed an average weight loss of approxilnately
12 grams between weeks 13 and 14. Weight loss of this magnitude
was not seen in any other test group at this time. A slight
reduction in food intake (approximately 6 g/day) was also noted
for the mid dose males during the last week of the study.

For females, an approximate 10-15% decrease in body weight gain
was seen for the high dose anilrals throughout the st°.ldy. '!hese
reductions, however, were only statistically significant
(p :$ O. 05) during the first week of the study. Body weights for
mid dose females and low dose males and females did not appear to
l:>e aff(';ct~ed by l\'l.""Cresol treabnent (Tables 2-5).

D. Food COt"lS\.Ul1Ption

Slight decreases in food intake, approxbnately 10-15% were
generally seen throughout the study for males at the high dose
level. Significantly (P:$ 0.05) lower than control mean food
col1SUIlPtion values were noted for the high dose males during weeks
1 through 4, 6 through 9 and 11. For the high dose females, a
significant reduction in food intake was obser.ted at week 1, and
significant increases were observed at weeks 4 and 6.

Scattered significant increases and decreases in food consumption
were also noted for the mid and low dose animals. Mid dose males
showed signficant decreases in food consumption for weeks 3, 6, 8,
12, and 13, while mid dose fenales showed signficant increases for
weeks 4 and 11, as compared to the respective controls. Signifi
cantly lower food consumption values were noted for the low dose
males during weeks 1, 2, 9, 11, and 12. Food cot"lS\.Ul1Ption values
for fenales at the low dose level were similar to controls

8
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throughout the study except for week 4 when a significantly higher
food constIl!ption value was noted.

E. Clinical Pathology

Clinical chemistry, hematology, and urinalyses parameters did not
appear to be affected by m-cresol treabnent. Sporadic increases
and decreases were observed which were not considered biologically
significant (Tables 8-15, and Appendix D) .

F. Ophthalmology

'!he OphthalJrology Report is contained in Appendix E. Treatrnent
related ophthalmic lesions were not seen for rats receiving
m-cresol.

G. Organ Weights

Organ weights did not appear to be affected by m-cresol treabnent.
Sporadic increases and decreases were seen which were not
considere::l biologically significant. '!he slight increases seen
for relative brain weights of males at the mid and high dose
levels reflect reductions in body weight gain for these aniJnals.
Absolute brain weights were unaffected. Similarly, absolute but
not relative liver weights were decrease::l. for these animals
(Tables 16-19).

H. Pathology

'!he Pathology Report is shown in Appe..ndix F'. Treat:ment-relate::l
gross and histomorphologic lesions were not in evidence.

Although not trea'brent-relate::l, there was a high prevalence of
incidental lesions in both the high dose and control group
anirnals, including lynphoid hyperplasia and perivascular
lymphocytic infiltration. A possible explanation for these
inflammatory lung changes may be that the cresol vapors caused
irritation, in that the control group animals may have been
e>qXlSe:i by proximity to the dose::l rat cages. No irrlications of an
infection by an adventitious microbial agent was evident.

Animal #3504, a high dose male, was the only anirnal found dead
during the course of the study. At necropsy, the lungs were re::l,
and blood was present in the thoracic cavity. Lung congestion was
present microscopically, but no cause of death was detennine::l,
although gavage error or aspiration of the compound were
considered. possible explanations.

9
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V. DISaJSSION

This study evaluate:l the oral toxicity of meta-cresol in Sprague
Dawley rats when achninistered for 13 weeks by gavage. one high dose
male was found dead on Test Day 5. '!he cause of_death was not
evident, although it nay have been associated with gavage error or
complications. Some of the remaining high dose nales am fE!ll'a1es
occasionally exhibite:l lethargy am tremors.

In addition, high dose males showed significant (p ~ 0.05) reductions
in bcxiy weight gain during all weeks of the study. For high dose
females, bcxiy weight gain was numerically lower than the control
throughout the study, but was significantly lower only at week L
Males at the mid dose level also showed reductions in bcxiy weight
gain, which were statistically significant during weeks 4 through 13;
however, clinical signs of toxicity were not evident for these
aninals.

Clinical chemistry, hematology, and organ weight measurements failed
to detect treatInent-relate:l changes. In addition, ophtha1:mology and
pathology examinations did not identify m-cresol target organs.

In SUIlU'lIal:Y, the biological effects of m-cresol, central nervous system
depression am reductions in body weight gain, were generally
restricted to the high-dose level 1.U1d.er the con:iitions of the present
study. Although a reduction in body weight gain also occurred for mid
dose males but not females, no other manifestations of m-cresol
toxicity were seen for these animals or for those at the low dose
level.

'VI • PERSONNEL:

L. Tam Mulligan, Th.D. served as Study Director, am was resp:::lnsible
for the overall conduct of the study. Barry S.Levine, D.Sc.,
Diplomate, American Board of Toxicology, was Study Toxicologist and
was responsible for the in-life portion of the study. Dr. Levine was
also reponsible for clinical pathology data. Lucas H. Brennecke, DVM,
Diplamate, American College of Veterinary Pathologists, was
responsible for gross necropsies and histopathologic evaluations.
John Miller, DVM, was responsible for laboratory animal care. Harry
J. Paulin, M.S. served as study Chemist, and provided dosage
fonnulations and analytical chemistry services. Nona S. Karten, M.A"
was responsible for the Quality Assurance Program. Mike Schulz, B.A.,
and Brian Makle, B.S., were responsible for the collection of in-life
test animal data.

10



Final Report
Study No. 5221.07

VII. AROiIVES:

'!he raw data and final rep::lrt are archived at Microbiological
Associates Inc., 5221 River Road, Bethesda, MD 20816 with the
following exceptions. Patholcgy specimens including wet tissues,
blocks and slides, and original necropsy foms are t.e:nporarily
archived at Pathology Associates Inc., 10075 Tyler Place, Hyatt
Park II, Ijamsville, MD 21754 and will be transferred to the MBA.
Archives upon Sponsor approval of the final report.

VIII. PROTO:XlL:

'!he study protocol and all protocol arnerx::IIrents for the subc:hronic
toxicity of m-cresol in Sprague Dawley rats are presented following
the rep::lrt tables.

11
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TABLE la

SUBCHRONIC 'IOJITCITi OF HE'I'A-eRE.SOL rn SPRAGUE DM'IT..EY RATS
CONCEN'ffiATION OF l1EIA-cRESOL IN CORN OIL (rrg/ml)

STABILITY ANALYSESa

Sample Date Target Concentration (rrg/mll Percent
Number Mixed Cone. (rrg/rnll Zero Day 14-Day Difference*

C022lA85 9/28/85 10 10.58 10.98b +3.8
C0223A85 9/28/85 90 104.6 100.7 -3.7

*Percent Difference = 14-Day Value minus Zero Day Value x 100
Zero Day Value

aAnalyses pertorrr.ed in duplicate by American Bicgenics COrporation unless
noted otherwise.

bAnalyses perfonned in triplicate.

ll-a

15
~ MICROBIOLOGICAL
'52' A~SOCIATES INC.
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TABLE lb

SUBCHRONIC TOXICITY OF MErA-CRESOL rn SPRAGUE DAWLEY RATS
ooNCENTRATION OF MErA-CRESOL rn CORN OIL (rrg/rnl)

FORMUlATION ANALYSFSa
Target

Concentration Test Week
(ng/ml) 1 2 4 8 13

I-'
tv 0 NO NO NO NO NO

10 8.4 9.3 9.5 8.5 8.7

30 31.7 34.2 30.1 27.9 27.4

90 96.5 100.8 94.8 87.3 93.9

aAnalyses perfonned by ENSECD Inc. (fonnerly ERoo), cambridge, MA unless otherwise noted.

NO = Not detected above the minimum reporting limit of 1. 0 rrqjml.
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,J~~~-." Study No. 5221.07

TABLE 2
SUBCHRONIC TOXICITY OF HETA·CRESOL IN SPRAGUE DAIILEY RATS

HALE BOOY IIEIGHT DATA (g)
TEST
IIEEK a mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day

.. .. .. .. .. .. .. .. .. .. . . .. .. .. ......................... .. .......................... .. ......................
a

217 ~ 14( 30) 220 t 10( 30)1 220 t 12( 30) 215 t 14( 30)

2 283 t 17( 30) 282 ± 1a( 30) 282 ± '5( 301 269 t 22( 29)*

3 333 t 24( 301 331 ± 22( 30) 326 ± '9( 30) 31' t 26( 29)·

4 376 t 29( 30) 370 ± 27( 30) 366 t 23( 30) 350 ± 3H 29)*

5 412 t 32( 30) 404 ± 27( 30) 392 t 28( 30) 362 t 43( 29)*

6 440 t 35( 30) 433 t 31( 30) 413 t 27( 30)* 398 t 39( 29)*

7 468 ± 38( 30) 460 t 33( 30) 439 t 30( 30)* 423 ± 39( 29)*

a 497 t 47( 20) 484 : 34( 20) 451 t 42( 20)* 427 t 45( '9)·

.-:..~._t

,~( 9 514 ± 50( 20) 504 t 36( 20) 470 t 50( 201* 436 : 48( 191·
,

10 534 t 50( 20) 524 t 34( 20) 49, t 47( 20)· 458 t 4a( 19)·

11 548 t 54( 20) 549 : 35( 20) 5'~ t 42( 20)· 475 ± 44( '9)*

12 566 t 58( 20) 562 ± 35( 20) 529 t 44( 20)· 493 ± 46( 19)·

13 576 ~ 57( 20) 568 t 37( 20) 542 ± 39( 20) 497 t 45( 19)*

14 580 t 57( 20) 578 ± 36( 20) 529 t 47( 20)· 502 ± 51 ( 19)*
.............................................................................................................. -........................ -...............

a
lIeights taken on Test Day 1 prior to dosing.

. -- Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<=0.05).

Results presented as mean ± standard deviation ( N )

13
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TABLE 3
SUBCHRONIC TOXICITY OF META·CRESOL IN SPRAGUE DA~LEY RATS

MALE BOOY ~EIGHT GAIN DATA (g)
TEST
~EE( o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/lc.g/day

.. .. .. .. .. .. .. .. .. .. -........ .............................. .. ........................... .. ............................

63 t 8( 30) 65 t 7( 30) 62 t 9( 30) 54 t 12( 29)*

2 113 t 16( 30) 114 t 11( 30) 106 t 13( 30) 96 t 14( 29)*

3 156 t 21( 30) 153 t 16( 30) 146 t 17( 30) 135 t 22( 29)*

4 192 t 24( 30) 187 t 17( 30) 172 t 23( 30)* 148 t 33( 29)*

5 220 t 27( 30) 216 t 21( 30) 193 t 22c 30)* 183 t 28( 29)*

6 2413 t 30( 30) 242 t 24( 30) 219 :t 25( 30)* 209 :t 28( 29)·

7 276 t 40( 20) 268 t 25( 20) 229 t 39( 20)* 213 t 35( 19)·

8 293 t 43( 20) 288 t 28( 20) 249 t 49( 20)* 222 t 39( 19)*

, " 9 313 t 43( 20) 308 t 26( 20) 274 t 45 ( 20)* 245 t 38( 19)·

10 327 t 47C 20) 332 t 28( 20) 291 t 38( 20)* 262 t 32( 19)*

11 346 t 51( 20) 345 t 28( 20) 307 t 39( 20)* ::79 t 35( 19)·

12 355 t SOC 20) 351 t 29( 20) 320 :t 34( 20)" 284 t 33( 19)*

13 359 t 52( 20) 361 t 30( 20) 308 :t 42C 20)* 288 :t 39( 19)*
.....................................................................................................................................................................................

* .. Statistically significant difference from control group
using ANOVA and Dunnett's T·rest (p<=0.05).

Results presented as mean t standard deviation ( N )

14 18



..:,.:.::. Stunv ~o. 5221.07

TABLE 4
SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DAULEY RATS

FEMALE BOOY UEIGHT DATA (g)
TEST
UEEK o mg/lcg/day 50 mg/lcg/day 150 mg/kg/day 450 mg/kg/day

. .. ... ..... . .. .. .. .. .. .. . .. .. .. .. .. .. .. .. .. .. .. .. . .......................... .............. -.....
1a 146 :t 11( 30) 151 :t 10( 30) 149 :t 9C 30) 146 :t 10( 30)

2 176 :t 11( 30) 180 :t 10( 30) 176 :t 10C 30) 171 :t 12( 30)

3 197 :t 13( 30) 199 :t 13( 30) 197 :t 12( 30) 193 :t 20( 30)

4 215 :t 15( 30) 215 :t 14( 30) 216 :t 14( 30) 211 :t 17( 30)

5 230 :t 15( 3D) 230 :t 14( 30) 230 :t 15( 30) 222 :t 19( 30)

6 239 :t 15( 30) 241 :t 17( 30) 239 :t 16( 30) 234 :t 21( 30)

7 251 :t 16( 30) 250 :t le( 30) 249 :t 16( 30) 245 :t 23( 30)

8 259 :t 14( 20) 25e :t 20( 20) 253 :t 18( 20) 244 :t 28( 20)

.'-".;.;.... 9 264 :t 16( 20) 262 :t 20( 20) 260 :t 18( 20) 248 :t 29( 20)," ~;-'

-:;."'"..~~
10 271 :t 17( 20) 267 :t 20( 20) 265 :t 22( 20) 252 :t 34( 20)

11 281 :t le( 20) 279 :t 21( 20) 2n :t 22( 20) 260 :t 32( 20)·

12 282 :t 17( 20) 281 :t 21( 20) 281 :t 21( 20) 266 : 33( 20)

13 284 :t le( 20) 284 :t 21( 20) 27e :t 22( 20) 268 :t 34( 20)

14 291 :t 19( 20) 287 :t 22( 20) 287 :t 26( 20) 271 :t 39( 20)
........................... - •• - ........ _ ••• __ ••••••• -- ............... _oo .... oo.oo •••••••••••••• oo ••• _ ... oo.

a
Ueights taken on Test Day 1 prior to dosing.

... Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<=0.05).

ResuLts presented as mean :t standard deviation ( N )

19
15



" Study No. 5221.07:

TABLE 5
SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE OAYLEY RATS

FEMALE BOOY WEIGHT GAIN OATA (g)
TEST
WEEK o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day

........... _... .. .. .. .. .. .. .. .. .. .. .. .. . .. ............................ .. ..........................
1 29 : 5( 30) 29 : 8( 30) 27 : 6( 30) 25 : 8( 30)*

2 50 % 7( 30) 48 ± 10( 30) 48 : 7( 30) 47 : 15( 30)

3 69 : 10( 30) 64: 11( 30) 67 : 9( 30) 64: 12( 30)

4 84% 11( 30) 79: 12( 30) 81 : 11( 30) 76 ± 14( 30)

5 93 : 11( 30) 90 % 13( 30) 90 % 12( 30) 88 : 17( 30)

6 105 : 12( 30) 99: 14( 30) 100 : HC 30) 99: 19( 30)

7 112 : 12( 20) 106 : 17( 20) 105 % 17( 20) 99 : 22e 20)

8 117 : 15( 20) 110 : 18C 20) 112 ± 17( 20) 103 ± 24( 20)

;'":~ :
"-',

9 124 : 1S( 20) 115 ± 1ge 20) 117 ± 21( 20) 107 % 30e 20)

10 134 ± H( 20) 126 : 21( 20) 124 ± 21( 20) 115 : 27( 20)

11 135 ± 18C 20) 129 : 19( 20) 133 ± 24( 20) 121 ± 28( 20)

12 137 ± l8( 20) 132 ± 20( 20) 130 % 22( 20) 123 : 30( 20)

13 . 144 :t 20e 20) 135 : 20( 20) 138 ± 30e 20) 127 ± 33( 20)
......................................................................................-- .......

* •• Statistically significant difference from control group
using ANOVA and Ounnett's T-Test (P<~0.05).

Results presented as mean ± standard deviation ( N )

16



\.

* -- Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<=O.DS).

Results presented as mean t standard deviation ( N )

17



Study No. 5221.07

TABLE 7
SUBC~RONIC TOXICITY OF META' CRESOL IN SPRAGUE DA~LEY RATS

FEMALE FOOO CONSUMPTION DATA (g/day)

TEST
~EEK o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day

........ -....... .......................................... ... ......................................... ...................................... -
17.7 t 1.6( 30) 17.1 ± 1.9( 30) 16.7 t 1.5( 30) 15.4 ± 1.8( 30)*

2 17.5 :t 3.1< 30) 18.2 t 4.4( 30) 16.9 :t 1.5( 30) 16.8 :t 3.7( 30)

3 17.9 '" 3.4( 30) 16.5 t 6.7( 30) 16.8 t 3.4( 30) 16.6 ± 4.7( 30)

4 16.8 t 3.4( 30) 19.7 t 3.4( 29)* 19.9 t 1.8( 30)* 19.5 ± 4.3( 30)*

5 16.5 '" 2.2( 30) 17.3 t 2.4( 30) 15.3 '" 1.8( 30) 17.8 :t 4.9( 30)

6 17.0 t 1.8( 30) 16.3 t 2.3( 30) 17.1 t 2.0( 30) 21.6 t 3.5( 30)*

7 16.2 t 4.8( 30) 18.1 '" 9.3( 30) 16.9 ± 2.6( 30) 14.3 t 2.0( 30)

8 17.4 :t 2.2C 20) 17.3 t 4.5( 20) 17.2 t 1.9( 20) 16.2 t 2.1< 20)

9 16.7 :t 2.0( 20) 16.9 '" 2.1 ( 20) 16.4 t 2.1< 20) 15.9 '" 2.3( 20)

10 16.1 ± 1.6( 20) 17.3 t 4.9( 20) 15.8 :t 3.8e 20) 16.3 :t 2.2( 20)

11 15.6 t 1.2( 20) 16.2 i 2.3e 20) 18.2 t 2.3e 20)* 16.1 t 2.2( 20)

12 16.7 ± 1,6( 20) 17.1 ± 1.9( 20 ) 18.0 t 2.4( 20) 16.9 ± 2.0( 20)

13 14.2 '" 1.7e 20) 13.6 t 1.9( 20) 14.3 :t 2.0e 20) 13.4 t 2.1( 20)
................... - ... -_ ................... --_ ............................. -- .................. _...................... -- ................... - ... --.

* .- Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<=O.OS).

Results presented as mean :t standard deviation ( N )

18



Study No. 5221.07

TABLE 8
SUBCHRON[C TOXICITY OF META'CR~SOL IN SPRAGUE DA~LEY RATS

MALE HEMATOLOGY VALUES
[[nterim Sacrifice]

Parameter o mg/k.g/day 50 mg/kg/day 150 mg/k.g/day 450 mg/kg/day
.. .. . .. .. .. .. ... .. .. .. .. ... .. .. .. .. ... .. .. .. .. .. .. .. .. .. .. ... .. .. .. ... .. .. .. .. .. .. .. .. .. .. .. .. ................................. .. .............................

RBC 8.04 ~ 0.41( 10) 7.72 1 0.49( 10) 7.69 ~ 0.40( 10) 7.65 ~ 0.36( 10)

ex 10~6/cmr"3)

HGB 15.3 ~ 0.4( 10) 15.2 : 0.6( 10) 15.2 : 0.6( 10) 15.1 : 0.5e 10)
(g/dl)

HCT 42.4 ~ 1.3( 10) 41.6 : 2.4( 10) 41.7 1 2.1( 10) 41,2 :Ii 1.7( 10)
(%)

PT 12.7 ~ 0.7( 10) 12.1 1 0.7( 10) 12.3 ~ 1.4( 10) 11.4 1 0.9( 10)
(sec. )

APTT 33.7 : 2.2( 10) 31.4 ~ 7.4( 10) 33.8 ~ 3.2( 10) 33.0 ~ 2.3( 10)
(sec.)

RETlC 0.9 : 0.7( 10) 1, 1 : 0.7( 10) 1. 1 ~ 0.5( 10) 0.6 t 0.5( 10)
(% rbc)

~BC 13.5 t 2.8( 10) 14.1 1 3.7( 10) 11.9 t 2.6( 10) 13.5 ~ 2.7( 10)
(x 10~3/rtm~3)

SEGS 2.2 ~ 1.3( 10) 3.4 ~ 2.2( 10) 2.3 t 1,4( 10) 2.7 1 1.1( 10)
(x 10~3/rm1~3)

BANOS 0.0 : O.O( 10) 0.0 ~ 0.1(.10) O. 1 ~ 0.1( 10) 0.0 t 0.1( 10)
(x 10"3/rrm""3)

LYMPHS 11. 1 ~ 2.9( 10) 10.2 ~ 2.8( 10) 9.5 t 1.8( 10) 10.5 t 2.1( 10)
(.II; 10~3/1TT1l~3)

MONO 0.1 : 0.2( 10) 0.2 1 0.2( 10) 0.0 :t 0.1( 10) 0.2 :t O.H 10)
(x 10-3/rrm""3)

EOS 0.0 1 O.O( 10) 0.2 : O.l( 10)* 0.0 :t 0.1( 10) 0.1 :t 0.1( 10)
(.II; 10~3/1TT1l~3)

..................... - ......... - ...... - .. -- ............................... - ............................

* .. Statistically significant difference from control group
using AHOVA and Ounnett's T'Test (P<=0.05).

Results presented as mean ~ stancard deviation ( N )

19
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TABLE 9
SUSCHRONrc TOXICITY OF META'CRESOL IN SPRAGUE DA~LEY RATS

MALE HEMATOLOGY VALUES
[T ermi na L Sacri f i eel

Parameter o "'S/kg/day 50 "'S/kg/day 150 "'S/kg/day 450 ms/kg/day
.. -.................... .. .. .. .. .. .. .. .. .. .. .. . .. .. .. .. .................. -........... . .............................. .. ..............................

RSC 8.91 t 0.33e 10) 8.70 t 0.27( 10) 9.09 t 0.50( 9) 8.67 t 0.34e 10)
(x 10'6/mm'3)

HGa 15.7 ~ 0.5( 10) 15.4 t 0.4( 10) 16.4 ~ 0.6( 10)· 15.7 ~ 0.5e 10)
(g/dl)

HCT 43.9 t 1.2e 10) 43.0 t 1. 5e 10) 46.0 t 1.7( 10)· 44.4 t 1.6( 10)

0"

PT 11.3 t 1.7( 10) 11.4 t 2.2( 10) 12.2 t 1.7( 10) 12.0 t 1.4( 10)
(sec.)

APTT 32.7 t 6.8e 10) 34.8 t 1.8e 10) 36.0 t 3.9( 10) 35.9 t 5.4( 10)
(sec. )

RETIC 0.8 t 0.3( 10) 0.6 t 0.3( 10) 0.6 t O.S( 10) 0.8 t 0.6( 10)
(X rbc)

IISC 12.5 t 3.0( 10) 12.9 t 2.Se 10) '1.7 j; 1.8( 10) 12.0 t 2.9( 10)
ex 10'3/mm·3)

SEGS 2.3 t 1.1( 10) 2.4 j; 1.3( 10) 2.2 j; 1. 7( 10) 2.2 j; loS( 10)
ex 10·3/rrm·3)

SANDS 0.' t 0.2( 10) 0.1 t O.H 10) 0.1 j; O.H 10) 0.1 t 0.1( 10)
(x 10·3/rrm'3)

LYMPHS 9.8 t 2.6( 10) 10.2 t 1.4( 10) 9.2 j; 1.4( 10) 9.6 t 2.8( 10)
ex 10·3/rrm"3)

MONO 0.1 j; 0.1( 10) 0.1 t 0.2( 10) 0.2 t 0.2( 10) 0.1 t 0.2( 10)
(x 10'3/rrm"3)

EOS 0.1 t O.H 10) 0.1 j; O.l< 10) 0.1 j; O.H 10) 0.1 j; O.H 10)
(x 10'3/rrm"3)

• •• Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<=O.OS).

Results presented as mean t standard deviation ( N )

20



Study No. 5221.07

TABLE 10
SUBCHROHIC TOXICITY OF META-CRESOL IN SPRAGUE DAWLEY RATS

FEMALE HEMATOLOGY VALUES
(Interim Sacrifice]

Parameter o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day
.. .. .. .. .. . .. .. .. .. .. . .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. ............................... .. .............................

Rac 7.72 % 0.30( 10) 7.66 % 0.37( 10) 7.B3 % 0.43( B) 7.36 t 0.45( 9)
(x 10~6/1111T'3)

HGB 15.4 % 0.5( 10) 15.5 t 0.6( 10) 15.B t 1.0( B) 15.1 t 0.4( 9)
(g/dl)

HCT 41.6 % 1.7( 10) 42.2 t l.B( 10) 43.3 % 2.3( 8) 41.1 t 1.7( 9)
(h)

PT 10.9 t 1.5( 9) 11.4 t 2.0( 10) 11.3 % O.B( 10) 10.9 t 1.9( 10)
(sec.)

APTT 32.5 t S.O( 9) 3B.0 t 9.2( 10) 33.9 t 3.S( 10) 37.4 t 7.3( 10)
(sec.)

RETlC 0.7 t O.S( 10) 1.0 t 0.7( 10) 0.6 t 0.4( B) 1.0 t 0.9( 9)
(h rbc)

WBC 10.7 t 1. 7( 10) 11.6 % 2.H 10) 11.0 % 2.2( B) 11.6 t 2.6( 9)
(x 10~3/1111T'3)

, SEGS 2.0 % 1.2( 10) 2.1 t 1.2( 10) 1.8% 1. O( B) 2.4 t 1.4( 9)

(x 10~3/mm~3)

BANDS 0.0 t O.l( 10) 0.1 % 0.2( 10) 0.0 % O.H B) 0.0 t O.O( 9)
(x 10'3/mm~3)

LYMPHS 8.5 t 1.4( 10) 9.2 t 2.5( 10) 9.1 t 1. 7( 8) 8.9 t 2.7( 9)
(x 10~3/llI'1l"3)

MONO 0.1 t 0.2( 10) 0.1 t 0.2( 10) 0.1 t 0.1( 8) 0.2 t 0.3( 9)
(x 10'3/llI'1l"3)

EOS 0.1 t O.l( 10) 0.1 % O.O( 10) 0.0 t O.O( 8) 0.0 t 0.1 ( 9)

(x 10'3/mm'3)

Results presented as mean t standard deviation ( N )

21



TABLE 11
SUBCHRONIC TOXICITY OF META-CRESOL [N SPRAGUE DA~LEY RATS

FEKALE HEMATOLOGY VALUES
[Terminal Sacrifice]

Study No. 5221.07

Parameter a mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day
. .. ~ ....................... .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. ................................ .. ........................ -.... .. ..............................

RBC 8.23 t 0.35( 10) 8.47 t 0.46e 10) 8.50 ± 0.27( 10) 8.30 t 0.54e 10)

(x 10A6/nmA3)

HOB 15.5 t 0.6( 10) 15.9 t O.7e 10) 16.2 t 0.4( 10) 15.6 t 0.8e 10)

eS/dI)

HCT 44.0 t 2.3( 10) 44.7 ± 2.0e 10) 45.8 t 1.8C 10) 44.5 t 2.8( 10)
e%)

PT 11.2 t 0.9( 10) 11. 1 t 1.8e 10) 10.9 ± 1.ge 10) 10.9 t 1.3( 10)
(sec.)

APTT 33.9 t 7.5( 10) 37.8 t 5.1( 10) 36.6 ± 4.3( 10) 36.6 t 2.6( 10)
(sec.)

RETIC 0.7 ± 0.5( 10) 0.6 ± 0.3( 10) 0.8 ± 0.6e 10) 0.6 t 0.4( 10)
ex rbc)

IIBC 8.7 ± 1.8e 10) 9.4 ± 2.6( 10) 9.3 ± 2.2( 10) 8.6 ± 2.7e 10)
ex 10A3/nmA3)

SEOS lot, t 0.7e 10) 1.6 ± 1.H 10) 1.3 t OJ( 10) 1.4 ± 1.1( 10)
(x 10A3/nmA3)

BANDS 0.0 t 0.1( 10) 0.1 t O.H 10) 0.1 t 0.1( 10) 0.1 t O.le 10)
(x 10A3/nmA3)

LYMPHS 7.0 ± 1.4( 10) 7.5 ± 2.1( 10) 7.8 t 2.6e 10) 6.9 t 2.3e 10)
ex 10A3/nmA3)

MONO 0.1 t 0.2e 10) 0.1 t O.H 10) 0.1 t O.le 10) 0.1 t O.H 10)
(x 10A3/1l1l1"3)

EOS 0.1 t 0.1C 10) 0.1 t O.H 10) 0.1 t 0.1 e 10) 0.2 t O.le 10)
(x 10A3/~3)

................................................ -_ ..........................................................

Results presented as mean ± standard deviation ell)

22



TABLE 12
SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DA~LEY RATS

MALE CLINICAL CHEMISTRY VALUES
(Interim Sacrificel

Study No. 5221.07

Parameter o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day
a ................ .................................. .. ................................. .. .................................. .. ........ -........... -..........

GLU 249.2 ± 72.4( 9) 240.1 ± 89.5( 10) 257.2 ± 85.4( 10) 221.4 ± 88.4( 10)
(mg/dl)

BUN 17.8 l: 3.1( 9) 16.0 l: 2.4( 10) 17.8 l: 3.7( 10) 16.0 ± 3.0( 10)
(mg/dl)

SGPT 27 ± 5( 9) 55 ± 79( 10) 27 l: 7( 10) 33 ± 13( 10)
(Iu/l)

SGOT 74 l: H( 9) 116 ± 136( 10) 67 ± 19( 10) 86 ± 23( 10)
(Iu/ l)

T PRO 7.5 ± 1. 1( 9) 7.2 l: 0.8( 10) 7.3 ± 0.8( 10) 6.8 ± D.7( 10)
(g/dl)

ALB 3.9 ± O.s( 9) 3.8 ± 0.4( 10) 3.9 ± 0.4( 10) 3.6 1 0.2( 10)
(g/dl)

GLOB 3.6 1 0.6( 9) 3.4 l: 0.5( 10) 3.5 l: O.s( 10) 3.2 ± O.s( 10)
(g/dl)

ALB/GLOB 1.106 l: 0.097( 9) 1.121 ± 0.076( 10) 1.127 ± 0.084( 10) 1.131 1 0.104( 10)
(ratio)

CHOL 75.3 ± 10.0( 9) 74.9 ± 16.4( 10) 81.9 1 18.9( 10) 72.7 l: 11.9( 10)
(mg/dl)

..................................................................................................................................................................................................

Results presented as mean 1 standard deviation ( N )
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Study No. 5221.07

TABLE 12 (continued)
SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DAWLEY RATS

HALE CLIN[CAL CHEMISTRY VALUES
[Interim Sacri ficel

Parameter

D Bll
(mg/dl)

T Bll
(mg/dl)

a mg/kg/day

0.02 ~ 0.0'( 9)

0.'5 ~ 0.03( 9)

50 mg/kg/day

0.03 ~ 0.03( '0)

0.'3 ~ 0.03( '0)

'50 mg/kg/day

0.03 ~ 0.02C '0)

0.'7 ~ 0.05( '0)

450 mg/kg/day

0.02 ~ 0.02C '0)

0.15 ~ 0.04( '0)

Ha '5'.' ~ 2.'( 9) 149.7 ~ 3.9( '0) '50.2 ~ 2.3( 9) '44.3 ~ 'O.O( '0)
(Meqll)

I:

(Meqll)

".7 ~ 2.7( 9) '0.2 ~ 4.7( '0) 10.2 ~ 2.1( 9) 9.6 ~ 2.9( '0)

CI
(Meqll)

100 ~ 3C 9) 103 ~ 2( '0) '01 ~ 1( 9) 99 ~ B( '0)

All: PHOS
(I u/ I)

75 ;; 23( 9) 74;; 27( 10) 69:t 'B( 10) 67 ~ 13( 10)

C02
(Meqll)

19 ;; 5( 9) ~O ~ 3( 10) 22 :t 3( 9) 20 ~ 3( 10)

CREAT
(mg/dl)

PHOS
(mg/dl)

0.70 ~ 0.06( 9)

'0.4 ~ 0.7( 9)

0.73 ~ O.OB( 10)

9.6 ~ 0.9( '0)

0.79 ~ 0.10( 10)

'O.S:t O.B( 10)

0.70 ~ 0.12( '0)

10.B ~ 0.9( 10)

* .. Statistically significant difference from control group
using ANOVA and Dunnett's T'Test (P<=O.OS).

Results presented as mean ~ standard deviation ( N )
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TABLE 13
SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DAYLEY RATS

HALE CLINICAL CHEMISTRY VALUES
(Terminal Sacrifice]

Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<·O.05).

Results presented as mean % standard deviation ( N )

25

Study No. 5221.07
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Study No. 5221.07

TABLE 13 (continued)
SU6CHRONIC TOXICITY OF META'CRESOl IN SPRAGUE DA~lEY RATS

MALE CLINICAL CHEMISTRY VALUES
[Terminal Sacrifice]

Parameter 0 mg/kg/day

D BIl 0.02 t 0.03{ 10)
(mg/al)

50 mg/kg/day

0.02 ~ 0.03( 10)

150 mg/kg/day

0.02 t 0.02( 10)

450 mg/kg/day

0.05 t 0.06( 10)

T Bll
(mg/al)

Ca
(mg/dl)

0.14 % 0.04( 10)

9.8 t 2.2{ 10)

0.15 %0.04{ 10)

10.6 t 2.2{ 10)

0.16 t 0.07( 10)

9.4 t 1.9{ 10)

0.15 %0.04{ 10)

9.6 t 1.6{ 9)

Na
(Meqll)

146 t 2( 7) 144 t 3{ 8) 145 t 2{ 7) 146 % 3( 6)

I:

(Meq/l)

Cl
(Meq/l)

All: PHOS
(Iu/l)

C02
(Meq/l)

CREAT
(mg/dl)

PHOS
(mg/dl)

6.2 % 0.7{ 7)

103 t 1C 7)

62 % 21( 10)

24 t 4( 7)

0.67 %0.17( 8)

8.5 t 0.7( 7)

6.1%1.1(8)

102 t 1( 6)

87 % 26( 10)

23 t 4{ 8)

0.73 t 0.10( 10)

8.3 t 1.1C 8)

6.8 % 1.6{ 7)

102 : 2( /'

66 % 26{ 10)

25 t 5( 7)

0.78 t 0.09( 10)

7.9 t 1.2( 8)

6.6 t 0.9( 6)

103 t 2{ 6)

88 % 25( 10)

23 t 7( 6)

0.78 t 0.14( 8)

8.8 t 0.5( 8)

•.• Statistically significant difference from control group
using ANOVA and Dunnett's T·Test (P<~0.05).

Results presented as mean t standard deviation ( N )
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TABLE 14
SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAWLEY RATS

FEMALE CLINICAL CHEMISTRY VALUES
[Interim Sacrifice]

Study No. 5221.07

Parameter o mg/kg/day 50 mg/kg/cay 150 mg/kg/day 450 IIl9/kg/day
.. .. ~ ............ ........................ - ..... ..................... .................................... .. ................ - ................

GLU 204.6 :I: 69.4( 10) 212.0 :I: 71.6( 10) 186.7 :I: 74.3( 10) 230.3 :I: 122.2( 10)
(mg/dl)

BUN 19.6 :I: 2.6( 10) 19.6 :I: 4.2( 10) 21.6 :I: 4.0( 10) 19.5 :I: 3.1 ( 10)
(mg/dl)

SGPT 29 :I: 10( 10) 34 :I: 9( 10) 34 :I: 11( 9) 36 :I: 16( 10)
(I u/l)

SGOT 79 :I: 12( 10) 77:1: 1lC 10) ~ :I: 12( 9) 81 :I: 22( 10)
(Iu/l)

T PRO 7.5 :I: 0.9( 10) 8.0 :I: 1. O( 10) 7.8 :I: 1.1( 10) 7.8 :I: 1.3( 10)
(s/dl)

..:- ..-~. ':...
'..

ALB 4.2 :I: 0.5( 10) 4.5 :I: O.?( 10) 4.3 :I: 0.5( 10) 4.2 ~ 0.6( 10)
(g/dl)

GLOB 3.3 :I: 0.6( 10) 3.5 :I: 0.5( 10) 3.5 :I: 0.6( 10) 3.6 t 1.0( 10)
(s/dll

ALB/GLOB 1.309 :I: 0.208( 10) 1.305 :I: O. 149( 10) 1.250 :I: O.136( 10) 1.242 :I: 0.266( 10)
(ratio)

CHOL 99.7 :I: 18.5( 10) 100.5 :I: 18.9( 10) 100.2 :I: 22.6( 10) 115.4 :I: 31.5( 10)
(lIl9/dl)

....................... - .............. - ... - ......................... _.......... - ... -...................................................................................................

Results presented as mean :I: standard deviation ( N )
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TABLE 14 (continued)
SUBCHRONIC TOXICITY OF HETA'CRESOL IN SPRAGUE OA~LEY RATS

FEMALE CLINICAL CHEHISTRY VALUES
[Interim Sacrifice]

Study ~o. 5221.07

Parameter o mg/~g/day 50 mg/~g/day 150 mg/~g/day 450 mg/kg/day
.. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. ................................. .. .............................. .. ...............................

D BIl 0.03 ~ 0.02( 10) 0.04 t 0.03( 10) 0.03 t 0.03( 10) 0.04 t 0.03( 10)
(mg/dl)

T Bll 0.15 ~ 0.04( 10) 0.16 ~ O.OS( 10) 0.17 t 0.04( 10) 0.18 ~ 0.05( 10)
(mg/dl>

Na 151 t 12( 8> 158 t 20( 8) 151 t 12( 6) 152 t 13( 5)
(Heq/l)

K 13.2 t 5.0( 5> 10.5 t 1.3( 7) 15.1 t 3.4( 6) 12.2 t 2.5( 8)

(Heq/l)

cl 108 ~ 9( 8> 111 t 19( 8) 111 t 15( 6) 107 t 13( 8)
(Heq/l)

ALK PHOS 54 t 18( 10) 47 t 15 ( 10> 54 t 18( 10> 51 t 18( 10)
0"

ilu/l)

Co2 17 t 5( 8) 19 t 7( 8> 14 t 3( 6> 19 t 5( 8)

('Ieq/I)

CREAT 0.71 t 0.19( 10) 0.77 t 0.07( 10) 0.72 t 0.15( 10> 0.86 t 0.10( 10)
(mg/dl>

PHOS 9.9 t 0.8( 10) 10.8 t 0.7( 10)* 11.3 t 0.7( 10)* 10.3 t 1.0( 10)
(mg/dl>

* .- Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<=0.05).

Results presented as mean t standard deviation ( N )
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TABLE 15
SUBCHRONrC TOXICITY OF HETA'CRESOL IN SPRAGUE DA~LEY RATS

FEMALE CLINICAL CHEMISTRY VALUES
rTenninal Sacrificel

Study No. 5221.07

o W/lts/day 50 W/lts/day 150 rnq/ltg/day 450 rng/ltg/day

GLU 215.71 36.0 (10) 204.0 1 29.4 (10) 199.1 1 51.2 (10) 206.5 1 57.2 (10)
(mg/dl)

BUN 16.1 1 4.1 (10) 14.6 1 2.9 (10) 15.6 t 3.5 (10) 14.3 1 3.2 (10)
(mg/dl)

SGPT 38 1 20 (10) 33 1 11 (10) 26 1 5 (10) 33 1 11 (10)
(l u/l )

SGOT 103 1 38 (10) 85 1 8 (10) 82 t 16 (10) 83 t 17 (10)
(lu/l)

T PRO 7.3 1 0.7 (10) 7.4 1 0.6 (10) 7.2 1 0.6 (10) 7.2 t 0.7 (10)
(g/dl)

ALB 4.5 t 0.5 (10) 4.3 t 0.4 (10) 4.4 1 0.4 (10) 4.5 t 0.4 (10)
(g/dl)

GLOB 2.8 t 0.4 (10) 3.0 1 0.4 (10) 2.7 t 0.5 (10) 2.7 1 0.5 (10)
(g/dl)

ALB/GLOB 1.6031 0.260 (10) 1.467 1 0.260 (10) 1.6741 0.435 (10) 1.775 1 0.468 (10)
(ratio)

CHOL 85.5 1 12.8 (10) 77.4 1 14.2 (10) 69.9 t 15.8 (9) 81.31 16.5 (10)

(mg/dl)

Results presented as mean 1 standard deviation ( N )
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Study No. 5221.07

TABLE 15 (contirlJed)
SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE OA~LEY RATS

FEMALE CLINICAL CHEMISTRY VALUES
[Terminal Sacri ficel

o ms/ks/day 50 mq/kg/day 150 mg/kg/day 450 mg/kg/day

o BtL 0.01 ± 0.01 (10) 0.03 ± 0.05 (10) 0.01 ± 0.02 (10) 0.05 ± 0.08 (10)
(rrg/dl)

T BIL 0.15 ± 0.06 (10) 0.15 ± 0.11 (10) 0.16 ± 0.04 (10) 0.14 ± 0.07 (10)
(rrg/dl)

Ca 11.3 ± 2.1 (10) 10.8 ± 1.6 (10) 10.9 ± 1.3 (10) 11.1 ± 1.8 (10)
(mg/dl)

Na 144 ± 2 (6) 145 ± 3 (8) 145± 5 (7) 143 ± 3 (6)
(Meqll)

K 7.2 ± 1.1 (6) 7.0 ± 1.1 (8) 7.7 ± 1.4 (7) 7.4 ± 1.0 (6)
(Meqll)

Cl 103 ± 3 (6) 103 ± 2 (8) 104 ± 3 (7) 104 ± 3 (6)
(Meqll)

ALK PHOS 51 ± 18 (10) 71 ± 70 (10) 53 ± 17 (10) 76 ± 43 (10)
(Iu/l)

CO2 18 ± 4 (6) 23 t 6 (8) 19 t 3 (7) 19 t 3 (6)
(Meqll)

CREAT 0..77 ± 0.08 (10) 0.76 ± 0.17 (10) 0.75 t 0.08 (10) 0.74±0.11 (10)
(mg/dl)

PHOS 8.0 t 0.8 (9) 7.6 ± 1.2 (9) 7.8 t 1.2 (10) 8.3 ± 0.8 (9)
(mg/dL)

Results presented as mean ± standard deviation ( N )
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Study No. 5221.07

TABLe 16
SUBCHRONIC TOXICITY OF MeTA-CReSOL IN SPRAGUe OA~LeY RATS
ReLATIve HALe ORGAN wetGHT DATA (X Terminal Body Weight)

(Terminal Sacrifice)

Organ o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 ms/kg/day
. .. .. .. .. .. .. .. .. .. ...... - ......... _-- . ..................................... .. .. .. .. .. .. ... .. .. .. .. .. .. .. .. .. .. .. . ............ -..... _.....

HeART 0.327 t 0.028( 20) 0.338 t 0.037( 20) 0.347 t 0.033( 20) 0.355 t 0.042( 19)

LIVER 3.313 t 0.339( 20) 3.327 t 0.301( 19) 3.121 t 0.349( 20) 3.412 t 0.358( 19)

SPLEEN 0.148 t 0.01l( 20) 0.144 t 0.020( 20) 0.141 t 0.024( 20) 0.155 t 0.024( 19)

KIDNEY'LFT 0.370 t 0.038( 20) 0.360 t 0.047( 20) 0.387 t 0.040( 20) 0.386 t 0.067( 19)

KIDNEY-RT 0.380 t 0.036( 20) 0.365 t 0.041( 20) 0.385 t 0.045( 20) 0.397 t 0.068( 19)

TESTI S' LFT 0.338 t 0.073( 20) 0.318 t 0.032( 20) 0.339 t 0.048( 20) 0.360 t 0.033( 19)

TESTIS'RT 0.339 t 0.O90( 20 ) 0.315 t 0.029( 20) 0.345 t 0.031( 20) 0.368 t 0.050( 19)

ADRENALS 0.014 t 0.004( 20) 0.013 t 0.002( 20) 0.014 t 0.003( 20) 0.015 t 0.004( 19)

BRAIN 0.409 t 0.035( 20) 0.412 t 0.034( 20) 0.447 t 0.042( 20)· 0.476 t 0.057( 19)·

THY./PARA • 0.008 t 0.005( 20) 0.0~7 t 0.002( 20) 0.006 t 0.002( 20) 0.007 t 0.003( 19)
........ .. .. .. .. .. .. .. _ .. _ 0 '" ~ ~ n _ _ _._"" _ _ _ _ ..

* .- Statistically significant difference from control group
using ANOVA and Dunnett's T·Test (P<=0.05).

Results presented as mean t standard deviation ( N )
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TABLE 17

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE CAYLEY RATS
RELATIVE FEMALE ORGAN YEIGHT CATA (X Terminal Body Yeight)

[Terminal Sacrifice]

Study No. 5221.07

Organ o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day
.-... ~ .... - .................... _ .. ....................... . - ...... - ........ - .. .. ..................................

HEART 0.410 t 0.OS4( 20) 0.400 t 0.036( 20) 0.394 ± 0.049( 20) 0.394 t 0.038( 20)

LIVER 3.355 t C.295( 20) 3.436 t 0.313( 20) 3.415 t 0.224( 19) 3.575 t 0.371( 20)

SPLEEN 0.199 t 0.02S( 20) 0.203 ± 0.023( 20) 0.191 t 0.028( 20) 0.190 t 0.020( 20)

KICNEY-LFT 0.388 t 0.039( 20) 0.384 t 0.039( 20) 0.433 t 0.160( 19) 0.408 t 0.040( 20)

KIDNEY-RT 0.406 t 0.03?( 20) 0.397 t 0.036( 20) 0.411 ;t 0.035( 18) 0.426 ;t 0.042( 20)

OVARY-LFT 0.027 t 0.004( 20) 0.033 t 0.007( 20) 0.030 t 0.011( 20) 0.029 t 0.007( 20)

OVARY-RT 0.028 t 0.005( 20) 0.031 t 0.007( 20) 0.030 t 0.007( 20) 0.031 t 0.010( 20)

-. AOREIlALS 0.027 t 0.007( 20) 0.030 t 0.006( 20) 0.028 t 0.006( 20) 0.027 t 0.007( 20)

BRAIN 0.769 ± 0.061( 20) 0.782 ± 0.OS3( 20) 0.769 ± 0.066( 20) 0.804 t 0.103( 20)

THY./PARA. 0.010 ± 0.004( 20) 0.011 ± O.OOS( 20) 0.010 t 0.002( 20) 0.010 t 0.003( 20)

Results presented as mean ± standard deviation ( N )
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Study No. 5221.07

TABLE 18
SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS

MALE ORGAN ~E[GHT DATA (9)
(Terminal Sacrificel

Organ o mg/kg/day 50 mg/kg/day 150 mg/kg/day 450 mg/kg/day
.. .. .. .. .. .. ... .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. .. ...................................... .. .............. -............ - ...... .. ....................................

HEART 1.B11 t 0.20S( 20) 1.858 t 0.214( 20) 1.764 t D.167( 20) 1.705 t 0.240( 19)

LIVER 18.344 t 2.495( 20) 18.181 t 1. 687( 19) 15.928 t 2.351( 20)" 16.408 t 2.367( 19)·

SPLEEN 0.819 t 0.104( 20) 0.790 t 0.127( 20) 0.716 t 0.122( 20)" 0.743 t 0.127( 19)

~IDNEY'LFT 2.047 t 0.239( 20 ) 1.975 t 0.259( 20) 1.968 t 0.1B8( 20) 1. 849 t 0.341( 19)

~IDNEY-RT 2.094 t 0.190( 20) 2.003 t 0.233( 20) 1.959 t 0.229( 20) 1.897 t 0,331( 19)

TESTIS-LFT 1.859 t 0.377( 20) 1. 741 t 0.132( 20) 1.717 t 0.1n( 20) 1. 71 7 t 0.09H 19)

TESTIS-RT 1.863 t 0.47H 20) 1. 724 t 0.116( 20) 1.751 t 0.096( 20) 1.760 t 0.262( 19)

ADRENALS 0.075 t 0.019( 20) 0.072 t 0.01S( 20) 0.070 t 0.013( 20) 0.072 t 0.019( 19)

BRAIN 2.250 t 0.084( 20) 2.258 t 0.082( 20) 2.265 t 0.098( 20) 2.272 t 0.181( 19)

THY./?ARA. 0.042 t 0.020( 20) 0.036 t 0.009( 20) 0.031 t O.OO.?( 20) 0.035 t 0.012( 19)
.. _- .. - ................................ - ........ - ................... - ..............................................

" .- Statistically significant difference from control group
using ANOVA and Dunnett's T-Test (P<=0.05).

Results presented as mean t standard deviation ( N )
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,~ Study ~o. 5221.07

TABLE 19
SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE OA~LEY RATS

FEMALE ORGAN ~EIGHT DATA (g)
(Terminal Sacrifice]

Organ o mg/kg/day SO mg/kg/day 150 mg/kg/day 450 mg/kg/day
. ... .. ... .. . . ........... - .. -.- .. .. -.................. .. ................... - ..... .. ..............................

HEART 1. 107 ~ 0.210( 20) 1.065 :! 0.109( 20) 1. 063 t o.164( 20) 0.995 :! 0.103( 20)

LIVER 9.093 ~ 0.949( 20) 9.192 :: 1.287( 20) 9.229 :: 0.938( 19) 9.092 :! 1.373( 20)

SPLEEN 0.541 :! 0.089( 20) 0.542 :! o.on( 20) 0.514 :: 0.075( 20) 0.486 :! 0.089( 20)

KIONEY'LFT 1.050 t 0.105 ( 20) 1.024 :: 0.122( 20) 1. 166 :: 0.422( 19) 1. 032 :! 0.106( 20)

KIONEY·RT 1.098 :: 0.080( 20) 1. 058 :! 0.102( 20) 1.115 :! 0.082( 18) LOn :! 0.128( 20)

OVARY'LFT 0.073 :! 0.010( 20) 0.089 :! 0.019( 20) 0.081 :! 0.029( 20) 0.075 :I: 0.022( 20)

OVARY-RT 0.074 :! 0.01l( 20) 0.082 :: 0.019( 20) 0.081 :I: 0.017( 20) 0.079 :! 0.02S( 20)

ADRE~JALS 0.072 :I: 0.018( 20) 0.081 :I: 0.017( 20) 0.075 1 0.014( 20) 0.069 :: O.OlS( 20)

BRAIN 2.078 :: 0.102 ( 20) 2.078 :I: 0.079( 20) 2.063 :: 0.093( 20) 2.018 ~ 0.106( 20)

THY./PARA. 0.026 :: 0.009( 20) - 0.030 ~ 0.013( 20) 0.027 :: 0.006( 20) 0.025 ~ 0.005( 20)
.....................................................................................................................................................................

Results presented as mean:: standard deviation ( N
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Study No. 5221.07
Table 20

S1..llx::hronic Toxicity Study of
Meta-cresol in Sprague Dawley Rats

Male Hematology
Baseline Values

AlIDlAL RBC HGB Her MCV MCH MCHC RETIC

o ng/kg
3521 5.80 13.2 37.5 65 22.8 35.2 1.0
3522 6.46 13.7 40.2 62 21.2 34.1 0.8
3523 6.66 15.1 43.2 65 22.7 34.9 0.1
3524 6.06 13.2 39.2 65 21.8 33.7 0.1
3525 6.29 13.9 40.6 65 22.1 34.2 0.3
3526 6.97 14.6 44.4 64 20.9 32.9 0.4
3527 5.96 13.3 39.1 66 22.3 34.0 0.6
3528 6.65 14.7 43.3 65 22.1 33.9 2.0
3529 6.71 14.0 41.3 62 20.9 33.9 1.0
3530 5.33 12.0 35.1 66 22.5 34.2 1.4

MEAN 6.29 13.8 40.4 65 21.9 34.1 0.8
STD 0.50 0.9 2.8 1 0.7 0.6 0.6

Scl:chronic Toxicity study of
Meta-cresol in Sprague DaWley Rats

Female Hematology
Baseline Values

ANIMAL ROC HGB Her MC\l MCH MCHC REI'IC

o rrg/kg
3651 6.65 13.9 41.1 62 20.9 33.8 0.2
3652 6.01 13.3 39.4 66 22.1 33.8 0.3
3653 5.92 12.8 36.6 62 21.6 35.0 0.3
3654 6.29 13 .4 37.1 59 21.3 36.1 0.1
3655 5.29 12.0 35.0 66 22.7 34.3 0.8
3656 5.54 12.6 36.0 65 22.7 35.0 0.1
3657 6.41 13.3 38.6 60 20.7 34.4 0.1
3658 7.18 14.2 41.7 58 19.8 34.0 0.1
3659 5.98 12.6 36.8 62 21.1 34.2 0.1
3660 6.56 13.3 38.3 58 20.3 34.7 0.2

MEAN 6.18 13.1 38.1 62 21.3 34.5 0.2
STD 0.55 0.7 2.2 3 1.0 0.7 0.2
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study No. 5221.07

Table 20 (continued)
SUbchronic Toxicity study of

Meta-<:resol in Sprague Dawley Rats
Male Hematolcgy
Baseline Values

ANn1AL WEe SEGS PAND3 LYMFHS MONO EOS PI' APIT
-- -------_.

o ngjkg
3521 9.4 22 0 76 2 0 10.8 25.7
3522 13.0 44 0 48 3 0 11.0 24.0
3523 15.7 11 2 77 6 0 11.5 33.5
3524 14.4 9 0 87 4 0 10.8 17.1
3525 11.7 5 0 95 0 0 11.2 36.0
3526 13.1 9 1 85 4 1 11.1 24.9
3527 11.8 15 0 84 1 0 10.8 18.1
3528 15.8 13 1 83 2 0 11.0 35.7
3529 17.7 19 0 79 1 1 9.6 22.9
3530 9.3 15 1 83 0 0 8.0 32.8

MEAN 13.2 16 1 80 2 0 10.6 27.1
STD . 2.8 11 1 12 2 0 1.0 7.0

Su1::chronic Toxicity Study of
Meta-cresol in Sprague Dawley Rats

Female Hematolcgy
Baseline Values

ANIMAL WEe SEGS BANDS LYMFHS MONO EOS PI' APIT

o ng!kg
3651 11.2 6 0 92 0 0 10.8 28.9
3652 10.9 2 2 89 7 0 10.8 28.9
3653 11.5 10 2 85 2 1 10.8 22.2
3654 9.0 8 0 84 7 1 11.2 25.7
3655 7.2 3 0 92 5 0 10.7 19.1
3656 11.5 6 0 86 7 1 10.9 40.5
3657 8.7 4 0 93 2 0 10.6 31.0
3658 5.4 13 0 82 3 0 10.5 38.6
3659 11.4 2 0 93 4 0 10.6 27.7
3660 9.1 9 0 88 3 0 10.6 30.5

MEAN 9.6 6 0 88 4 0 10.8 29.3
STD 2.1 4 1 4 2 0 0.2 6.6
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Table 21
Study No. 5221.07

Subchronic Toxicity Study of
Meta'Cresol in Sprague Da~ley Rats

Hale Clinical Chemistry
Baseline Values

ANIMAL TPRO BAlB GLOB BUN CREA GLUC TBll DBll AST AlT CHOl ALP PHOS K NA CL CO2

o mg/I<g
3521 5.7 3.9 1.8 16.1 0.83 185.7 0.36 C,15 96 35 60.6 188 14.4 QNS CNS QNS 18
3522 6.0 4.1 1.9 20.4 0.82 354.0 0.26 0.12 95 40 55.3 411 11.2 11.0 144 113 21
3523 5.9 3.9 2.0 16.7 0.67 267.2 0.30 0.10 88 50 51.6 345 12.4 QNS CNS CNS 15
3524 6.0 4.0 2.0 16.9 0.78 426.1 0.29 0.11 B6 40 80.2 247 15.0 12.1 145 120 25
3525 6.7 4.3 2.4 20.9 0.73 283.6 0.28 0.09 81 36 55.9 229 13.2 8.7 142 113 26
3526 6.7 4.3 2.4 21.4 0.78 422.6 0.27 0.15 91 50 105.2 2M 14.8 12.5 148 105 21

w 3527 6.4 4.2 2.2 24.3 0.71 242.4 0.30 0.14 84 32 62.4 369 12.2 9.3 146 109 28
~

3528 6.1 4.0 2.1 18.0 0.79 335.4 0.27 0.12 89 39 74.0 280 14.4 12.0 144 106 19
3529 6.2 4.0 2.2 19.1 0.73 316.4 0.25 0.17 73 32 80.9 185 13.0 8.8 145 106 26
3530 6.2 3.8 2.4 23.4 0.69 344.9 0.27 0.04 79 29 76.0 178 13.6 12.4 142 107 22

MEAN 6.2 4.1 2.1 19;1 0.75 317.8 0.29 0.12 B6 38 70.2 270 13.4 8.7 116 BB 22
STD 0.3 0.2 0.2 2.B 0.05 76.0 0.03 0.04 7 7 16.4 B2 1.2 4.8 61 47 4



Table 21 (continued)
Study No. 5221.07

Subchronic Toxicity Study of
Meta-Cresol in Sprague Dawley Rats

Female cl inical Chemistry
Basel ine Values

ANIMAL TPRO BALB GL08 BUN CREA GLUC TBIL DBIL AST ALT CHOL ALP PHOS K NA CL CO2

Omg/kg
3651 6.0 4.2 1.8 16.6 0.64 312.1 0.25 0.11 63 33 74.9 279 13.0 10.5 143 109 26

3652 5.9 4.3 1.6 20.3 0.62 258.2 0.30 0.16 71 35 56.0 330 11.6 7.6 143 109 26

3653 6.4 4.4 2.0 18.6 0.61 287.3 0_26 0.08 76 34 56.3 340 13.6 10.4 140 107 20

3654 6.4 4.4 2.0 19.2 0.71 212.9 0.29 0.05 84 40 81.6 185 12.8 8.9 148 105 25

3655 6.4 4.4 2.0 24.3 0.71 389.3 0.33 1)09 88 41 76.7 305 15.6 14.1 149 104 22

3656 5.8 4.1 1.7 21.3 0.67 325.5 0.21 0.02 66 29 68.2 196 11.4 11.5 144 107 19

3657 6.5 4.5 2.0 18.9 0.68 376.8 0.21 0.17 70 30 86.0 169 12.6 11.4 140 108 19
w 3658 6.9 4.9 2.0 20.5 0.75 345.3 0.21 0.02 93 29 72.5 181 15.6 13.7 147 107 14CXI

3659 6.6 4.9 1.7 27.0 0.70 315.8 0.19 0.16 88 37 76.5 394 16.6 10.7 141 104 22

3660 6.7 4.7 2.0 18.1 0.64 364.3 0.27 0.13 80 28 63.9 158 14.8 ONS ONS ONS ONS

MEAN 6.4 4.5 1.9 20.5 0.67 318.8 0.25 0.10 78 34 71.3 254 13.8 9.9 130 96 19

STD 0.4 0.3 0.2 3.1 0.05 54.9 0.05 0.06 10 5 10.1 86 1.8 4.0 46 34 8
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~NIC 'IOXICITY OF META-cPE.SOL IN
SPR1o...GU"'E ~m.EY PATS

Tne pu:q::cse of this st:l:.dy is to c.ete-~ie the toxic effects of
m-cresol whe.."1 ad:rn.i.ni.S-~ by gavage for 13 w-ee.'<s to Sprague r:ewley
rats.

II. SFONSOR AND "P'.-STING F?CII..ITY'

A. Stx:!:.SOr Name: P.e..sea.--rc:h Tria.n-3'le Institute (RI'I)

B. Sccnsor AutJlorization !:ate: (See last page)

C. Protccol Armroval rate: (See last page)

D. Testi..na Fe.cility: M~ c:robiolcx:]ical JI.5sociate.s Inc. I

5221 River Read
Eetbesda, Maryl2!:d 20816

E. Pr:i-r:cical Investicrator (Studv DL1""9Ctor}: I.cuis T. M.llligan, Th. D.

F. Toxicolo:;ist: ~ S. Levi.TJ.e, D.Sc., D.A.B.T.

III. ~--ST S01ECUI.E

A. Scheduled. Initiation cate: 26 Septe!nl:e.~ 1985

B. Prct:x::s<:d Te.....~'Ilation rate: 26 cec.eml:er 1985

1
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A. Name: m-cresol

Source: Eastman Kodak CcJnl;:any
Rcches'"...er I NY 14650

l-f..anufact:urer: To be supplie:::l.

D:Jt No.: K-14-A

Eatch No.: None

Purity: 99% +

In-hcuse O1eroical No.: 24

C. Safety Prec:c.uticns

Eye: Safety gcq~les

Gloves: 'I'..JO p3.irs of gloves shculd l:::e '"om -men
bar.d1~ the neat chemicalj one :Fair of
gloves should l:::e worn "''he.'''1 har:dling dose
preparations.

Clothing: Protective laboratory clothin:J will be
worn whe.~ hardli.n:r dose prep:l.rations or
r.eat chemical.

Ventilation: Haniling of cpen dosage contai....·1ers
or chemical should be ccn:hl.cted in a
properly vented heed.

RespL...-ator: A respirator fitted with an organic
. vapor (or organic vapor/acid vapor)
. cartridge equipped with a par""..iallate

filter will be used at all tilres wnen
workin:;r wit.~ Cpe.!1 ccnt.aine.....-s and when
~rking in rccms with animals Cose:::l.
with t.'u.s che:!nical.

2
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2. s-oills and I.eak2.ae

Ferscns net we.ari.r.g the apprepriate protective
equ.i~ am cloth..ing should ba restricte:l. frem
an!aS of spills or leaks until cleanup has J:e<:>..n
o::nrpleted.

If m-c:resol or solutions of it are spilled the fallcwir.g
steps should ba taken:

a. Ve."'ltilate area af spill. Eliminate all heat
an:i ignition scurces.

b. Use ver.mi.culite, scdiurn bicarbonate, san::l, or
paper tcwels to absorb t.'r1e aU.

c. Wash area with deterge.'1t an:1 water or Mica
kler.e and wator • Rinse well with wat o .,. •

d. Di.sr:ose of all m::.terial in the cleanup as
1".azardcus wc.s<-...e.

3. waste 2.Irl Dis::::csal Prccedures

Securely package ard lal:el, in double 1:ags, all
solid waste material an:i cJ.i.sI:cse of by
incir.eration or by burial at a seaLYErl lanifill.
Dispose of liquid waste in liquid hazardous waste
drums.

4. ~tion of D::::ses

D::6es will 1:e prepa.."l"'eJ. in the carcir.cgen F.an::Uir~

Rccm, 3m floor, 5221 River Road, Bet."lesda, MD. 20816.

45

3



(-"

"-

Experime.'1t Numte.r 5221. 07

5. Ar".alysis of Solutions

'!he s"-..ability of t..r:.e test solution will be det"'z:mi.'1ed
after s"--..orage for t."J.e same pericd an::l urrler the same
ccn::lition to be u-c:ed in the study.

'Ihe accuracy of fonm.l1ation will be chec.'ced by cmalysis
of S2I!lPles tai.::.en from solutions prepa..re:i for ad:min.istration
during weeks I, 2, 4, 8 ard 13 of treatme.rlt.

V. TEST SYSTEMS

A. An..i!nals

1. st:railVSpecies: Spraq-:e r:awley Rats

2. Number/sex: 130 males/130 ferrales

3. Age: 5-6 wee..tes old at s"--.art of dosing

4. ~lier: O1.arles River Bree::li.nq Ieboratories
I...akevie.... , NY

5. Justification of Test Animal: 'Ihe test ani.'TTIal (Sprague
cavJley Rats) was specified by ti'.s S!XJnsor and is a routirle
laro!.'"atory a.ni1ral utilized in srrall rodent suJ:c.'1rcnic toxicclcgy
sb.:dies.

VI. HCUSlliG

'TI1e animals will be ir:dividlJally r.oused in p;:llyc:a.rt::cnate shoo 1:oxes
marke::l with a test article co::.e and held an stainless s""...ee.l racks
equipped wit.:'l an automatic watering sys'"..E!ll. Heat. t...-reatro hardw-co::l.
c.lllps will be use:l. for cage be::di.ng. Packs will be pericdically
reI;:OSitioned within the rcem to mi.ni1nize 2I'ri effect of variation in
ligtit interlSity, ~ture, etc.

VII. 1>.NIMAL ENVJ::RJNMEN'!'

A. Ternparature: 72° ± 3~

B. Hlnnidity: 50 ± 15%

C. Light cycle: 12 hour cycle

D. Water: Wa.shi.rgt.on Sul::w:ban sanitary O::mmissian Fotar.ac
Flant; mrtreatedi ad libitum.
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F. cage Q1.anqe Sc.."le:fule: cages will be charqed e:ve....:I ot.'1er wee.1<.

G. Feeder Q1ar:ge Sche:hJJ.e: Once w-ee.lcly.

H. P.ad< C'lanqes: FNery ct..'1er wee.1<.

1. Air Q1.cnge: At least 12-15 per hour.

J. P€dd j r.g Cl2.nges: Twice w-eekly.

K. It is not exoecte:l that t.'1e.."'"e are contaminants in t.'1e feed or
water whic..'1 Would i'.ave c.rrj influence on the stL:.dy.

VIII. @.PJl..NTINE

A. An:iJJE.ls will be maintained in qua...'C.l"Itine for 12-16 days. 'The
cleanir.g, fee:li.r:g an:i wateriI:g prccclures will be the sarrce as
desc=ibed 200ve for the test pericd. Animals will be group
hcu.se:i durir.g t.~ quarantine perio:i, but ir.dividually housed at
test w.imal selection.

B. Anilnals will be cOse-""Ved t'Hice Caily for signs of illr.ess or .
death an:i all unusual cJ:se..""V'ations will be repor...ed to tl',e Frir.ci:f2l
Imestigator or Director of Ve+-Qrinary !-!edicine.

c. Animals will be exam1..'1ed dtrdr:g qL1?.xcntir.e ani a:;:proved for use
by the oL..-ector of vete:d.r'.aJ:Y l'f.e:licine prior to beLr;g placed on
test. Healt.~ statlls Evaluation form RA,lQA 11 will be completed
by the Study Director ar.d DL""ector of Veterir.ary l'f..edicine.

IX. RANIXMIY...TION, FlITMAL NtiMBERTI1'G r STATISTICAL A}UoLYSIS

A• P.andc:mi.zation: DJrirq ti'.e quarantine perio:i, trJ.e ani.'l'als will be
. randomized as fo11o,.,"5: S""...art.in::r with one sex of the S?=Oies to l:e
randc:mized, each a.T"JiJr.al wi-ll be weighed, placed into in:lividually
nuIDbered cages arrl ~te:l into one of a nuII1l:er of weight rar.ge
graJFS whidl. are re.sed en suc:essive inte.."""Va1s of 5 grams. The
weight of each is recorde:i on pa;:er. Af""--er all animals have bee.!'1
placed into ti'.eir c?P9ropriate w-eight range grcu-ps, 120 of the ani.'l'21s
with weights closest to t.~e Inedian w"eight will be randcmized.
OUtlie.."1""5 will l:e used for healt.'1 c..'lec.1< evaluation ani ba-~ine
evaluations or killed.

After ti'.e c.H'rcpriate~ of animals per sex have been selec'"2d,
a ran:.om rnnr:ber table will be c:cmputer generated for eac..'1 sex
ani used to allocate ani.'na1.s to a trea:t!nent g:rcup.

5
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E. Numberir:g: AniInals will l:e uniquely consecutively rn.JI!1bered usi.--q
tee clips.

c. statis'"~cs: 'The data will J:e ~ed usir:g analysis of variance
techniques follCM"Ed by a muJ.tiple c:::rq;arison pro::.edu.--re for ceLoc':ir.g
differences beb'n'een pairs of means. Scme pathology arrl clinical
data rray requL""'e nor;pa-"""aIlletric techniques to aid in interpretation.

A. COsiI:g

1. Route: GaV2ge (specified by spenser)

2. Ve..lllcle: COm oil

3. F're:q..lencj: r:aily, approxiIrately the same time eac..'l day,
7 days a wee."<., for a total pedcd of 13 wee.1<s.

4. r:csage Volume: Fiva (5) ml,lkg calculated en an.im2J. I 5 n:cst recent
l:cdy weight.

5. Ccr,;-·ol.s: Receive vehicle alone at the sc.me. dosage voltnne
as treated ani rna' s.

6. Mixi.n:J Freque..'1C'j: cesir:g solutions will l:e mixed on a weeJ.cly
basis.
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A.~"11als will :ce r:>-n::iamly assigned to grcups with tr.e foll(;"w""i~"":tq

design:
Number of Ani..'1'als

Grctm Tre2.tment

1 Negative cont.....--ol

2 m.-cre.sol

3 m-c:=e-c:ol

4 m-cresol

5 Baseline clinical
pat..~lcgy

-rose Level
(rralko/dav)

50

150

450

¥.ale Fem=..le

30 30

30 30

30 30

30 ,-~-
.- 30

10 10

i .... -

'!he taT'l rrale an:l ten female animals in group #5 w.Jl 1:e. sacrifice:1
at st..:dy initiaticn for collecticn of base.line data en heratolcgy
a."rl sennn chemistry.

Ten male arrl. ,te.'1. female arJJrals (select.e:l prier to initation of
tr..e stldy) frcm eac.~ re:mai.nin; group will ce sacrifice::l at 45-days
p::st-tro-atre.."'l.t initiation for clinical ~t:"1alcgy ar.d collection
of tissues for :fCSSbUe later evalt:ation. rrhe following argcns
wi-ll l:e weighed: heart, liver, splesn, brain, kici.."1eys (ir.dividually) I

gor.ads (i..1')jividually), adre.'12.ls ar.d thyroid/parat.~yroid.

c. ClWeal observatiO!"'s

1. AnlJrals will be observed t"wice daily (once in t.~e momir.g ar.d
once in af4"..ern~) seven days per w~te for m::Iriliundityj1ror"'"...aJ.ity 0

Morl....J:und aniIrals unli.'<e.ly to survive until t..~e next obS€...-rvation
will l:e sac:ri£ice.d 2Irl necropsie:i i...imlediate.ly.

2. Eac..lj, an.llnaJ. will 1:e examined Caily fer clinical signs of
toxicity.

:3 • Signs of toxicity noted at oth~ times will 1:e ~rded en
rcx::m sc..'1edu.l.es and 't:ra!1...sfa.-r-red to t.l:.e obseIVation s...~e:et if they
p2-."'"Sist •

4. AniInal Weights - Irrlividual a.ni:mal weights fer test ar.d cont....""Ol
groups will l:e rec:orCErl at initiation (day 1) an::l wecld.y
the..~.
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5. In::liviG:uc.l fes:1 co~ons wi-ll be derived. by c:alcuJ.ati.'"lg
the difference in weight of eac.'1 feed jar plus contents at
the tegir.nin; an:l en:! of the fee::l.inq interval an.:i dividi.'1g by
the numJ::e.r of days involved.

Furrlusccpic (in:iixect cpt.i.a.1.Irosccpy) ani biamicrcsc..."'Pic (slitlaJt;l)
e.xamir.aticr.s will be perfor:red pret.."""eaonent ar-.d at t"!:!tlination cn
all animals desigT'.ated to be t.e...'l'1!l.iI".ated at 13-Wee.1<s.

E. Clinical Pathology

L

2.

'11"..e follcwi.ng hematology (all cn.i.l"1'als fasted ove-"7li.ght) will
be perfonned on t.1}.e 20 anilnals designated for baseline values
(day 1) 1 on 10 males arrl 10 feralesjgroup designated to be
sacrificed at 45 days am. en 10 males an:i 10 fezralesjgroup
designated to be sacrificerl at ta..~.ation of t."'l.e study:

Henx:x;rlcbin
Hernatccrit
Eryt.hrccyte ccunt
Total ani di£fe-rentia.l leukccyte c..-unt
Platiet camt
Retio.1lcx:yte ccunt

'!he follcwir:g clinical c.1}.~,-ry will be det"nUned en seruI:I

saMflles per the hematology sc."'l..e:hlle:

scdium
C:"~oride

Potassium
calcium
Fhcst:horus
Blc:cd creatinine
~
SGPI'
SGOI'
GlUCC6e
B:JN
Direct an::l. total bilirubin
SAP
Total choleste.."P"Ql
All:;um:i.n

Globulin
Total protein

6
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3. Urinalysis will be dete...."'1lli.ne:l on day 45 an:l. at te...'"mi.nation as
outlined for hematolcg'j. 'The follcwi.ng panll'.eters will be
measured:

Specific gravity
FE
Prote.in
Glucose
Ket.ones
BiliIubin
Urobilinogen
Microscopic exami.r~tion

PO. Nec::opsy am H.i.stopat.rucgy:

1. A c::::Ir;Jlete, detailed necropsy will be :p=-~onr.ed on all animals.

2. Anilnals t.'"1at die or are sacrificed prior to t.'le scheduled
sacrifice will be nee:::'OpSied as seen as p=ssilile aft"'.... death .
Animals that can not be nec:cpsied .i1rnnediately will J:e stored
in a refrigerator until nec:copsy bL.-rt no lor.ger t."1cn 24 hours.

3 . Frcm all animals en study I except those desigT'.ate:;:1. for baselir.e
clinical chemist...ry the follcwinq tissues will be collee-...eJ.
an::l. pre.ser.red in buffered fonnalin.

--
\.._'

All grass lesions
Brain (3 levels)
Eye
Pituitary
Salivary glarxi
rIeart
Thymus
'Ihyroid (wit.~ parathyroid)
!J..Jn;;s ('.rith mainstem bronchi)
Trachea
Esophagus
St.crach
SIrall ani large intestine
J..drenals
Par.creas
Liver
Kidnevs
trri.naXy bladde1:"
Testes
Prc:state
ovaries

9

COrpus an:l. ca..,.."ix U"'...e=i
Spleen
Eone (wit."l. marrcw)
Skeletal Im.lSC.1e
Lymph na:ie
Spinal cord
Mclmnal:y gla.n::l
Aorta
Sciatic ne..rye



." .-

."":.,:
'",::,..

-".- ~

4. His'--..opat.':.olcgical evaluation wi-ll :00 p=-'>"'fonr.ed on all abnoGlal.
tissues am lesior..s of all animals on st"udy. All lis'--...e:1
tiss..res will be save:i L-rcm all rats at t..'1.e 45-dav sacrifice
for t:CSsible fubJre evaluation. All t.'1.e al:cve llste:::l. tissues
wi-ll be evaluated on all anilrals sacrificed l:::ecause of a mori:..'"'1Z:d
cor:dition, t.'1.csa that die on test, ar.d all central an::l high-
dose an:i!rals sacrificed at the 13 week. te.nnination.
Histcpat.'1.o1ogy in tl'.e mid ard lew dose groups will only J::e
req:uired for gross lesions ard apparent target orga.'1S. Target
orgar.s will be deta.~e:i frcm. previous st:dies, clinical
data, am t.~e ~..cpatl:.ology in the high-de-e:e level group.
All lesions will be rated accord.irq to tl:eir S€Verity.

5. At tenninal sacrifice, in addition to te.'"ll'I.i._~ b::dy weight,
the heart, liver, spleen, brain, kidr.eys (irdividually) I

gonads (iniividually), adrenals and thyroidjp2-""'at.'1.yroid wi' 1
be i.;eigr..ed to t..'rree significant figures. ersan w'eight to
b::dy weight ratios will be CC1'llp1..'ted.

G. Statistical Froca:h.Jres:

L""l gene-"?O.1, the data will be ex,JniI:e:i using analysis of variance
techniques follewe:i by a !Iil.lltiple cornparL~n prc:c.edure fer det.....~ic":g

diffe-re..'1ces l:et"...-een~ of Ine:Ons. Scme anatcmical an::! clinical
pathology data nay require ncnparametric te:::Imiques to aid in
interpretation.

Abnom.al obse..~ticns, b::dy weights, feed cor.sumpticr.s, dose
fo:orulation d.ca.Jmentation, and gene.."'2..l study CCIm'i'e.'1ts will be
reeorde:i in lal:oratory noteb:aks. Clir>.ical la1:oratory data
will be recorded in note:t:coks or will be d.iroct i.'1S"'"..IUInent or
computer output. Pathology data, L""!Cluding orga'1 weights, vr-ll
be recorde:i en in::lividual leese-leaf pathology sheets (one per
animal). At t..'1.e ccmpletion of t.'1.e study, all data ar.d speclll'.e.'1S
will be t.rar..sfe....-z-e:i to t..~ Quality J>..ssurance unit for ~<..Crage b
the test lal:oratory crn=.-uves.

'TIle follcwi.r:g data will be collee---ed ard included in the fir2.l report:

o sections en irrt..""'O:fuct.icn, materials ar:d It'et..~cds, conclusions ard
disclssion

o Results of all c:'lemical analySes
o Abnonral ao:eaI'2.nCE or behavior
o Ir.dividual"2n:i mean 'r::x::t:::I weights irJ.tially an::! w'ee..1.d.y th.."'"OUgh

13W-ee..'<s
,0 Results of the Cphtha.1m::llcgical examination

o
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o Irxlividual an::1 mean he.matolo;y, bleed. c.'1E!tlis""....::;{ arrl urinalysis
as outlined.

o Irrlividual an::l tre2Il organ w-eights (heart, liver, splee..Tl, brai..j,
kidneys I gonads I ad..--enals, ar:d thyroidjpa.."'"at..-ryroid) frcm 211
an.imals at t.e.rmir..ation

o In::lividual necrcpsy cbservatioI"1"s of all aniIrals
o Ir:diviCu2.l hist....~thology of tissues as cutlir:e::i.

All raw data pe.rtaini.r.g to tr..e ccn:iuct of this study includL"1g the
final report will :ce retained as the regulatiens require in t..'1e ~uves
at Micrcbiological Asscciates Ir.c., 5221 River Read, Eethe.sC!a, MD
20816. If at sane tiJre in t...'1e future crrj of these data are to re
dj scc:tded, t.....~ sponsor wi-ll be first notified to c.btain perimissicn.

XII.

XIII.

All prcce::iures hOt S?=Cified in this protocol will be r:erfor:ned in
a~rd2.nce ....n.t.."l the HiCI:"""'--biolcgical ~..sscciates Inc. Star:dard eperatir:g
~o;S I }l'.anual an:l in c:::rtipliaJ"1_ce wit':L t..'l-J.e P"1-A' 5 .C-co:i L:.l:oratory
P1:ac+-..ice Re;ulations.

Alte.ratiCr".5 of tr..e st:l:.dy may te made a...~~!" the study [l...2.S :been
initiate:l. In t.'le event that tr..e 51=Cnsor verbally aut.'"lorizes a
C'-~e in protocol, such c:h.ange will l:e honored by Mi c:cbiolcgical
Asscciates Ir'.c. F..cwever, it is tr.en t[1..e re..st:orlSibil i tv of tl:e
~r to produce writ:"....en ve.-~icaticn of t.~ ver'-...al ~J.r..horization,
wmc.."l will result in the issuance of. an official proto::ol c..11\e..r:ciIne..'1t.

1. L.T. M.llligan, Fh.D: Prir.cipal Inve.stigatorjStt:dy DL""'ed"...or

2~ Ean:y S. Levine, D.Se., D.A.B.T.: Toxicolcg~

3 • !JJcas H. Bren1'1ecke, V.M. D., B1.. D.: Veteri.n2.Iy Pat..~olcgist

4. John 11ille:!:", DVM, Ac::I.ll]1: Ie.boratoI)" _~.al veterinari2.Il

5. Harold J. Paulin, M. S., Clemi..st

6. Jean L. causer, B.S.: Cpe......-a.tions Supervisor

7. Nona S. F'.arte."'1, M.A.: QUalit'J )...ssurcnce

.1
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REFERENCFS

1. Contract with Research Triangle Institute.
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ORIGINAL

Date: september 24, 1985

Study No. : 5221.07

Title: SUl:chronic Toxicity of Meta-cresol in Sprague rawley Rats

Arner.dment:

1. Page 1, Part nI, Section A: SCheduled Initiation Date: 3 O:±ober 1985.

(, --Q..l~
section B: Scheduled Te!:mi.nation 03.te: 2 J~""~'rV 198~ c.,pr ~_.-.1 'Y" IO{l':ll

Reason: Insufficient number of arilinals available from original shipment.

:2. Page 3, Part rJ, section C, No. 2c: Ch.arge ''Micoklenel1 to "Mi.kroklene. 11

Reason: Misspelle:l in protccol.

3. Page 5, Part IX, section A: Randcnnization: 130 an:l not 120 aniJnals will
be randomized.

Reason: Incorrect in protccol.

4. Page 7, Part XI Section c, No. :2: Clinical Observations: Change "examined
daily" to "examined weekly."

Reason: Incorrect in protocol.

Date

SJ-~~~
SpOnsor _ Date I •
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Received by RA/QA

stJEaffiONIC 'TOXICITY OF META-cm;sOL rn
SPRAGUE DAWlEY RA'IS

I. FURFOSE

The PUl1?Ose of this study is to detennine the toxic effects of
m-cresol when administer€rl by gavage for 13 weeks to Sprague Dawley
rats.

II. SroNSOR AND TESTlliG FACILITY'
'1'.-

A. Sponsor Name: Research Triangle Institute (RI'I)

'. "

B. Sponsor Authorization Date: (See last page)

C. Protocol Approval Date: (See last page)

D. Testing Facility: Microbiological Associates Inc.,
5221 River Road
Eethesda, Maryland 20816

E. Principal Investigator (study Director): louis T. Mulligan, Ph.D.

F. Toxicologist: Barry S. levine, D.Se., D.A.B.T.

III. TEST SCHElJJI.E

A. Scheduled Initiation Date: 3 october 1985

B. Proposed Termination r:ate: 2 January- 1985

THIS PAGE REvrS:D-

Signature
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2. Spills and Leakage

Persons not wearing the appropriate protective
equipment and clothing should be restrictec1 from
areas of spills or leaks until cleanup has been
coopleted.

If m-cresol or solutions of it are spilled the following
steps should be taken:

a. ventilate area of spill. Eliminate all heat
and ignition sources.

b. Use vermiculite, scdium bicarbonate, sand, or
paper towels to absorb the oil.

c. Wash area with detergent and water or Mikroklene and
water. Rinse well with water.

d. Dispose of all rraterial in the cleanup as
hazardous waste.

3 . Waste and Diswsal Prccedures

securely package and label, in double bags, all
solid waste material and dispose of by
incineration or by burial at a secured landfill.
Dispose of liquid waste in liquid hazardous waste
drums.

4 . Preparation of Doses

Doses will l:e prepared in the Carcinogen Handling
Room, 3rd floor, 5221 River Road, Bethesda, MD. 20816.

THIS PAGE REVISED

s-:q, I. cJ

9h 1'/91"
D~to,----------_.._--._--



, .,:.

:"-".=-

Experiment Number 5221. 07

F. cage Olange Schedule: cages will be changed every other week.

G. Feed.er Change Sch.edule: Once weekly.

H. Rack Changes: Every other week.

I. Air Change: At least 12-15 per hour.

J. Bedding O1anges: 'tWice weekly.

K. It is not expected that there are contaminants in the feed. or
water which would have any influence on the study.·

VIII. QUARANTThTE.

A. Ani.Jnals will be maintained. in quarantine for 12-16 days. The
cleaning I feeding and watering procedures will be the same as
described above for the test perioo.. Animals will be group
housed during the quarantine perio:i , but individually housed at
test animal selection.

B. Ani.rrals will l::e observed twice daily for signs of illness or
death and all unusual observations will be reported to the Principal
Investigator or Director of Veterinary Medicine.

c. Animals will be exa:mi.ned dur.i.ng guarantine and approved for use
by the Director of veterinary Medicine prior to being placed on
test. Health status Evaluation fonn RA/QA 11 will be COltpleted
by the Study Director arii Director of veterinary Medicine.

IX. RANOOMIZATION, ANTI1AL NUMBERING, STATISTICAL ANALYSIS

A. Randomization: o.rring the quarantine pericx:1 , the animals will be
randomize:l as follows: starting with one sex of the species to l:;e
randomized, each animal will be weighed, placed. into individually
numbered cages and. separated into one of a number of weight range
groups which. are based on successive intervals of 5 griuns. The
weight of each is recorded on paper. After all an.iIrals have been
placed into their appropriate weight range groups, 130 of the animals
with weights closest to the median weight will be randomized.
outliers will be use:i for health check evaluation and baseline
evaluations or kille:i.

After the appropriate nurrber of animals per sex have been selected,
a random nurrJ:er table will be COIrq:luter generated for each sex
and used to allocate animals to a treatment group.

_--.--...--:--------""""..-.:J-==~
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Experiment NLn'nber 5221. 07

Treatment Groups

AniInals will be randomly assigned to groups with the following
design:

Number of Animals
D:Jse Level

~ Treatment (nq/kglday) Male Female

1 Negative control 30 30

2 m-cresol 50 30 30

3 m-cresol 150 30 30

4 m-cresol 450 30 30

5 Baseline clinical 10 10
pathology

The ten IT'ale and ten female an:iJnals in group #5 will be sacrificed
at study initiation for collection of baseline data on he!ratology
and serum chernistJ:y.

Ten male and ten female aniJnals (selected. prior to initation of
the study) from each rerraining group will be sacrificed at 45-days
p-Jst-tJ:eat:rnent initiation for clinical patholcgy and collection
of tissues for possbile later evaluation. The following organs
will J:e weighed: heart, liver, spleen, brain, kidneys (individually),
gonads (individually), adrenals and thyroid/parathyroid.

C. Clinical observations

1. AniJnals will be observed twice daily (once in the morning and
once in afternoon) seven days per week for ooribundityjmortality.
Moribund animals unlikely to survive until the next observation
will be sacrificed and necropsied i.Imne:liately.

2. Each aniJnal will be examined weekly for clinical signs of
toxicity.

3. signs of toxicity noted at other times will be recorded on
room schedules and transferred to the observation sheet if they
persist.

4. AniJnal Weights - Individual animal weights for test and control
groups will be recorded at initiation (day 1) and weekly
thereafter•,

,.' -
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ORIGINAL

Date: october 16, 1985

Study No.: 5221.07

Title: SUbchronic Toxicity of Meta-cre.sol in Sprague cawley Rats

Amer.dment:

5. Page 7, Part X, Section B: Treatment Groups: r:elete the follcwing sentence.
liThe following organs will l:e weighed: heart, liver, spleen, brain,
kidneys (in:llvidual1y), gonads (iniividually), adrenals am thyroid!
parathyroid.

Reason: Per 0; SO.lSsion with the Sp::msor, organ weights are not necessary
at the 45-day interim kill.

6. Page 8, Part X, section E, No.1: .Add prothrambin time (PI') and activate::i
partial thrcmkx:plastin time (APIT), and delete platelet count.

Reason: Pr and APIT are i:etter estim:tes of clotting potential than
platelet COImt.

C=ZP-~~-ii
Sponsor

Date

Date

(;0J ,.
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Experiment NtmU::er 5221. 07

Trea:bnent Groups

AniJnals will be randomly assigned. to groups with the following
design:

Number of AniJrals
Cose Level

Group Treatment (ITglkg/day) Male Female

1 Negative control 30 30

2 rn-cresol 50 30 30

3 m-cresol 150 30 30

4 m-cresol 450 30 30

5 Paseline clinical 10 10
pathology

The ten nele and ten female animals in group #5 will be sacrificed
at study initiation for collection of baseline data on hematology
and serum chernistI:y.

Ten male arii ten female anilnals (selecte::1 prior to initation of
the study) from each reI1'aining group will be sacrificed at 45-days
post-treabnent initiation for clinical pathology and collection
of tissues for possbile later evaluation.

C. Clinical Observations

1. A.n:iIrals will be obSeIV'ed twice daily (once in the morning and
once in afternoon) seven days per week for moribundity/mortality.
Moribund anilnals unlikely to sw:vive until the next observation
will be. sacrificed and necropsied innned.iately.

2. Each animal will be examined weekly for clinical signs of
toxicity.

3. signs of toxicity noted at other tbnes will l:e recorded on
room schedules and transferred. to the observation sheet if they
persist.

4. Animal Weights - Individual animal. weights for test and control
groups will be recorded. at initiation (day 1) and weekly
thereafter.
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ExI;.€rilnent Ntmtoer 5221.07

Individual feed consumptions will be derived by calculating
the difference in weight of each feed jar plus contents at
the be:Jinning and end of the feeding interval and dividing by
the number of days involved.

D. Ophthalmoscopy

FUnduscopic (indirect opthalrnoscopy) and biomicroscopic (slitlarop)
examinations will :be perfonne::1 pretreatment and at termination on
all animals designated to be terminated at 13-weeks.

E. Clinical Patholcgy

1.

2.

t.Ihe following hematology (all ani1na1s fasted overnight) will
be performe::1 on the 20 anilnals designated for baseline values
(day 1) I on 10 males and 10 females/group designated to be
sacrificed at 45 days and. on 10 males and 10 ferrales/group
designated to :be sacrificed at termination of the study:

Hem::x;lobin
Hematocrit
Erythrocyte count
Total and differential leukccyte count
Prothrombin time (Pr)
Activated partial throrrboplastin time (APIT)
Reticulocyte count .

t.Ihe following clinical chemistry will :be determined on serum
sanples per the hematology sche::hJ.le:

sodium
Chloride
Potassitnn
calcium
Phosphorus
Blocx:1 creatinine
0:>2
SGFT
SGOI'
Glucose
roN
Direct and total bilirubin
SAP
Total cholesterol
Albmnin
Globulin
Total protein

8



ORIGINAL

Date: November 26, 1985

study No.: 5221. 07

Title: SUbd1roni.c Toxicity of Meta-cresol in Sprague Dawley Rats

Amerrlment: g.
4 9

7. Page~, Part VII, section E, Feed.: SUbstitute ltR.1rina stan:lard lab cho;.;l'
with "Purina Rcdent 01.cw No. 5001."

Reason: omitted in protceoL

8. Page 5, Part VII: Add the followi.ng: Section L. Roam Number: Room #369

Reason: Not included in protocol.

9. Page 5, Part VIII, Quarantine, Section B: Unusual obseJ::vations
.::'; durinq the quarantine perio:i can also be re:fCrt.ed to the study Toxicolo:j'ist."

Reason: Quitted in protocol.

10. Page 9 1 Part X, section F, No •.2: If necessary / anilnals which die on
test are stored in a refrigerator until ..1eCI"'OpSy but no longer than 16 hours.

Reason: Incorrectly stated as 24 hours in protocol.

\,

Date
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ExperiJnent Number 5221. 07

5. Analysis of Solutions

111e stability of the test solution will be dete.nnined
after storage for the same pericxl and under the same
condition to be used in the study.

'!he .accuracy of formulation will be checked by analysis
of samples taken from solutions prefaZ'Ed for
administration during weeks 1, 2, 4, 8 an:i 13 of
treatment.

v. TESI' SYSTEMS

A. Anilnals

1. strain/SpeCies: Sprague Dawley Fats

:2. N1.mll:erjsex: 130 malesj130 females

3. Age: 5-6 weeks old at start of dosing

4. SUpplier: Olarles River Breeding 1.al.Qratories
lakeview I NY .

5. Justification of Test AniJ:nal: '!he test animal (Sprague
I::awley Rats) was specified by the sponsor an:i is a routine
laOOratory animal utilized in small rcdent suJ:chronic
toxicology studies.

VI. HOOSrnG

'!he arrilnals will be individually housed in polycarl:x:mate shoe boxes
marked with a test article co::1e and held an stainless steel racks
equipped with an autclrratic watering system. Heat treated hardwocd
drips will be used for cage bedding. Racks will be pericdical1y .
repositioned within the room to minimize arr:J effect of variation in
light intensity, temperature, etc.

VII. ANIMAL ENVIFDNMENT

A. Terrperature: 720 ± 3ar-

B. Humidity: 50 ± 15%

c. Light Cycle: 12 hour cycle

D. Water: Washington SUbuI:ban sanitaIy cemmi.ssion Potomac
Plant: untreated: ad libitum.

64
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ExpeJ::l1t1eI1t NLImber 5221. 07

E. Fee::1: Purina :Rcdent Olcw No. 5001.

F. Cage Olange Schedule: cages will be chan:Jed ff!'Iery other week..

G. Feeder Ola.n3'e Schedule: Once weekly.

H. :Rack Olanges: Every other week.

I. Air Change: At least 12-15 per hour.

J. Pedd i ng Olanges: 'IWice weekly.

K. It is not expected that there are contaminants in the fee:! or
water which would have arrj influence on the study.

L. Room Number: Room #369.

CUABAN'I'WE

A. Anilrals will be maintaine:i in quarantine for 12-16 days. '!he
cleaning, feeding and waterm; p:rc:ce:1ures will be the same as
described aJ:::ove for the test pericd. Anirrals I'rill be group
housed during the quarantine pericd, but i.n::lividually house:l at
test aniJnaJ. selection.

B. Anilrals will be cbserve:i twice daily for signs of illness or
death and all unusual observations will be reported to the Principal
Investigator, study Toxicolcgist or Director of Veterinary Medicine.

c. Anbrals will be examined during quarantine and approved for use
by the Director of Veterinary Medicine prior to bem; placed on
test. Health status Evaluation fonn RA/QA 11 will be completed
by the Study Director and Director of Veterinary l'f.e:licine.

IX. RAN'CCMIZATION r ANIMAL NUMBERING, STATISTICAL ANALYSIS

A. Randanization: DJring the quarantine pericd, the aniJrals will be
rarrlc:mi.zed as follows: Starting with one sex of the species to be
:ran::km1.ized, each an.i.lnal will be weighed, placed into i.n::livichJa.lly
numbered cages and separated into one of a numl::er of weight range
groups which are based. en sucx:essive intervals of 5 grams. '!he
weight of each is recorded on paper. After all animals have I::een
placed into their appropriate weight range groups, 130 of the animals
with weights closest to the median weight will be randamized.
OUtliers will be use:1 for health check evaluation and baseline
evaluations or killed.

65
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Experi.Inent l\Ur'rLl:e.r 5221. 07

3. Urinalysis will :be determined on day 45 an::1 at te.nnination as
outlined for hematology. 'I11e following parameters will :be
mea..sured:

Specific gravity
pH
Protein
Glucose
Ketones
Bilirubin
Urabilincgen
Mict"OSO:lpic ~.ation

F. Neacpsy an:i HiS-...cpati'~ogy:

1. A COIl'lplete, detailed neaopsy will be performed on all animals.

2. AniInals that die or are sacrificed prior to the scheduled
sac::ifice will :t:e. necropsied as soon as possible after death.
Animals that can r.ot be necropsied imnediately will be stored
in a refrigerator until necropsy but no longer the......"1 16 hours.

3. Frcm all a.niIrals on study, axcept those designated for raseJ.ine
clinical c.henistry the follCMi.ng tissues will l:e c.)llected
arrl preserved in buffered formalin.

All gross lesions
Brain (3 levels)
Eye
Pituitary
Salivary glarrl
Heart
'Thymus
'Thyroid (with pa...rathyroid)
I.ungs (with reinstem bronchi)
Trachea
Esophagus
Stomach
Srrall ar.d large intestine
l>-..drenals
Pancreas
Liver
Kidneys
Urinary bladder
Tes""....es
Prostate
CNaIies

9

, Corpus ar.d cervix uteri
Spleen
Eone (with Ina..rr'CW)
Skeletal muscle
Lymph nede
Spinal cord
Mamrrary glarrl
Aorta
Sciatic nerve
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Date: August 21, 1986

Study No.: 5221. 07

Title: SUbchronic Toxicity of Meta-cresol in Sprague Dawley Rats

Amer:dment:

11.

12.

Tne interim sacrifice was conducted Oller a two-day period (test days 46
ani 47), and the tenn:inal sacrifice was corrlucted over a three-day
period (test days 92, 93 and 94) •

Reason: '!he lazge I1lIII1ber of a.n.inlals in the s'bJdy did not allcw
necropsies and clinical pathology evaluations to l:e cor.ductEd. in one day
at either the interim or termi.nal sacrifice.

Page 6, Part X, Section A, No.3:

"for a total perio:i of 13 weeks" should read "far a pericd of thirh:en
weeks or until sacrifice.

Reason: Required due to staggered sacrifice schedule.

13 . Page 8 J Part XI Section 0:

[;elete "arrl biomi.croscopic (slitlarnp)".

Reason: Incorrect in protccol ; it was ne'V'er interrled to be done by the
opht.ha1.1rDlogist. .

Date 67
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rete: August 27, 1986

Study No.: 5221.07
,

Title: SUbc:hronic Toxicity of Meta-cre.sol in Sprague tawley Rats

Amendment:

14. Page 4, Part VII, section E, Fee::i: Delete entire section.

Reason: section E was listed twice, on bottom of page 4 ar.d at the top
of page 5. 'nle li.stin:J on page 5 included a better description of the
feed.

~~1~

c;;;--~~~
sr:onsor Approval \~ Date

- L1:. ~~'J ~.'

c;.. U \..H_-t....(
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Date: september 5, 1986

study No.: 5221.07

Title: SUl::chronic Toxicity of Meta-eresol in Sprague Dawley Rats

15. Alterations in the measurements of the following clinical patholO3Y
parameters occurred as follows.

calcium was not measured at
pretest or at the interim
sacrifice.

urinary hemcglobin was
evaluated.

Reason

Technical error.

'!he "dipsticksll use for
urinalyses contained hemcglobin.
'!he results were included in the
final report.

Date
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QUALITY ASSURANCE STATEMENT

Study Title: SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE
DAWLEY RATS

Study Number: 5221.07

Study Director: L. Thomas Mulligan, Ph.D.

Initiation Date: October 3, 1985

Review Completed Date: September 23, 1986

This study has been divided into a series of phases. Using a
random sampling approach, Quality Assurance monitors each of
these phases over a series cf studies. Procedures, documenta
tion, equipment, etc., are examined in order to assure that the
study is performed in accordance with the U.S. FDA Good
Laboratory practice regulations (2lCFR58), the U.S. EPA GLPs
(40CFR792 and 40CFR160), and the OECD guidelines and to assure
that the study is conducted according to the protocol.

The following are the inspection dates, phases inspected, and
report dates of QA inspections of this stUdy.
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DATES/PHASES

;PECT ON 85/09/20 - 85/09/20,TO STUDY DIR 85/09/20,TO MGMT 85/09/20

PHASES: PROTOCOL REVIEW

INSPECT ON 85/12/26 - 85/12/26,TO STUDY DIR 85/l2/26,TO MGMT 85/12/30

PHASES: DOSE PREPARATION

INSPECT ON 86/04/10 - 86/04/l4,TO STUDY DIR 86/04/14,TO MGMT 86/09/23

PHASES: DATA REVI~w

INSPECT ON 86/05/13 - 86/05/13,TO STUDY DIR 86/0S/13,TO MGMT 86/05/13

PHASES: PATHOLOGY NARRATIVE REVIEW

INSPECT ON 86/08/28 - 86/09/02,TO STUDY OIR 86/09/02,TO MGMT 86/09/23

PHASES: FINAL REPORT

This report describes the methods and procedures used in the
study and the reported results accurately reflect the raw data
of the study.

Date
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Final Rep:lrt
Study No. 5221.07

APPENDIX A

'IW>-WEEK RANGE-FINDING/EXPlO:RA'IORY SIUDY OF META-cRE'SOL
IN SPRAGUE DAWlEY RATS

72
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Study No. 5221.07

T~O ~EEK RANGE·FINDING/EXPLORATORY STUOY OF META-CRESOL IN SPRAGUE DAWLEY RATS
MALE BODY ~EJGlIT DATA (g)

Test

OilY o mg/kg/day 5 mg/kg/day 10 mg/kg/day 25 mg/k.g/dilY 50 mg/kg/day 100 mg/kg/dilY
. ---_ .. -~-_._--_.. . ..: .......... ~ -... ._----- ........... ...... ----_ ....... -----_ ... -_ .. _.... . ... -_ ... -----.- ..

DAY 1 153_0 :t 8.2( 10) 157.4 :t 10.4( 10) 161.7 :t 11. 2( 10) 154.1 :t 13.3( 10) 157.1 :t 12.1( 10) 158.7 :t 13.6( 10)

DAY 8 207.2 :t 10.0( 10) 213.4 :t 11.2( 10) 222.7 :t 16.3( 10) 210.7 :t 20.9( 10) 216.7 :t 17.0( 10) 211.3 :t 23.0( 10)

DAY 15 255.0 :t 15.4( 10) 258.9 :t 15.5( 10) 272.0 :t 2B.6( 10) 255.8 :t 23.3( 10) 266.1 :t 21.3( 10) 256.7 :t 23.9( 10)

Results presented as mean ± standard deviation ( II )



Study No. 5221.07

TYO YEEK RANGE' FINDING/EXPLORATORY STUDY OF META-CRESOL IN SPRAGUE DAYLEY RATS
FEMALE BODY YEIGHT DATA (g)

Test
Day o mg/kg/day 5 mg/kg/day 10 mg/kg/day 25 mg/kg/day 50 mg/kg/day 100 mg/kg/day

~ ........................... . ..... _---_ ....... ...... _----- ...... --_ ... ------ .. - .. - - .. - ........ _-_ ... .._--_ ............

DAY 1 123.6 t 10.0( 10) 126.6 t 7.4( 10) 120.6 t 5.7( 10) 120.0 t 4.5( 10) 125.1 t 6.0( 10) 129.7 t 6.6( 10)

DAY 6 153.0 t 26.3( 10) 157.7 t 31. 1( 10) 156.9 t 16.7( 10) 157.2 t 21.4( 10) 169.8 t 10.6( 10) 168.0 t 11. 9( 10)

DAY 15 181.0 t 21.3( 10) 164.4 t 31.6( 10) 173.6 t 25.2( 10) 177.5 t 27.1< 10) 19().6 t 16.3( 10) 192.3 t 13.7( 10)

Results presented as mean t standard deviation ( N )



Study No. 5221.07

TWO WEEK RANGE· FINDING/EXPLORATORY STUDY OF META· CRESOL IN SPRAGUE DAWLEY RATS
MALE FOOD CONSUMPTION DATA (g/day)

Test
week o IDg/kg/day 5 IDglkg/day 10 mg/kg/day 25 mg/kg/day 50 IDg/kg/day 100 IDg/kg/day

a. __ ••.•••• __ ••• . .. .. .. .. . .. .. .. .. .. .. .. .. . - .. - ... - .... - .... ...................... - .. -.... .-._- ... -_ .. -.-- ......... ---- .. -

WEEK 19.9 1 1.0( 10) 20.7 1 1.1( 10) 20.1 ± 4.7( 10) 21.5 1 3.1 ( 10) 21.0 1 1. 7( 10) 19.1 ±. 3.0( 10)

WEEK 2 25.3 1 6.9( 10) 25.3 1 2.9( 10) 23.0 t 8.7( 10) 22.9 1 2.7( 10) 23.71 1.7( 10) 23.4 1 2.8( 10)

Results presented as IDean ± standard deviation ( N )
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Study No. 5221.07

fWO WEEK RANGE'FINDING/EXPLORATORY STUDY OF META·CRESOl IN SPRAGUE DAWLEY RATS
FEMALE FOOD CONSUMPTION DATA (g/day)

Test
Week o mg/kg/day 5 mg/kg/day 10 mg/kg/day 25 mg/kg/day 50 mg/kg/day

. . . . .. . . . .. .. .. .. -- .. .. .. .. .. - -....... - _....._... -_.~- .......... ---- .. -.....................
WEEK 15.1 ± 4.9( 10) 17.0 ± 5.1( 10) 18.1 + 1. 0 ( 9 )16. 7 ± 3.6( 10) 19.8 ± 4.5( 10)

-

\lEEK 2 18.2 ± I.H 10) 19.9 ± 4.5C 10) 17.5 t 3;0( 10) 12.0 t 1l.3( 10)* 15. I t 5.1( 10)

* .. Statistically significant difference from control group
using ANOVA and Dunnett's f-Test (p<=0.05).

Results presented os mean ± standard deviation ( N )

100 mg/kg/day

18.2 t 1.7( 10)

13.5 t 5.8( 10)



Study No. 5221.07

T~O ~EEK RANGE-FINDING/EXPLORATORY STUDY OF META-CRESOL IN SPRAGUE DA~LEY RATS

MALE BODY ~EIGHT DATA (g)

';.:

ANIMAL NUMBER DAY 1 DAY 8 DAY 15

DOSE LEVEL

o mg/kg/day 2281 152.4 210.7 267.1
2282 163.6 217.9 269.8

2283 160.8 214.5 274.6
2284 152.8 207.3 256.8
2285 156.9 215.8 266.5

2286 142.3 194.0 253.2
2287 149.6 208.1 236.9
2238 154.5 203.4 242.7

2289 137.5 186.6 227.4
2290 159.9 213.4 254.6

5- mg/kg/day 2291 166.8 225.0 277.4
2292 172.6 229.3 276.3
2293 157.0 211.6 260.6
2294 155.6 209.9 252.9
2295 152.6 207.5 236.8
2296 157.6 224.4 280.8
2297 153.5 207.1 253.3
2298 156.2 211.7 258.9

--' 2299 134.7 190.6 237.5
2300 167.3 216.7 254.2

10 mg/kg/day 2301 145.5 200.2 254.1
2302 150.9 210.8 226.9
2303 171.8 235.7 288.8
2304 165.2 221.6 264.2
2305 144.3 194.6 226.3
2306 177.1 238.6 299.6
2307 162.7 231.9 293.4
2308 162.4 219.2 271.5
2309 167.7 239.3 296.4
2310 169.9 235.5 299.2

25 lI1l;I/kg/day 2311 152.7 205.5 248.0
2312 135.9 183.3 230.0
2313 162.0 221. 1 259.8
2314 166.7 229.9 279.8
2315 142.9 188.4 239.8
2316 162.7 221.8 266.5
2317 176.0 243.9 299.3
2318 135.5 182.0 221.3
2319 152.3 221.9 263.5
2320 154.2 209.6 249.9
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Study No. 5221.07

/" " T~O ~EEK RANGE-FINDING/EXPLORATORY STUDY OF META-CRESOL IN SPRAGUE DA~LEY RATS
MALE BODY ~EIGHT DATA (g)

ANIMAL NUMBER DAY 1 DAY 8 DAY 15
DOSE LEVEL

50 mg/kg/day 2321 158.4 215.9 272.9
2322 146.3 203.0 253.6
2323 164.4 224.4 280.4
2324 145.0 198.1 236.4
2325 166.6 230.2 269.7
2326 136.6 195.5 248.9
2327 159.8 219.3 285.5
2328 159.0 220.2 261.5
2329 178.9 252.4 306.9
2330 155.9 208.1 245.6

100 mg/kg/day 2331 158.4 211.0 261.3
2332 161.4 209.5 265.3
2333 160.3 208.0 238.4
2334 154.9 193.8 246.3
2335 158.2 205.6 246.4
2336 179.9 248.9 303.5
2337 146.4 205.9 247.1
2338 135.6 194.7 244.3
2339 180.0 254.0 289.3
2340 152.0 181.8 225.3
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St~ No. 5221.07

~,

T~ YEEK RANGE·FINOING/EXPLORATORY STUDY OF HETA-CRESOL IN SPRAGUE DAYLEY RATS
FEMALE BODY YEIGHT CATA (g)

, .

ANIMAL NUMBER CAY 1 CAY 8 OAY 15

DOSE LEVEL --'

o mg/kg/day 2341 144.3 166.3 202.0
2342 118.0 161.4 189.9

2343 116.8 123.4 143.8

2344 129.2 181.3 199.2

2345 113.5 102.8* 152.8

2346 130.9 175.5 185.2

2347 130.4 171.0 201.6

2348 111.6 159.5 189.6

2349 122.6 164.1 187.1
2350 119.0 125.0 158.4

5 mg/kg/day 2351 127.8 175.2 203.7

2352 120.7 158.8 187.5
2353 138.1 185.8 213.2

2354 124.8 170.1 202.2
2355 ; 19.5 91.7* 106.3

2356 118.8 172.4 189.2

'"
2357 122.1 155.6 177.6

r 2358 136.5 188.5 215.0
;':-5,~

.... '-,;. .. 2359 122.1 164.5 183.6

2360 135.4 114.6* 166.0

10 mg/kg/day 2361 113.8 154.0 186.6
2362 117.0 159.2 175.6
2363 115.8 166.1 190.3
2364 128.4 169.2 193.2
2365 124.1 159.8 142.3
2366 119.0 165.7 195.3
2367 131.1 169.8 180.4

2368 118.0 154.0 172.5
2369 123.8 164.7 184.8
2370 117.4 106.2* 116.6

25 mg/kg/cay 2371 112.4 166.9 198.5
2372 121.2 155.7 171.9

2373 115.4 151.5 173.9
2374 125.0 160.1 190.7

2375 124.5 100.8* 104.9
2376 120.3 178.8 184.0

2377 121. 7 164.6 191.4
2378 115.0 156.0 174.6
2379 125.4 165.4 192.3

23W 118.8 172.0 192.5

* Signs of dehydration noted.
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Study No. 5221.07

T~O ~EEK RANGE' FINDING/EXPLORATORY STUDY OF META-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE BODY ~EIGHT DATA (g)

ANIMAL NUMBER DAY 1 DAY 8 DAY 15
DOSE LEVEL

50 mg/kg/day 2381 129.2 In.2 201.5
2382 121.2 167.3 191.8
2383 116.5 164.3 1n.5
2384 129.9 170.0 197.2
2385 116.2 146.4 159.0
2386 118.1 161.0 171.0
2387 137.7 172.6 196.3
2388 136.5 176.6 207.8
2389 125.9 182.7 198.7
2390 119.6 180.3 207.3

100 mg/kg/day 2391 118.8 151. 7 175.9
2392 134.6 172.7 195.8
2393 137.7 171.3 193.8
2394 131.0 162.7 193.4
2395 122.5 172.0 207.0
2396 131.6 185.4 209.9
2397 130.5 161.5 185.0
2398 135.3 175.6 199.7
2399 141.0 179.0 197.3
2400 11'•. 2 147.8 165.2
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Study No. 5221.07
T~O ~EEK RANGE' FINDING/EXPLORATORY STUDY OF META'CRESOL IN SPRAGUE DAULEY RATS

MALE FOOO CONSUMPTION OATA (g)
[Feeder ~!ei ghtsJ

ANIMAL NUMBER new feeder 1 old feeder 1 new feeder 2 old feeder 2

DOSE LEVEL

o mg/kg/day 2281 660.5 518.4 518.4 355.8

2282 649.5 516.2 516.2 362.8

2283 692.1 549.3 549.3 379.4

2284 705.0 571.4 571.4 425.0

2285 667.9 520.0 520.1 343.1

2286 655.3 527.8 527.8 249.9

2287 653.1 509.4 551.3 417.5

2288 605.0 458.0 532.0 367.0

2289 647.8 516.2 552.2 417.2

2290 641.9 497.5 559.8 309.2

5 mg/kg/day 2291 623.8 485.8 527.9 340.9

2292 699.1 551.2 551.2 362.8

2293 671.5 523.7 523.7 322.0

2294 660.4 509.0 527.8 365.0

2295 612.2 464.6 538.6 363.0
2296 638.4 4n.l 531.5 319.0

2297 718.6 583.1 583.1 408.0
2298 706.4 567.3 567.3 403.0

2299 616.7 ,.81.4 522.8 375.9
2300 698.7 554.1 554.1 396.8

10 mg/kg/day 2301 6n.8 ~35.6 535.6 362.0
2302 656.1 514.6 514.6 340.9

2303 672.8 513.9 513.9 363.3

2304 597.4 547.8 547.8 364.3

2305 655.0 516.3 516.3 322.8

2306 680.5 525.8 525.8 417.3

2307 680.4 515.9 515.9 402.3

2308 678.9 528.3 528.3 368.9

2309 558.5 409.3 541.8 4n.0

2310 656.4 496.1 541.8 249.8

25 mg/kg/day 2311 729.4 576.6 576.6 410.7

2312 599.7 480.0 538.0 404.3

2313 595.2 452.1 521.0 366.3

2314 513.3 351.7 5n.9 394.6

2315 602.9 4n.0 527.3 373.4

2316 623.2 475.5 565.6 363.9

2317 595.5 438.0 547.7 403.6

2318 570.4 438.7 528.8 373.2

2319 ,614.3 469.4 543.9 381.2

2320 575.8 433.2 535.6 382.4
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Study No. 5221.07
T~O ~EEK RANGE-FINDING/EXPLORATORY STUDY OF HETA-CRESOL IN SPRAGUE DA~LEY RATS

HALE FOOD CONSUMPTION DATA (g)
[Feeder ~eight';l

ANIMAL NUMBER new feeder 1 old feeder 1 new feeder 2 old feeder 2
DOSE LEVEL

50 mg/kg/day 2321 635.4 490.6 535.4 369.9
2322 630.8 491.4 546.0 380.0
2323 548.1 399.1 545.6 378.3
2324 632.8 506.5 533.4 391.0
2325 665.1 504.1 539.9 383.0
2326 604.4 467.4 531. 1 372.9
2327 687.9 538.1 538.1 349.0
2328 621.8 469.4 533.1 365.8
2329 645.3 479.6 519.3 345.0
2330 610.4 463.3 532.7 362.0

100 mg/Kg/day 2331 561.5 427.8 531.5 371.8
2332 626.6 506.8 533.9 367.9
2333 554.4 420.6 529.1 384.4
2334 559.6 440.1 530.7 359.6
2335 656.8 528.1 528.1 386.3
2336 656.9 496.0 530.1 344.9
2337 551.2 412.6 533.2 365.8
2338 633.7 503.6 532.4 374.9
2339 702.6 529.3 529.3 326.3
2340 704.7 604.7 604.7 462.4
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Study No. 5221.07

TWO WEEK RANGE· FIND lNG/EXPLORATORY STUDY OF META· CRESOL IN SPRAGUE DAWLEY RATS
MALE FOOD CONSUMPTION DATA Cg/day)

ANIMAL NUMBER YEEK 1 WEEK 2
DOSE LEVEL

50 mg/kg/day

100 mg/kg/day

2321 20.3 23.6
2322 19.9 23.7
2323 21.3 23.9
2324 18.0 20.3
2325 23.0 22.4
2326 19.6 22.6
2327 21.4 27.0
2328 21.8 23.9
2329 23.7 24.9
2330 21.0 24.4

2331 19.1 22.8
2332 17.1 23.7
2333 19.1 20.7
2334 17.1 24.4
2335 18.4 20.3
2336 23.0 26.5
2337 19.8 23.9
2338 18.6 22.5
2339 24.8 29.0
2340 14.3 20.3

8 .1• l!
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Study NO. 5221.07
T~O WEEK RANGE· FINDING/EXPLORATORY STUDY OF META-CRESOL IN SPRAGUE DA~LEY RATS

fEMALE FOOD CONSUMPTION DATA (g)

(Feeder ~eightsl

ANIMAL NUMBER new feeder 1 old feeder 1 new feeder 2 old feeder 2
DOSE LEVEL

o mg/~g/day 2341 589.3 449.7 548.7 410.1
2342 618.5 501, 1 566.0 442.3
2343 591.3 527.7 527.6 397.8
2344 644.4 505.9 505.9 377.4
2345 616.3 571,8 571.8 447.2
2346 530.5 403.0 538.3 419.1
2347 642.9 516.9 516.9 386.4
2348 606.0 486.8 562.2 425.8
2349 638.9 522.4 563.4 449.0
2350 555.7 490.6 537.0 411.3

5 mg/kg/day 2351 543.9 401.4 558.8 413.9
2352 586.9 462.0 546.7 421.6
2353 554.8 410.3 558.9 417.4
2354 594.5 461.3 541.6 325.0
2355 593.4 548.2 548.2 453.9
2356 604.8 466.0 550.5 413.4
2357 567.3 440.5 540.0 413.4
2358 507.7 357.7 544.5 391.1

-
2359 661.0 538.8 538.8 406.0
2360 601.0 540.9 540.9 422.7

10 mg/kg/day 2361 628.1 492.7 535.4 402.9
2362 628.9 508.2 559.4 453.7
2363 602.3 472.7 541.3 407.1
2364 605.2 479.9 532.2 395.5
2365 600.4 477.1 513.6 396.2
2366 594.5 453.6 513.2 421.2
2367 630.2 503.6 503.6 377.6
2368 624.6 506.4 506.4 383.4
2369 673.9 553.0 553.0 391,9
2370 485.3 535.9 535.9 440.6

25 mg/kg/day 2371 566.9 433.3 520.3 513.9
2372 600.4 490.9 583.7 482.5
2373 539.9 418.0 557.1 438.1
2374 682.2 566.6 566.6 437.5
2375 646.6 594.9 594.9 509.4
2376 657.2 520.7 520.7 516.6
2377 692.0 5n.8 571.8 451.9
2378 639.5 522.3 522.3 411.8
2379 656.7 528.7 528.7 365.8
2380 584.9 444.3 538.4 533.5
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Study No. 5221.07
TWO WEEK RANGE-FINDING/EXPLORATORY STUDY OF META-CRESOL IN SPRAGUE DA~LEY RATS

FEMALE FOOD CONSUMPTION DATA (g)
(Feeder Weights]

AN[MAL NUMBER new feeder 1 old feeder 1 new feeder 2 old feeder 2
DOSE LEVEL

50 mg/kg/day 2381 668.1 538.9 538.9· 442.0
2382 591.4 435.1 533.7 410.8
2383 592.6 467.8 526.8 409.3
2384 622.0 496.3 547.2 420.1
2385 661.6 540.3 540.3 ~ 497.9
2386 661. 7 542.9 442.9 403.5
2387 653.2 522.6 522.6 392.3
2388 603.4 465.9 518.6 393.4
2389 690.7 468. I 526.3 410.0
2390 653.8 533.2 533.2 ~ 393.4

100 mg/kg/day 2.391 654.0 550.5 550.5- 450.3
2392 654.9 512.5 512.5_ 398.3
2393 669.0 549.4 549.4- 437.8
2394 686.8 561.4 561.4- 449.9
2395 645.5 506.8 506.8- 455.7
2396 674.3 536.6 536.6- 408.6
2397 594.4 477.4 502.8 485.8
2398 619.0 485.3 520.4 386.7
2399 608.8 481.6 529.1 479.9
2400 650.5 523.7 523.7- 396.1
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Study No. 5221.07

T~O ~EEK RANGE-FINDING/EXPLORATORY STUDY OF META-CRESOL IN SPRAGUE OA~LEY RATS
FEMALE FOOD CONSUMPTION DATA (g/dayl

ANIMAL NUMBER ~EEK 1 ~EEK 2
DOSE LEVEL ---

50 lng/kg/day 2381 18.5 13.8
2382 22.3 17.6
2383 17.8 16.8
2384 18.0 18.2
2385 17.3 6.1
2386 17.0 5.6
2387 18.7 18.6
2388 19.6 17.9
2389 31.8 16.6
2390 17.2 20.0

100 mg/kg/day 2391 14.8 14.3
2392 20.3 16.3
2393 17.1 15.9
2394 17.9 15.9
2395 19.8 7.3
2396 19.7 18.3
2397 16.7 2.4
2398 19.1 19.1
2399 18.2 7.0
2400 18.1 18.2
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INCORPORATCD

JU::::J.e 2, 1986

Jr. Je~~~s D. Dietz
~esea~c~ ~~~a~gl~ !~s~itute

?O. Sox 12194
aesea~ch T~ia~gl~ ?a~k, NC 27709

Dear De:l:lis:

E::::J.closed ~lease find a desc~i~tion of the ~ethod ~e use fo~

a~alJs~s of compounds by di~ect aqueous i~jection as it ~ertain3

;0 ~or~ perfor~ed ~der EPA ~A-J5.

As 70u can see, the a~alls1s procedure 1s generallJ the
same for all eompou~ds differing only in the case of the c~esols

~hich use an alternate colu~n and temperatur~ prog~am.

If you have an] questions regarding the ~ethod or other
s?~c~!i~sJ ?lease do not hesitate to contact ~e.

Sin~erej,..7,

tI'J.~I~~
w. Henrj Cam})
Analytical Chemist
ilOA Laboratory

:~{,HC :!!lk- ,.::.:1 C J. •

cc: D~. aa~ry Le7i~e (Microbiologica~ Associates)
Dr. Dal~ Mayhe~ (~erican 3iogenics Cor?)
n~. Crosby Thompki~s (~ox~ci~J aesea:cn Laboratories]
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ThismetAod covers the determination of compounds by direct

acetone] methyl

alcohol, ethyl

The following

aqueous injection. The following compounds can

using column A and temperature program A:

isobutyl ketone (MIBK) 1 isobutyl alcoho1 1 methyl

acetate] n-butyl alcohol and crotonaldehyde.

be detected

compounds can be detected using system B and temperature

program B: P-, m-, and o-cresol.

2. Summary.

A portion of a sample is injected directly onto a gas

chromatograph capillary column. The gas chromatograph is

temperature programmed to separate the consti tuents which a.re

then detected by a flame ionization detector.

J. Instrumentation and Annaratus.• b

J .1. Gas chromatograph -- Hewlett-Packard 5S80'with auto

sampler and integrator. Oven temperature profile A

pro g r a IDm e d ashold 8 min a t 50 • C]' the n t 0 2 20 •Cat

S·C/min and hold 5 min. Program E: hold 5 min at

50·C then to 250'C at IO·C/min and hold 15 min.

J .2. Column A -- 60 m x 0·32 mm ID, 0.25 IJID film SUPEL-

COWAX 10 fused silica capillary column. Set linear

velocity to 25 em/sec, He, at 100·C (flow rate = 1 .2

ml /min ) •

Column B -- 30 m x 0.318 mm ID, 0.25 urn film SE - 54

fused silica capillary column. Set linear velocity

92
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~o 25 em/sec, He,

-~.- '.:'.:
mljmin) :

3 .3 . Injector

Just ratio

200·C.

configure for sample splitting and ad

to 100 :1. Set heater temperature to

Detector Hewlett-Packard flame ionization de-

to

Air flowset at 40 ml/min.

Set sensitivity at 2+2 and ad

Set heater temperature

tector. Hydrogen flow

set at 400 ml/min.

Just if necessary.

250"G.

3.; . Syringes -- 1 mI, 100 ~l, and 10 ~l gas-tight glass

for diluting and for sample transfer.

,.- '-.-
4. Reagents.

4.1. Reagent Water -- prepare with Corning Mega-Pure dis

tillation system and filter th!'ough activated

charcoal prior to use.

4.2 . Methyl~ne Chloride -- J. T. Baker ~Resi-analyzedn or

equivalent.

4 .3 • Standard Solution -- prepare by adding pure material

to water. Pure material should be assayed reference

liquid such as Chern Serve reagents. If not immedi

a~ely available, supplied compound may be used.

4.3.1. Place about 9 ml of solvent into a s"toppered 10 ml

flask. Weigh the flask. Add one or t'RO drops of

pure material to the flask and !'e',veigh. Dilute to

93
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vol~e, aix ~ell, and sto~e in a teflon-sealed

screw-cap vial ~t 4·C.

5. Calibration.

5 .1. External Standard Calibration Prepare working

standards to bracket the concentration range, of the

samples of interest. Working standards are prepared

by diluting the standard solution ~it~ water ar

~ethy:ene chloride if the samples are corn a;1

based. ~~alyze acco~ding to proced~re section the~

calculate response factors using this equation:

concentration of standard
RF =

area of standard

If the response factors are constant aver the

working range (10% Relative Percent Difference), an

average response factor may be used for calcu

lations.

6. Quality Control.

6.1. Interference -- a water blank must be run with each

test to check foI:' system contamination. A blank

should also be run bet~een samples of high concen

tra tion.

6.2 Purity -- reagents used in the ~rocedure should also

be ana11zed with each test to determine their

purity.
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6 .3 Spikes -- sa~ple matrixes should be spiked with "he

compounds of interest and a percent recovery calcu

lated to access matrix effects and method accuracy.

Duplicates Some samples should be analyzed in

duplicate and a relative percent difference calcu

lated to access method precision.

7. Procedure.

7.1.

7.2 .

7 • J •

7.4

Calibration as in section 5.

Sample Preparation -- allow samples to come to room

temperature before handling. Dilute if necessary to

bring concentrations within system working range by

adding portion of sample to 'Nater or to methylene

chloride if corn oil based.

Analysis -- introduce sample by direct injection of

1 - 2 ~l into the GC injection port and begin the

temperature program.

Identification as the compounds are analyzed

individually, the:oe should be no coelu'tion inter

ferences. Retention time should still be checked

against the standard.

8. Calculation.

8.1. Concentration calculate using peak area and RF

determined in section 5.1.
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B .2. Dilu~ion -- ~ake in~o account any dilution perfor~ed

on the sample or the standard.

8.3 Report results in mg/ml without correction for

recovery percentage.

96
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Herncglobin

Cyarnnethemoglobin method
Baker cell CoUnter
Hematology Series 7000

He1t'atccrit

Irdirect methodi calculated value based on erythrccyte
count and mean corpuscular volume

Baker cell CoUnter
Hematology Series 7000

Erythrccyte count

Electronic counting Prccedure
Baker cell Counter
Hematology Series 7000

Mean Corpuscular Volume (MC'Il)

Electronic Sizing Proce:1ure
Baker cell counter
Hematology Series 7000

Mean Corpuscular HE-'_'11cglobin (MOl)

Indirect methcdi calculated value based. on erythrccyte
count and hemoglobin

Baker cell Counter
Hematology Series 7000

Mean Corpuscular Hemcglobin Concentration (MCHe)

Indirect methcdi calculated value based. on heInatocrit
and hemoglobin

Baker cell Counter
Hematology Series 7000

Leukocyte Count

Electronic Counting Prccerlure
Baker cell Counter
Hematology Series 7000

98
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Leukocyte Differential COUnt

Neutrophils - IImnature (bands)
Neutrophils - Mature (segs)
Monocytes
Basophils
Lymphocytes
Eosinophils
wright stain precedure

Schal.m, O.W., Jain, N.C. and carroll, E.J.
Veterinary Hematolcgy, Color Plates Olapter,
3rd Fdition, Lee and Febiger, 1975.

Reticulocyte Count

New methylene blue staining precedure
Brecher, G. Am. J. Clin. Path. 19,
895, 1949.

Prothrombin Time (pr)

Rate of change in absorbance due to clot font'ation
Coag-A-Mate

Activate:l Partial 'Thromboplastin Time (APIT)

Rate of change in absorbance due to clot fonnation
Coag-A-Mate

CUNICAL CHEMISTRY

creatinine

Jaffe I s alkaline picrate reaction
centrifichem Centrifugal Analyzer System
Fabiny, D.L. and Ertingshausen, G.
elin. Clem., 17, 696, 1971.

Inorganic Thosphoros

Phosphamolybjate reaction
centrifichem Centrifugal Ar>.alyzer System
Daly, J .A., and Ertinghausen, G.
elm. Chern., 18, 263, 1972.
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Glucose

Hexokinase tnethcd
centrifichem centrifugal Analyzer System
Eon:1ar, J.L. and Mead, D.C.
Clin. Chem. 20, 586, 1974.

Urea Nitrogen (BON)

Mcdi.fied urease technique
centrifichem centrifugal Analyzer System
Talke, H. and Schubert, G.E.
Klin. Wchnschr. 43, 174, 1965.

Total Protein

Biuret technique
Centrifichem Centrifugal Analyzer System
Kingsley, G.R., J. aiol. Chern. 131, 197, 1939.

Albmnin

Brom:cresol Green method
Centrifichem centrifugal Analyzer System
Doumas, B.T. and Biggs, H.G.
Standard Methods of Clinical Chemistry, 1, 175, 1972.

Globulin

Total Protein - Albumin = Globulin (calculated value) •

calcium.

Modified alizarin procedure
Centrifichem centrifugal Analyzer Systern
Frings, C.S., et. al., Clin. Chern., 16, 816, 1970.

Aspartate Amino Transferase (ASTjSGOT)

Modified Karmen procedure
Centrifichem Centrifugal Analyzer System
Bergmeyer, H.V., ScheiJ:e, P., and Wahlefeld, A. W.
elm. Chern., 24, 58, 1978.

Alanine Amino Transferase (ALTjSGPI')

Mcdified Henley & Pollard procedure
centrifichern centrifugal Analyzer System
Bergmeyer, H.V., ScheiJ:e, P., and Wahlefeld, A.W.
Clin. Chern., 24, 58, 1978.

CFM.OC
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Alkaline Phosphatase

Mcxlified Eowers-McCon1h proce:lure
centrifichem Centrifugal Analyzer System
Bowers, Jr., G.N., McComb, R.B.
Clin. Chern., 12, 70, 1966.

Cholesterol

Allain enzynatic procedure
centrifichem centrifugal Analyzer System
Allain, c.c., et. al., Clin. Chem. 20, 470, 1974.

Total Bilirubin

Diazo colorimetric procedure
Centrifichem Centrifugal Analyzer System
Ertinghausen, G., Fabiny-Byrd, D.L., Tiffany, T.O.,
arx:i carey, S.J. I Clin. Clem. 19, 1366, 1973.

Direct Bilirubin

Diazo colortmetric procedure
centrifichem centrifugal Analyzer System
Ertinghausen, G., Fabiny-Byrd, D.L.• Tiffany, T.O"
and carey, S.J., Clin. Olem. 19, 13G6, 1973.

Electrolytes (Na+, ~, Cl-, C02)

Ion specific electrc:des (Metpath, Inc.)

URINALYSES

Qualitative Measurements

pH Ketones Urobilinogen

Protein BilinJbin

Glucose Blocd

Chemstrip 7L - Chemistry Reagent strips
Bio-Dynamicsjbm::
Indianapolis, Indiana
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Soecific Gravity

Optical 'ten!pe.rature corrpensated refractometer

Microscopic Evaluation

Urinary sediment stained with sedi-stain and. evaluated using the Ames
Atlas of Urine Se:iirnent, Ames Co., Division Miles I..aboratories, Elkhart,
Indiana.
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Study No_ 5221.07

DISPOSITION OF ANIMALS IN 13-UEEK META-CRESOL STUDY IN SPRAGUE DAYLEY RATS

Dose Level
(mg/kg/day) Sex

0 M

50 M

150 M

450 M

M

tJ 0 F
I 50 F
I-'
PJ 150 F

450 F
F

8aseline Clinical
Pathology Animalsa

10/2/85

3521 -3530

3651·3660

45-Day Sacrifice
11/18- 11/19/85

3401·3410
3431-3440
3461 -3470
3491 -3500

3531 -3540
3561 -3570
3591 ·3600
3621 -3630

9O-Day Sacrifice
1/2-1/4/86

3411-3430
3441 -3460
3471-3490
3501 -3520b

3541-3560
3571-3590
3601-3620
3631-3650

B Animals selected for baseline clinical pathology were discarded without necropsy after the collection of blood
samples.

b Early death, animal number 3504 on 10/7/85.
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study No. 5221.07

SUElCHFDNIC 'IOXICI'I"f OF MErA~L
m SFF.AGtJE DAW!El RATS

ABBREVIATION cnDES

Eody Weights and Focd Consumption

ISAC - interiln sacrifice
na - no data available
dead - unschedule::1 death

Organ Weights

e
na
dead
tenn. wgt.

Urinalysis

- raw data entry error
- no data available
- unscheduled death
- tenninal bcdy weight

thy./para. - thyroid/parathyroid
rt - right
1ft - left

'-;

c clear ace occasional
cl - cloudy > - greater than
hz - hazy dead - unscheduled death
y - yellCM' app - appearance
py - pale yellow vol - volume
ly - light yellCM' uro - urcbilincgen
a - amber bili - .bilirubin
dy - dark yellow ery - eryt.hro::ytes
s - straw color RECjHPF - number of red bleed cells
tp - triple phosphate under high pcwer field
co - calcitnn oxalate WECjHPF - number of M1ite bleed cells
ap - amorphous phosphate under high pcMer field
n - none Casts/LPF - number of casts under low
tr - trace pcwer field
m - many EPljHPF - number of epithelial cells
f - few cells under high pcwer
ng - negative field
nr - nonnal
mod - mcderate
I1Ul1l - numerous

HeIl'atology & Clinical C1emistry

QNS - quantity not sufficient
dead - unscheduled death
z - no clot was fonned
sc - spec:ilnen clotted

D-2





Study No. 5221.07

SUBCHRO~IC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
MALE BODY ~EIGHT DATA (g>

ANIMAL NO. ~EEK 1 ~EEK 2 "'EEK 3 ~EEK 4 IJEEK 5 "'EEl( 6 \lEEK 7

DOSE LEVEL
--,~,--

50 mg/lcg/day 3447 180 235 272 297 332 365 396

(continued) 3448 216 278 323 369 394 420 441

3449 224 292 348 393 426 460 496

3450 221 288 333 370 402 432 454

3451 226 288 3t.l 375 412 443 458

3452 224 290 345 394 432 466 498

3453 217 276 335 368 404 423 442

3454 231 301 354 403 419 451 486

3t.55 227 302 347 386 419 t.t.3 471

3456 220 283 330 373 t.13 448 475

3457 218 286 334 366 401 423 t.46

3458 231 311 370 412 449 493 529

3t.59 198 269 324 360 398 423 453
3460 231 303 358 404 431 463 495

150 mg/kg{day 3461 219 279 332 377 342 382 434
3462 215 268 316 355 384 408 431

3463 230 299 344 3B8 423 445 466

,. 3464 208 262 297 332 353 374 386
3465 224 293 340 381 416 441 477

., ~~... 3466, 224 297 341 378 403 421 446
346( 226 282 318 354 393 417 445
3468 221 288 342 389 360 40S 460

3469 203 254 291 322 355 367 387
3470 210 272 320 358 395 410 434
3471 223 278 309 341 361 376 393
3472 207 276 330 383 417 432 456
3473 226 288 337 378 409 420 4{'6

3474 225 288 333 374 407 428 460

3475 222 296 313 356 391 402 421
3476 202 252 291 317 342 352 3n
3477 235 300 344 3B8 420 438 462

3478 224 284 325 367 407 434 463

3479 225 291 335 380 417 441 461
3480 231 291 333 370 394 406 427

348' 225 257 327 370 400 433 465
3482 229 313 365 407 440 466 498
3483 234 301 358 404 442 450 486
3{'84 211 270 314 357 382 410 433
3485 206 270 317 354 389 403 422
3486 208 270 285 328 363 383 417
3487 235 301 338 371 394 405 426

3488 225 291 345 388 ('15 438 449

...~;.- 3489 222 288 334 364 403 4'3 411

;, ~-
3490 213 272 321 351 354 397 436

~~

D-4
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Study No. 5221.07

-:-;-::....

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE CAULEY RATS

~;;;i·
MALE BODY ~EIGHT DATA (9)

ANIMAL I/O. I,/EEK i \JHI( 2 \lEEK 3 \lEEK " \lEEK 5 \lEEK 6 I.IEC:K 7

COSE lEVEL

450 f119/k9/ day 3491 205 254 289 314 335 358 381

3492 223 272 310 343 373 40t 421,

3493 217 264 312 348 370 391, 424

3494 222 280 325 366 396 425 456

3495 231 293 342 376 413 437 469

3496 197 237 267 301, 309 344 370

3497 217 280 319 353 389 420 453

3498 202 271 305 329 357 395 418

3499 209 299 341 381 414 453 470

3500 241 298 345 372 406 442 462

3501 229 285 331 360 380 416 441

3502 199 245 287 310 334 355 372

3503 227 285 326 364 382 416 447

3504 213 dead
3505 237 290 338 381 398 430 444

3506 211 254 301 395 357 394 414

3507 239 302 353 396 434 471 503

3508 219 272 315 370 287 * 364 409

?~..~:~
3509 222 283 323 384 406 439 '445

3510 226 293 34t 385 416 447 H1
~~~~:; 3511 229 296 343 387 400 438 477

3512 21'- 266 301 347 346 376 403

3513 217 273 311 332 309 369 386

3S1' 207 245 289 331 357 390 422

3515 200 251 298 359 361 384 409

3516 198 223 258 289 306 331 357

3517 212 261 297 328 354 390 41B

3513 192 242 285 324 .' 270 t: 343 373

3519 204 254 300 324 344 ·375 401

3520 182 227 261 293 307 333 357

* Signs of dehydration noted .

.• : ,I..

",:

... ,-"
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL [N SPRAGUE OA~LEY RATS
MALE BCDY ~E[GHT DATA (g)

ANIMAL NO. ~EEK 8 ~EEK 9 ~EEK 10 ~EEK 11 ~EEK 12 ~EEK 13 \lEEK 14

DOSE LEVEL ---

o mg/kg/day 3401 ISAC na na na na na na

3402 ISAC na na na na na na

3403 ISAC na na na r.a na na

3404 (SAC na na na na na na

3405 [SAC na na na na na na

3406 ISAC na na na na na na

3407 [SAC na na na na na na

3408 [SAC na na na na na na
3409 ISAC na na na na na na

3410 ISAC na na na na na na

3411 532 553 567 589 616 630 633

3412 553 579 596 608 631 631 640

3413 501 503 535 546 542 546 565

3414 499 524 540 556 571 585 583

3415 510 509 534 556 573 586 600
3416 442 457 479 489 509 513 516
3417 527 549 575 581 615 628 633
3418 466 481 496 516 531 543 560

, 3419 522 545 558 586 601 607 576..
3420 397 410 426 434 445 450 447

3421 542 566 583 603 632 633 591

3422 618 640 660 679 707 711 729
3423 491 513 529 550 563 580 591

3424 501 522 547 567 578 588 595

3425 494 509 534 547 569 583 589

3426 451 459 469 492 498 515 525
3427 486 496 516 527 557 559 570

3428 479 499 525 531 551 556 572
3429 469 483 501 516 535 544 553

3430 461 484 511 484 506 523 524

50 mg/kg/day 3431 ISAC na na na na na na

3432 ISAC na na na na na na

3433 (SAC na na na na na na
3434 ISAC na na na na na na

3435 ISAC na na na na na na

3436 (SAC na na na na na na
3437 (SAC na na na na na na

3438 [SAC na na na na na na

3439 [SAC na na na na na na

3440 ISAC na na na na na na

3441 417 431 452 473 483 485 494

3442 508 528 554 581 593 608 607

3443 460 488 513 530 524 530 545

3444 506 514 537 560 569 575 590

3445 464 479 502 534 544 540 562

3446 466 479 507 523 531 537 546
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRACUE DA~LEY RATS
MALE BOOY ~ElCHT DATA. (g)

ANIMAL NO. IIEEK 8 IIEEK 9 ~EEK 10 IIEEK 11 ~EEK 12 liEEK 13 ~EEK 14

DOSE LEV£L

50 mg/kg/day 3447 421 451 472 506 525 536 554

(continued) 3448 461 471 494 510 537 537 545

3449 519 542 569 589 608 619 627

3450 475 498 521 546 564 577 594

3451 483 502 523 548 569 569 578

3452 527 546 560 592 609 610 625

3453 459 469 500 519 539 544 536

3454 513 539 545 588 593 598 612

3455 491 513 528 551 563 572 579

3456 502 524 550 574 587 588 596

3457 475 496 521 538 553 554 561

3458 549 576 594 614 630 634 637

3459 478 491 505 532 544 555 567

3460 516 551 543 563 581 595 597

150 mg/kg/day 3461 ISAC na na na na na na

3462 lSAC na na na na na na

3463 ISAC na na na na na na

3464 ISAC na na na na na na
. - 3465 lSAC na na na na na na

3466 lSAC na na na II.) na na

3467 ISAC na na na na na na

3468 ISAC na na na na na na

3469 ISAC na na na r.' na na

3470 lSAC na na na na na na

3471 415 433 448 466 488 505 502

3472 478 499 532 537 553 564 566

3473 473 485 517 526 536 550 551

3474 476 499 523 538 566 572 544

3475 397 427 415 472 504 524 505

3476 389 409 428 439 450 456 428

3477 486 503 534 550 549 568 563

3478 489 510 537 552 574 578 575

3479 483 504 481 526 548 568 547

3480 397 419 469 488 509 512 484

3481 486 508 536 552 563 574 550

3482 521 546 567 582 602 600 606

3483 513 535 561 574 589 600 604

3484 449 469 499 512 526 536 542

3485 401 435 469 481 502 510 487

3486 431 452 468 451 440 483 455

3487 403 339 406 462 486 509 506

3488 474 502 533 544 564 568 560

3489 445 469 501 506 518 545 514

3490 409 456 484 491 506 515 493

"' to1
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Study No. 5221.07

...:";:".', SUSCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAULEY RATS
. MALE SODY UEIGHT DATA (g)
",T •

ANIMAL NO. IlEEK 8 UEEK 9 UEEK 10 IIEEK 11 UEEK 12 IIEEK 13 \lEEK 14
DOSE lEVEL --- ---

1,50 mg/kg/day 3491 ISAC na na na na na na
3492 [SAC na na na na na na
3493 ISAC na na na na na na
3494 lSAC na na na na na na
3495 {SAC na na na na na na
3496 ISAC na na na na na na
3497 I SAC na na na na na na
3498 ISAC na na na na na na
3499 ISAC na na na na na na
3500 ISAC na na na na na na

3501 454 464 491 498 515 519 514
3502 3<:8 401 427 431 447 456 470
3503 466 479 474 491 512 522 528
3504 dead
3505 399 453 477 . 500 515 510 531
3506 432 440 458 462 473 478 471
3507 528 539 563 579 602 592 606 -
3508 437 455 487 488 511 524 540

_.::"':::~.1
3509 476 481 504 522 545 551 569

~~(- 3510 445 362 385 481 520 549 565-- 3511 505 526 551 560 555 559 555
3512 409 421 437 450 443 459 :. ,)9

3513 398 417 444 459 437 455 465
3514 437 442 463 483 485 504 512
3515 369 389 429 452 508 482 4~5

3516 372 380 406 416 467 441 445
3517 429 436 458 t.56 486 482 484
3518 398 405 430 445 473 468 478
3519 414 424 438 452 467 477 485
3520 361 369 389 409 411 423 401
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE OA~LEY RATS
MALE BOOY ~E1GHT GAIN DATA (g)

ANIMAL NO. ~EEK 1 ~EEK 2 ~EEK 3 IIEEK 4 ~EEK 5 ~EEK 6 ~EEK 7

DOSE LEVEL

o mg/kg/day 3401 64 115 161 198 232 258 na

3402 64 113 154 184 217 247 na

3403 63 118 164 204 228 270 na

3404 61 102 144 175 201 223 na

3405 69 120 165 189 220 249 na

3406 58 102 144 177 202 220 na

3407 54 93 132 167 189 215 na

3408 62 103 141 177 195 223 na

3409 59 112 150 184 208 233 na

3410 71 129 181 226 248 276 na

3411 75 137 167 216 248 272 296

3412 73 134 192 225 251 282 313

3413 65 116 154 192 223 257 280

3414 58 104 141 183 220 244 270

3415 61 113 164 202 230 270 293

3416 58 97 129 165 193 220 247

3417 80 144 180 227 254 282 310

3418 59 106 150 183 210 241 261
- -['". 3419 69 118 173 208 243 265 295

:..... -

,- 3420 44 74 112 144 162 181 195

3421 68 123 174 209 244 262 293

3422 a2 156 216 268 309 351 397

3423 66 116 165 177 211 246 272

3424 64 109 154 192 228 256 283

3425 59 116 153 193 222 247 269

3426 51 95 140 182 200 225 238
3427 57 109 146 182 211 233 260

3428 63 122 153 180 215 241 268

3429 55 102 140 174 201 228 251
3430 59 104 133 171 193 216 236

50 mg/kg/day 3431 62 107 150 186 215 239 na

3432 64 131 184 227 264 292 na

3433 68 114 157 200 226 259 na

3434 64 105 151 194 215 231 na
3435 57 101 127 160 187 210 na

3436 65 109 142 181 213 243 na

3437 68 121 159 186 220 245 na

3438 60 110 144 178 208 236 na

3439 65 109 148 175 204 227 na

3440 42 94 126 160 185 206 na

3441 63 104 130 161 172 197 213

3442 68 121 164 209 242 264 283

3443 76 118 152 188 211 244 274

3444 72 125 161 189 212 246 277

3445 58 101 140 176 211 243 259

3446 55 101 140 171 196 217 243

-' 1 ~)
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAWLEY RATS
MALE BODY WEIGHT GAIN DATA (g)

ANIMAL NO. wEEK 1 WEEK 2 WEEK 3 ',lEEK 4 \lEEK 5 'oIEEK 6 \J£EK 7

DOSE LEVEL

50 mg/kg/day 3447 55 92 117 152 185 216 241

(continued) 344a 62 107 153 178 204 225 245

3449 68 124 169 202 236 272 295
3450 67 112 149 181 211 233 254

3451 62 115 149 186 217 232 257

3452 66 121 170 208 242 274 303

3453 59 118 151 187 206 225 242

3454 70 123 172 188 220 255 282

3455 75 120 159 192 216 244 264
3456 63 110 153 193 228 255 282

3457 68 116 148 183 205 228 257

3458 80 139 181 218 262 298 318

3459 71 126 162 200 225 255 280

3460 72 127 173 200 232 264 285

150 mg/lcg/day 3461 60 113 158 123 163 215 na

3462 53 101 140 169 193 216 na

3463 69 114 158 193 215 2.36 na

3464 54 89 124 145 166 178 na
3465 69 116 157 192 217 253 na

3466 73 117 154 179 191 222 na
3467 56 92 128 167 191 219 na

3468 67 121 168 139 184 239 na
3469 51 88 119 152 164 184 na

3470 62 110 148 185 200 224 na
3471 55 86 118 138 153 170 192

3472 69 123 176 210 225 249 271

3473 62 111 152 183 194 220 21.,7

3474 63 108 149 182 203 235 251

3475 74 91 134 169 180 199 175
3476 SO 89 115 140 150 170 187

3477 65 109 153 185 203 227 251

3478 60 101 143 183 210 239 265

3479 66 110 155 192 216 236 258

3480 60 102 139 163 175 196 166

34S1 32 102 145 175 208 240 261

3482 84 136 178 2" 237 269 292

3483 67 124 170 208 216 252 279

3484 59 103 146 171 199 222 238

34S5 64 "1 148 183 197 216 195

3486 62 n 120 155 175 209 223

3487 66 103 136 159 170 191 168

3488 66 120 163 190 213 224 249

3489 66 112 142 181 191 189 223

3490 59 108 138 141 184 223 196
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Study No. 5221.07

. '. ~ ~ .
SU8CHRONIC TOXICITY OF HETA-CRESOL IN SPRAGUE DA~tEY RATS

"

MALE BODY ~EIGHT GA[N DATA (g)
-.:....

ANIHAL NO. IIEEK 1 \.iEEK 2 IJEEK 3 '.JEEK 4 IJEEK 5 '.lEEK 6 'riE:'K 7

DOSE LEVEL

450 mg/kg/day 3491 49 84 109 130 153 176 na

3492 49 87 120 150 178 201 na

3493 47 95 131 153 177 207 na

3494 58 103 144 174 203 234 na

3495 62 1" 145 182 206 238 na

3496 40 70 107 112 147 173 na

3497 63 102 136 ln 203 236 na

3498 69 103 127 155 193 216 na

3499 90 132 1n 205 244 261 na

3500 57 104 131 165 201 221 na

3501 56 102 131 151 187 212 225

3502 46 a8 111 135 156 173 189

3503 ~B 99 137 155 189 220 239

3504 dead
3505 53 101 144 161 193 207 162

3506 43 90 184 146 183 203 221

3507 63 114 157 195 232 264 289 -
3508 53 96 lSI 68 145 190 218

..:' - 3509 61 101 162 1at. 217 223 254
:,'~~': ~ 3510 67 115 159 190 221 245 219
, -.. ~", 3511 67 114 158 171 209 248 276

3512 52 87 133 132 162 189 195

3513 56 94 115 92 152 ,6; iSl

3514 38 82 124 150 183 215 230

3515 51 98 159 161 184 209 169

3516 25 60 91 108 133 159 174

3517 49 85 116 142 178 206 217

3518 50 93 132 73 151 181 206

3519 50 96 120 140 171 197 210

3520 45 79 111 125 151 173 179
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Study No. 5221.07

-.- . SUBCHRONIC TOXICITY OF META·CRESOL IN SPRAGUE DAULEY RATS
,.. MALE BOOY UEIGHT GAIN DATA (9)

ANIMAL NO. \lEEK 8 UEEK 9 \lEEK 10 \lEEK 11 UEEK 12 UEEK 13

DOSE LEVEL ---

o mg/kg/day 3401 na na na na na na

3402 na na na na na na

3403 na na na na na na

3404 na na na na na na

3405 na na na na na na

3406 na na na na na na

3407 na na na na na na

3408 na na na na na na

3409 na na na na na na

3410 na na na na na na
3411 317 331 353 380 394 397

3412 339 356 368 391 391 400

3413 282 314 325 321 325 344

3414 295 311 327 342 356 354

3415 292 317 339 356 369 383
3416 262 284 294 314 318 321

3417 332 358 364 398 411 416

3418 276 291 311 326 338 355
3419 318 331 359 374 380 349

3420 208 224 232 243 248 245

3421 317 334 354 383 384 342
3422 419 439 458 486 490 SOB
3423 294 310 331 344 361 372
3424 304 329 349 360 370 377

3425 284 309 322 344 358 364

3426 246 256 279 285 302 312

3427 270 290 301 331 333 344

3428 288 314 320 340 345 361

3429 265 283 298 317 326 335

3430 259 286 259 281 298 299

50 mg/kg/day 3431 na na na na na na

3432 na na na na na na

3433 na na na na na na

3434 na na na na na na

3435 na na na na na na

3436 na na na na na na

3437 na na na na na na

3438 na na na na na na

3439 na na na na na na

3440 na na na na na na

3441 227 248 269 279 281 290

3442 303 329 356 368 383 382

3443 302 327 344 338 344 359

3444 285 308 331 340 346 361

3445 274 297 329 339 . 335 357

3446 256 284 300 308 314 323

D-12
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Study No. 5221.07

SUBCHRONIC TOXIC[TY OF META-CRESOL [N SPRAGUE DAULEY RATS
MALE BODY UEIGHT GAIN DATA (g)

ANlAAL NO. \lEEK 8 \lEEK 9 \lEEK 10 \lEEK 11 \lEEK 12 \lEEK 13

DOSE LEVEL

50 mg/kg/day 3447 271 292 326 345 356 374

(continued) 3448 255 278 294 321 321 329
3449 318 345 365 384 395 403

3450 277 300 325 343 356 373

3451 276 297 322 343 343 352

3452 322 336 368 385 386 401

3453 252 283 302 322 327 319

3454 308 314 357 362 367 381

3455 286 301 324 336 345 352

3456 304 330 354 367 368 376

3457 278 303 320 335 336 343

3458 345 363 383 399 403 406

3459 293 307 334 346 357 369
3460 320 312 332 350 364 366

150 mg/kg/day 3461 na na na na na na
3462 na na na na na na
3463 na na na na na na

3464 na na r,a na na na
.x,.-

3465 na na na na na na
'.- 3466 na na na na na na

3467 na na na na na na

3468 na na na na na na
3469 na na na na na na
3470 na na na na na na
3471 210 225 243 265 282 279
3472 292 325 330 346 357 359
3473 259 291 300 310 324 325
3474 274 298 313 341 347 319

3475 205 193 250 282 302 283
3476 207 226 237 248 254 226
3477 268 299 315 314 333 328
3478 286 313 328 350 354 351

3479 279 256 301 323 343 322
3480 188 238 257 278 281 253
3481 283 311 327 338 349 325

3482 317 338 353 373 371 377
3483 301 327 340 355 366 370

3484 258 288 301 315 325 331

3485 229 263 275 296 304 281

3486 244 260 243 232 275 247

3487 104 171 227 251 274 271

3488 277 308 319 339 343 335

3489 247 279 284 296 323 292
3490 243 271 278 293 302 280
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Study No. 5221.07

SUSCHRONTC TOXICITY OF META-CRESOL I~ SPRAGUE DAULEY RATS
MALE BOOY ~EIGHT GAIN DATA (9)

ANIMAL NO. UEElC 8 IJEEK 9 ~EEK 10 IJEEK 11 ueEK 12 IJEEK 13
DOSE LEVEL ---

450 mg/leg/day 3491 na na na na na na
3492 na na na na na na
3493 na na na na nB na
3494 na na na na na na
3495 na na na na na na
3496 na na na na na na
3497 na na na na na na
3498 na na na na na na
3499 na na na na na na
3500 na na na na na roa
3501 235 262 269 286 290 285
3502 202 228 232 248 257 271
3503 252 247 264 285 295 301
3504 na na na na na roa
3505 216 240 263 278 273 294
3506 229 247 251 262 267 260
3507 300 324 340 363 353 367
3508 236 268 269 292 305 321
3509 259 282 300 323 329 347
3510 136 159 255 294 323 339
3511 297 322 331 326 330 326
3512 207 223 236 229 24:5 255
3513 200 227 242 220 238 248
3514 235 256 276 278 297 305
3515 189 229 252 308 282 245
3516 182 208 218 269 243 247
3517 224 246 244 274 270 zn
3518 213 238 253 281 276 286
3519 220 234 248 263 273 281
3520 ~87 207 227 229 241 219
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Study No. 5221. 07

SUBCHRONIC TOXICrTY OF HETA-CRESOL IN SPRAGUE DA~LEY RATS,-'
FEMALE 60DY ~EIGHT DATA (9)

ANIMAL NO. ~EEK 1 \lEEK Z ~EEK 3 ~EEK 4 ~EEK 5 \lEEK 6 ~EEK 7

DOSE LEVEL

o mg/kg/day 3531 162 187 216 232 247 255 268

3532 137 169 189 202 215 229 233

3533 148 181 202 220 225 234 245

3534 156 186 208 232 241 259 276

3535 156 186 205 225 246 253 262

3536 139 166 182 192 208 215 230

3537 132 159 178 194 201 211 225

3538 136 167 168 213 222 239 247

3539 152 189 213 238 258 267 283

3540 133 160 173 202 222 233 247

3541 150 176 196 214 233 251 258

3542 162 187 209 229 240 249 261

3543 127 154 175 191 200 213 224

3544 134 170 191 211 222 232 246

3545 142 179 201 217 226 232 249

3546 144 168 188 205 224 218 248

3547 137 172 195 229 238 252 - 259

3548 139 169 191 210 230 250 263
.- 3549 139 169 196 211 228 217 244

3550 150 181 208 218 237 252 264

3551 130 163 182 199 223 233 246

3552 160 193 216 215 240 251 256
3553 150 188 214 241 264 241 273

3554 146 169 188 209 224 239 250

3555 145 164 177 189 209 218 227

3556 153 183 200 226 243 248 251

3557 ~68 190 216 240 248 262 276

3558 160 190 209 226 238 248 256

3559 157 182 198 218 226 234 239

3560 142 174 192 211 226 233 236

50 mg/kg/day 3561 128 165 189 201 224 233 239

3562 155 175 195 213 232 240 247

3563 154 179 201 219 232 239 251

3564 149 181 199 207 227 239 256

3565 137 180 201 220 232 218 223
3566 150 179 197 220 230 243 255

3567 162 197 221 241 255 272 282

3568 144 172 186 205 218 223 243

3569 152 172 188 210 225 240 250

3570 145 169 192 202 214 225 234

3571 155 186 208 227 246 258 261

3572 154 183 207 227 237 251 265

3573 161 192 209 230 247 266 269

3574 140 166 184 202 223 228 238

3575 148 178 198 213 228 237 242

3576 152 190 210 228 246 255 267
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Study No. 5221.07

SUBCHRCNIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE BCDY ~EIGHT DATA (g)

ANIMAL NO. \lEEK 1 ~EEK 2 ~EEK 3 ~EEK 4 \lEEK 5 \lEEK 6 \lEEK 7

DOSE LEVEL

50 mg/kg/day 3577 157 182 209 228 226 231 248

(continued) 3578 145 172 193 210 221 237 253

3579 158 193 212 221 244 244 258

3580 143 183 206 221 233 246 255

3581 149 174 182 196 213 222 222

3582 161 190 201 212 224 243 245

3583 153 163 179 196 214 224 230

3584 158 183 214 23!l 258 276 291

3585 160 180 196 206 220 228 241

3586 139 163 178 194 203 221 226

3587 137 185 205 222 238 253 262

3588 172 198 215 233 247 264 269

3589 168 194 220 228 243 255 270

3590 138 103 176 187 200 211 215

150 mg/kg/day 3591 152 182 206 218 241 252 262

3592 159 180 198 211 225 234 241

3593 156 186 210 226 243 237 257

3594 163 199 229 253 209 288 293

3595 141 162 184 196 206 218 232

3596 158 189 210 234 249 252 263

3597 153 181 193 212 228 241 246

3598 146 180 195 212 230 239 251

3599 119 153 169 184 202 205 223

3600 149 178 197 217 241 244 255

3601 159 187 213 230 242 258 274

3602 142 170 198 225 241 248 262

3603 152 174 . 197 212 213 227 224

3604 141 170 182 204 218 219 231

3605 151 184 211 229 242 262 266

3606 151 176 192 216 231 240 247

3607 142 162 183 207 216 231 243

3608 145 176 203 218 235 245 257

3609 134 157 181 200 222 229 247

3610 146 181 196 216 220 241 243

3611 162 192 213 238 250 256 266

3612 162 187 202 226 241 256 258

3613 141 172 194 206 225 . 228 238

3614 143 169 189 208 224 227 237

3615 151 166 184 201 210 215 231

3616 141 173 195 220 232 241 254

3617 151 174 191 211 228 239 253

3618 148 166 187 209 214 223 232

3619 157 178 204 217 228 237 252

3620 151 171 197 212 226 231 241
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DA~LEY RATS
FEMALE BODY ~EIGHT DATA (g>

ANIMAL NO. ~EEK 8 ~EEK 9 \lEEK 10 ~EEK 11 ~EEK 12 ~EEK 13 ~EEK 14

DOSE LEVEL --- --- ---

o mg/!<.g/day 3531 ISAC na na na na na na

3532 ISAC na na na na na na

3533 (SAC na na na na na na

3534 1SAC na na na na na na

3535 lSAC na na na na na na

3536 lSAC na na na na na na

3537 ISAC na na na na na na

3538 ISAC na na na na na na

3539 ISAC na na na na na na

3540 ISAC na na na na na na

3541 263 274 281 291 291 300 300

3542 26S 266 269 283 274 266 266

3543 232 238 242 256 257 250 263

3544 245 250 260 259 272 270 284

3545 251 261 267 275 271 273 287

3546 265 264 264 280 286 284 296

3547 263 279 273 289 287 288 301

3548 272 285 296 303 306 316 322

b' 3549 256 256 266 278 275 273 281.,
3550 271 279 281 288 293 291 297'. '

3551 253 254 263 280 291 295 299

3552 266 263 276 290 287 302 292

3553 283 285 300 315 305 299 320

3554 259 261 274 2M 293 288 296

3555 232 235 249 252 251 255 263

3556 264 272 275 288 292 304 305

3557 283 283 300 306 302 303 310

3558 266 278 286 288 289 293 302

3559 243 241 245 253 248 264 261

3560 248 247 253 258 266 269 269

50 mg/kg/day 3561 ISAC na na na na na na

3562 ISAC na na na na na na

3563 ISAC na na na na na na

3564 ISAC na na na na na na

3565 ISAC na na na na na na

3566 ISAC na na na na na na

3567 ISAC na na na na na na

3568 ISAC na na na na na na

3569 ISAC na na na na na na

3570 ISAC na na na na na na

3571 279 283 284 301 305 308 303

3572 268 273 274 287 284 286 290

;.;,: 3573 285 290 292 295 312 310 312
7'

\;. 3574 252 253 261 280 284 289 288

3575 255 256 265 273 283 284 286

3576 274 280 284 296 305 310 301
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGuE DA~LEY RATS
FEMALE BODY ~E[G~T DATA (g)

ANIMAL HO • ~EEK 8 ~EEK 9 ~EEK 10 !,lEEK 11 IoIEEK 12 '.lEEK 13 IJEEK 14
. DOSE LEVEL ---
50 mg/kg/day 35n 249 253 256 274 273 268 2n
(continued) 3578 261 267 271 288 288 294 307

3579 256 250 264 262 275 275 287
3580 258 260 269 282 285 284 286
3581 233 227 229 244 249 260 260
3582 251 257 256 263 263 268 273
3583 222 241 245 256 256 257 262
3584 292 302 312 330 319 326 337
3585 247 25B 252 266 273 266 274
3586 236 235 242 257 253 260 260
3587 266 271 287 295 288 292 300
3588 275 276 280 298 292 297 298
3589 278 281 280 287 297 304 302
3590 222 231 241 243 246 246 21,5

150 mg/kg/day 3591 ISAC na na na na na na
3592 ISAC na na na na na na
3593 lSAC na na na na na na
3594 lSAC na na na na nB na
3595 ISAC na no na na na na
3596 I SAC na na na na na na
3597 I SAC na na na na na na
3598 !SAC na na na na na na
3599 ISAC na na na na na na
3600 lSAC na na na na na na
3601 280 286 289 305 309 296 307
3602 273 285 286 303 306 309 317
3603 225 241 25':1 257 262 iSJ 237
3604 236 241 252 251 262 264 275
3605 271 278 244 255 291 280 292
3606 262 260 272 281 274 269 261
3607 252 256 265 268 305 274 326
3608 271, 262 298 299 273 315 288
3609 251 260 268 271 309 2n 314
3610 253 257 230 241 265 264 316
3611 2n 283 290 300 306 295 '276
3612 270 280 295 292 263 303 272
3613 241 21,3 258 262 285 263 288
3614 241 239 255 256 319 257 271
3615 235 237 245 251 259 250 257
3616 255 259 268 275 279 272 '288
3617 266 280 298 302 282 331 341
3618 241 239 246 261 265 258 267
3619 223 248 273 283 251 268 279
3620 244 250 227 235 265 267 263
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Study No. 5221.07

,;.~.." SUBCHRONIC TOXICITY Of HETA-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE BODY YEIGHT DATA (g)

ANIMAL NO. IoIEEK 8 '.iEEK 9 \lEEK '0 '.iEEK 11 IJEEK 12 IJEEK 13 UEEK 14
DOSE LEVEL

450 mg/kg/day 3621 ISAC na na na na na na
3622 ISAC na na na na na na
3623 ISAC na na na na na na
3624 ISAC na na na na na na
3625 ISAC na na na na na na
3626 ISAC na na na na na na
3627 ISAC ha na na na na na
3628 ISAC na na na na na na
3629 ISAC n3 n3 na na na na
3630 ISAC na na na na na na
3631 207 207 215 227 223 225 242
3632 254 253 263 269 274 277 284
3633 196 202 209 207 218 226 201
3634 255 267 278 278 282 279 293
3635 227 234 234 243 257 262 252
3636 263 269 277 282 292 298 309
3637 241 250 255 254 267 264 263
3638 253 252 259 266 268 275 265
3639 221 215 218 220 224 231 231
3640 234 238 237 241 248 263 252
3641 219 223 229 238 227 228 243
3642 309 310 318 327 324 323 363
3643 251 258 261 261 264 260 256
3644 203 202 209 210 214 222 216
3645 255 255 266 277 287 284 292
3646 250 257 219 259 270 229 271
3647 244 258 277 282 290 302 290
3648 278 286 298 304 313 323 330
:1649 279 289 305 306 315 323 315
3650 234 238 215 248 261 266 261
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DA~LEY RATS
FEMALE BOOY WEIGHT GAIN DATA (a)

ANIMAL NO WEEK 1 IJEEK 2 ~EEK 3 IJEEK 4 IJEEK 5 ~EEK 6_ UEEK 7

DOSE LEVEL

o ma/ka/day 3531 25 54 70 85 93 106 na

3532 32 52 65 78 92 96 na

3533 33 54 72 77 86 97 na

3534 30 52 76 85 103 120 na

3535 30 49 69 90 97 106 na

3536 27 43 53 69 76 91 na

3537 27 46 62 69 79 93 na

3538 31- 52 77 86 103 111 na

3539 37 61 86 106 115 131 na

3540 27 40 69 89 100 114 na

3541 26 46 64 83 101 108 113

3542 25 47 67 78 87 99 106

3543 27 48 64 73 86 97 105

3544 36 57 77 88 98 112 111

3545 37 59 75 84 90 107 109

3546 24 44 61 80 74 104 121

3547 35 58 92 101 115 122 126

3548 30 52 71 91 111 124 133
. ,~. 3549 30 57 72 89 78 105 117

3550 31 58 68 87 102 lH 121

3551 33 52 69 93 103 116 123

3552 33 56 55 80 91 96 106

3553 38 64 91 114 91 123 133

3554 23 42 63 78 93 104 113

3555 19 32 44 64 73 82 87

3556 30 47 73 90 95 98 111

3557 22 48 -72 80 94 108 115

3558 30 49 66 78 88 96 106

3559 25 41 61 69 77 82 86

3560 32 50 69 84 91 94 106

50 maika/day 3561 37 61 73 96 105 111 na

3562 20 40 58 77 85 92 na

3563 25 47 65 78 85 97 na

3564 32 50 58 78 90 107 na

3565 43 64 83 95 81 86 na

3566 29 47 70 80 93 105 na

3567 35 59 79 93 110 120 na

3568 28 42 61 74 79 99 na

3569 20 36 58 73 88 98 na

3570 24 47 57 69 80 89 na

3571 31 53 72 91 103 106 124

3572 29 53 73 83 97 111 114

.:.... 3573 31 48 69 86 105 108 124

3574 26 44 62 83 88 98 112

3575 30 50 65 80 89 94 107

3576 38 58 76 94 103 115 122
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE BODY ~EIGHT GAIN DATA (Sl

ANIMAL NO \lEEK 1 \lEEK 2 \lEEK 3 \lEEK 4 \lEEK 5 \lEEK 6 \lEEK 7

COSE LEVEL

50 ms/ks/day 35n 25 52 71 69 74 91 92

(continued) 3578 27 48 65 76 92 108 116

3579 35 54 63 86 86 100 98

3580 40 63 78 90 103 112 115

3581 25 33 47 64 73 73 84

3582 29 40 51 63 82 84 90

3583 10 26 43 61 71 n 69

3584 25 56 80 100 118 133 134

3585 20 36 46 60 68 81 87

3586 24 39 55 64 82 87 97

3587 48 68 85 '01 116 125 129

3588 26 43 61 T5 92 97 103

3589 26 58 60 T5 87 102 110

3590 25 38 49 62 73 n 84

150 ms/kg/day 3591 30 54 66 89 100 110 na

3592 21 39 52 66 7S 82 na

3593 30 54 70 87 81 101 na

3594 36 66 90 106 125 130 na
:~.! 3595 21 43 55 65 n 91 na

3596 31 52 76 91 94 105 na

3597 28 40 59 T5 88 93 na

3598 34 49 66 84 93 105 na

3599 34 50 65 83 86 104 na

3600 29 48 68 92 95 106 na

3601 28 54 71 83 99 115 121

3602 28 56 83 99 106 120 131

3603 22 45 60 61 7S n 73

3604 29 41 63 ?7 78 90. 95

3605 33 60 78 91 111 115 120

3606 25 41 65 80 89 96 , 11

3607 20 41 65 74 89 101 110

3608 31 58 73 90 lOa 112 129

3609 23 47 66 88 95 113 117

3610 35 50 70 74 95 97 107

3611 30 51 76 88 94 104 115

3612 25 40 64 79 94 96 108

3613 31 53 65 84 87 97 100

3614 26 46 65 81 84 94 98

3615 15 33 50 59 64 80 84

3616 32 54 79 91 100 113 114

3617 23 40 60 n 88 102 115

3618 18 39 61 66 7S 84 93

3619 21 47 60 71 80 95 66

. 3620 20 46 61 T5 80 90 93
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Study No. 5221.07

SUSCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAWLEY RATS

FEMALE SOOY WEIGHT GAIN OATA (9)

ANIMAL NO. \lEEK 8 \lEEK 9 \lEEK 10 \lEEK 11 \lEEK 12 \lEEK 13

OOSE LEVEL --- ---

o mg/kg/day 3531 na na na na na na

3532 na na na na na na

3533 na na na na na na

3534 na na na na na na

3535 na na na na- na na

3536 na na na na na na

3537 na na na na na na

3538 na na na na na na

3539 na na na na na na

3540 na na na na na na

3541 124 131 141 141 150 150

3542 104 107 121 112 104 104

3543 111 115 129 130 123 136

3544 116 126 125 138 136 150

3545 119 125 133 129 131 145

3546 120 120 136 142 140 152

3547 142 136 152 150 151 164

3548 146 157 164 167 177 183

3549 117 127 139 136 134 142

3550 129 13' 138 143 141 147

3551 124 133 150 161 165 169

3552 103 116 130 127 142 132

3553 135 15n 165 155 149 170

3554 115 128 140 147 142 150

3555 90 104 107 106 110 118

3556 119 122 135 139 151 152

3557 115 132 138 134 135 142

3558 118 126 128 129 133 142

3559 84 88 96 91 107 104

3560 '05 111 116 124 127 127

50 mg/kg/day 3561 na na na na na na

3562 na na na na na na

3563 na na na na na na

3564 na na na na na na

3565 na na na na na na

3566 na na na na na na

3567 na na na na na na

3568 na na na na na na

3569 na na na na na na

3570 na na na na na na

3571 128 129 146 150 153 148

3572 1'9 120 133 130 132 136

3573 129 131 134 151 149 'SI
3574 113 121 140 144 149 148

3575 108 117 125 135 136 138

3576 128 132 144 153 158 149
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Study No. 5221.07

SUBCHRONIC TOXrCITY Of META-CRESOL IN SPRAGUE DAULEY RATS
FEMALE BODY UEIGHT GAIN DAT,~ (g)

ANIMAL NO. IoIEEK 8 \lEEK 9 \lEEK 10 UEEK 11 \lEEK 12 UEEK 13

DOSE LEVEL ---
50 mg/kg/day 35n 96 99 117 116 111 120

(continued) 3578 122 126 143 143 149 162

3579 92 106 104 117 117 129

3580 117 126 139 142 141 143

3581 78 80 95 100 111 111

3582 96 95 102 102 107 112

3583 88 92 103 103 104 109

3584 144 154 172 161 168 179

3585 98 92 106 113 106 114

3586 96 103 118 114 121 121

3587 134 150 158 151 155 163

3588 104 108 126 120 125 126

3589 113 112 119 129 136 134

3590 93 103 105 108 108 107

150 mg/kg/day 3591 na na na na na na

3592 na na na na na na

3593 na na na na na na

3594 na na na na na na

3595 na na na na na na

3596 na na na "la na na

3597 na na na na na na

3598 na na na na na na

3599 na na na "a na na

3600 na na na na na na

3601 127 130 146 150 137 148

3602 143 144 161 164 167 175
3603 89 98 105 110 101 85

3604 100 111 110 121 123 134

3605 127 93 104 140 129 141

3606 109 121 130 123 118 110

3607 114 123 126 163 132 184

3608 137 153 154 128 170 143

3609 126 134 137 175 143 180

3610 111 84 95 119 118 170

3611 121 128 138 144 133 114

3612 118 133 130 101 141 110

3613 102 117 121 144 122 147

3614 96 112 '13 176 114 128

3615 86 94 100 108 99 106

3616 118 127 134 138 131 147

3617 129 147 151 131 180 190

3618 91 98 113 117 110 119

3619 91 116 126 94 111 122

3620 99 76 84 114 116 112
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Study No. 5221.07

SUBC~RO~IC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE BODY ~E[GHT GAIN DATA (9)

ANIMAL NO. ~EEK 8 ~EEK 9 ~EEK 10 ~EEK 11 ~~EK 12 ~EEK 13

DOSE LEVEL ---
450 mg/ks/day 3621 na na na na na na

3622 na na na na na na

3623 na na na na 1'1 a 1'1 a

3624 na na na na na na

3625 na na na na na na

3626 n~ na na na na na

3627 na 1'1a na na na na

3628 na na na na na na

3629 na na na na 1'1a na

3630 na na na na na na

3631 62 70 82 78 80 97

3632 103 113 119 124 127 13{,

3633 7{' 81 79 90 98 73

3634 131 142 142 146 143 157

3635 102 102 111 125 130 120

3636 122 130 135 145 151 162

3637 96 101 100 113 110 109

3638 118 125 132 134 141 131

3639 68 71 73 n 84 134

3640 84 83 87 94 109 98

3641 89 95 104 93 94 109

3642 151 159 168 165 164 204

3643 122 125 125 128 124 120

3644 70 77 78 82 90 84

3645 104 115 126 136 133 141

3646 107 69 109 120 79 121

3647 118 137 142 150 162 150

3648 132 144 150 159 169 176

3649 125 141 1'-2 151 159 151

3650 90 67 100 113 118 113
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAULEY RATS

MALE FOOD CONSUMPTION DATA (g)
[Feeder Ueightsl

ANIMAL NO. new 1 old 1 new 2 old 2 new 3 old 3

DOSE LEVEL

o mg/kg/day 3401 604.1 386.1 474.3 250.8 472.1 250.3

3402 590.3 409.4 507.8 335.1 492.9 317.2

3403 615.0 424.7 551.4 344.3 483.9 283.0

3404 618.4 435.3 549.4 371.5 519.1 326.1

3405 536.9 361.8 508.8 319.4 479.4 275.6

3406 564.5 381.7 500.3 322.2 478.6 305.6

3407 651.7 480.2 586.0 414.8 540.5 337.1

3408 597.2 415.6 504.4 310.8 445.7 254.5

3409 596.4 411.8 523.5 332.8 487.9 302.2

3410 585.1 381.8 499.2 283.5 491.0 272.0

3411 656.7 444.6 544.1 324.4 467.3 273.1

3412 640.4 440.4 528.8 302.3 462.6 259.0

3413 611.1 423.5 505.0 307.5 468.0 296.7

3414 618.6 439.0 498.3 315.5 470.9 280.4

3415 600.0 409.5 546.1 345.8 477.9 273.0

3416 646.0 471.7 580.0 409.6 474.5 304.2

3417 610.4 399.9 494.1 270.7 445.8 249.2

3418 605.9 439.0 546.7 363.8 494.5 315.3

3419 570.0 376.2 485.6 286.2 459.8 254.2

3420 613.8 443.4 520.1 356.1 507.3 337.0
3421 615.5 388.9 509.8 280.5 478.8 271.3

3422 590.5 372.3 464.2 232.2 437.0 211. 4

3423 527.9 340.1 475.8 282.9 454.2 260.2
3424 626.2 431.3 556.3 359.1 501.1 309.8

3425 556.2 372.8 493.0 263.4 438.0 253.0

3426 603.3 430.5 566.6 393.4 489.8 308.7

3427 666.7 482.7 577.4 371.8 483.7 295.1

3428 648.4 462.7 511. 1 315.7 442.7 268.6

3429 638.0 409.6 527.6 320.9 476.2 281.7

3430 590.8 378.8 535.0 309.3 462.8 268.1

50 mg/kg/day 3431 630.0 430.1 490.0 294.0 435.5 265.9

3432 647.8 463.0 509.9 299.9 439.2 217.7

3433 594.8 414.7 496.9 310.8 451.0 251.0

3434 599.6 423.8 518.7 350.6 499.5 317.1

3435 629.1 458.2 527.2 359.6 468.7 282.7

3436 657.2 467.3 480.1 300.7 422.9 251.4

3437 622.9 423.0 489.7 291.0 420.5 251.6

3438 636.6 463.0 502.5 311.0 466.0 250.9

3439 648.5 467.6 499.3 327.2 460.2 310.2

3440 632.3 469.7 504.9 336.6 485.9 250.9

3441 637.3 467.4 511.3 348.6 486.1 332.7

3442 624.6 442.0 504.4 313.3 463.4 220.9

3443 667.8 493.1 501.0 317.9 452.5 261.8

3444 639.3 427.3 508.5 358.5 461.0 274.2

3445 668.8 569.2 550.4 400.7 436.6 241.8

3446 475.6 475 .1 588.6 413.9 480.7 298.8
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Study No. 5221.07

SUBCHRO~IC TOXICITY OF META' CRESOL I~ SPRAGUE oA~LEY RATS
MALE FOOD CONSUMPTION DATA (9)

-.
(fee<:er ~ei9htsl

ANIMAL NO. nell 1 old 1 nell 2 old 2 nell 3 old 3

DOSE LEVEL

50 mg/kg/day 3447 652.8 502.2 624.8 492.9 492.9 253.8

(continued) 3448 642.7 479.0 615.0 445.4 477.1 309.6

3449 648.9 337.5 445.9 252.5 422.7 230.8

3450 522.4 483.7 620.2 436.5 455.2 279.9

3451 674.9 469.8 503.1 317.2 427.1 251.9

3452 575.6 465.5 496.7 301.4 439.5 251.4

3453 650.3 501.3 507.1 318.0 454.2 273.7

3454 423.1 475.1* 541.1 340.6 439.7 265.8

3455 664.2 429.1 531.0 348.3 448.0 267.2

3456 477 .2 458.2 541.5 362.9 436.6 256.2

3457 ·680.5 517.5 534.7 364. I 480.4 323.4

3458 671.8 469.7 541.8 332.5 466.7 276.1

3459 625.4 445.4 515.0 339.1 459.3 293.4

3460 640.2 451.3 515.7 326.1 479.8 275.8

150 lll9/kg/day 3461 684.5 504.6 516.0 308.6 450.1 251.2

3462 552.7 381.7 481.0 279.9 411.7 249.8

3463 518.8 338.4 471.8 278.0 441.4 271.3

3464 623.5 459.1 514.9 335.6 483.0 327.8
-=J:::;'~'.'-. 3465 617.8 419.8 496.7 250.8 495.2 306.1
~-:- .-- ~~
lj;"·,".

3466 597.0 403.1 488.5 286.3 434.0 251.6:.. ,

3467 668.2 469.7 496.0 288.4 448.4 250.4

3468 489.2 300.0 449.4 251.4 432.8 286.0

3469 502.2 335.4 431.9 252.4 457.1 281.0

3470 569.5 373.3 496.4 286.0 448.8 319.8

3471 577.7 407.0 488.4 331.7 487.7 333.5

3472 512.9 329.8 438.5 223.9 422.9 264.1

3473 576.5 400.3 481.7 300.5 447.0 293.3

3474 594.1 425.4 486.6 311.2 457.7 265.0

3475 499.6 298.2 430.3 220.6 418.6 261.8

3476 498.6 354.3 467.1 318.6 436.7 307.5

3477 591.7 379.2 458.4 254.6 439.7 375.0

3478 565.6 380. I 480.0 293.9 445.7 256.9

3479 576.2 338.4 484.8 281.3 442.3 252.2

3480 470.6 275 .1 484.2 291.6 440.4 252.6

3481 473.1 315.8 487.8 286.9 440.3 264.9

3482 478.4 276.6 490.3 283.0 427.8 252.1

3483 464.3 274.5 494.6 291.4 441.2 252.6

3484 536.2 372.9 499.7 324.2 483.0 252.7

3485 492.0 328.3 472.3 291.2 438.5 256.8

3486 450.4 280.5 474.7 352.2 445.2 266.6

3487 517.2 331.6 457.5 276.3 422.8 251.4

3488 431.9 241.2 459.7 257.9 404.7 210.0

3489 478.4 272.9 432.0 236.2 413.9 269.3

3490 490.3 309.2 470.1 276.2 446.4 247.9

* Invalid weight.
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META' CRESOL IH S~RAGUE DA~LEY RATS
~.. '.~ HALE FOOD CONSUMPTION DATA (9).:'_....
'.' _°0 : [Feeder lie igh ts]
".-

AHIMAL NO. new 1 old 1 new 2 old :2 new 3 old 3

DOSE LEVEL

450 mg/leg/day 3491 362.0 216.6 434.7 271.7 445.3 279.3
3492 524.9 355.0 482.7 294.5 458.8 296.1]
3493 546.8 373.3 491.7 287.0 452.4 299.7
3494 393.1 21".3 476.1 263.2 425.9 256.8
3495 450.0 262.9 540.0 324.2 468.5 285.7
3496 533.9 333.9 733.4 578.8 448.8 308.3
3497 527.7 355.4 415.9 224.9 464.5 299.4
3498 498.9 339.8 478.7 293.0 433.0 290.7
3499 480.6 281.8 465.9 262.4 412.8 229.0
3500 475.8 301.5 438.1 238.9 433.9 291.1
350i 570.0 397.9 413.9 221,.4 438.7 228.2
3502 453.6 310.5 435.4 261.7 417.8 281.1
3503 447.4 289.3 502.5 30B.5 455.7 304.5
3501, 381.9 dead
3505 511.3 326.6 467.6 2(,7.2 389.4 216.9
3506 392.7 252.6 505.0 350.9 443.1 283.3
3507 476.0 290.8 503.4 307.9 447.4 239.6
3508 530.7 341.5 474.4 296.2 456.3 277.4

:~:~~~~~~
3509 467.8 292.5 530.2 344.3 438.2 233.8
3510 422.7 256.(, 497.8 309.8 461,8 266.9

';-";0.;'
.': 35n 461.6 286.7 521.1 338.1 1,21.8 236.8

3512 381.5 218.7 444.(, 287.2 (,1,5.5 299.1
3513 407.1 2,7.0 503.4 339.6 445.4 307.1
3514 370.4 234.3 495.7 340.9 4!-4.9 306.3

. 3515 519.2 362.5 550.6 381.3 491.1 323.6
3516 537.6 412.4 .594.2 454.8 493.7 34&..5
3517 457.5 302.3 529.6 371.3 459.3 233.8
3518 403.6 245.7 505.2 334.0 428.1 254.9
3519 385.2 241.3 572.7 405.9 432.1 277.3
3520 489.8 350.6 461.4 326.8 455.9 315.9
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META'CRESOL IN SPRAGUE DA~LEY RATS
HALE FOOD CONSUMPTION DATA (g)

[Feeder ~ei9htsJ

ANIMAL NO. ne~ 4 old 4 ne~ 5 old 5 ne~ 6 old 6

DOSE LEVEL

o mg/kg/day

50 mg/\(g/day

3401
3402
3403
3404
3405
3406
3407
3406
3409
3410
3411
3412
3413
3414
3415
3416
3417
3416
3419
3420
3421
3422
~423

3424
3425
3426
3427
3426
3429
3430

3431
3432
3433
3434
3435
3436
3437
3438
3439
3440
3441
3442
3443
3444
3445
3446

550.4
562.2
536.6
590.9
541.5
494.6
545.6
575.8
531.8
541.8
555.8
556.7
566.4
577.0
564.2
553.4
593.5
583.7
546.0
590.0
575.9
466.8
483.1
585.0
554.7
569.6
616.9
560.2
581. 7
582.1

601.1
493.2
500.4
580.1
540.9
596.8
546.5
611. 7
568.2
599.4
560.9
570.5
554.0
563.3
487.1
548.7

329.9
388.7
336.4
407.6
370.4
322.9
356.5
391.5
351. 1
326.2
333.6
350.2
393.7
374.1
360.9
373.5
381.3
402.9
342.2
416.6
331.1
229.9
331.3
383.3
343.9
370.8
426.2
404.4
367.3
354.6

358.9
362.5
386.4
376.1
325.8
422.4
364.0
399.7
423.2
426.1
376.1
304.8
330.4
364.3
340.6
359.9

474.9
493.3
491.1
463.9
497.6
478.8
462.2
466.6
469.0
511.8
508.6
505.7
512.7
506.7
509.7
469.9
511.2
513.5
505.5
536.0
574.0
523.9
463.0
507.7
521.8
505.9
497.9
510.3
491.5
488.1

516.0
490.2
490.2
493.3
469.0
481.9
513.0
497.9
529.9
530.3
495.2
506.0
481.2
505.6
485.5
502.9

0-30

260.3
325.6
299.9
284.3
326.7
322.3
304.0
297.4
294.2
319.2
298.1
307.0
319.2
311. 7
311.8
310.7
319.1
331.0
326.1
396.9
377.4
304.4
321.9
319.6
254.0
340.2
321.0
338.6
274.6
285.9

325.0
304.9
340.3
405.2
410.1
335.9
351.9
375.6
377.3
365.9
354.9
344.2
349.3
392.3
311.6
369.4

466.7
463.6
498.7
482.0
476.0
463.3
471.4
477.5
466.9
476.2
474.0
469.8
467.2
462.4
482.8
471.5
489.8
469.2
493.6
497.6
499.6
471.7
467.2
490.9
476.2
473.8
486.1
475.8
484.4
470.8

475.1
483.3
447.1
483.8
469.4
464.5
480.4
478.6
489.2
491.4
476.7
454.2
480.4
474.2
476.7
476.9

286.0
305.0
319.6
324.2
309.3
324.9
302.9
308.7
296.2
266.3
276.8
262.0
306.1
266.7
289.1
294.6
269.0
313.0
316.4
327.3
273.4
214.8
294.6
319.6
274.1
316.5
318.6
328.8
289.9
268.6

281.6
275.1
294.9
277.2
326.5
297.4
277.2
300.3
312.5
316.0
340.0
314.0
306.4
292.0
304.0
286.4
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Study No. 5221. 07

SUBCHRONIC TOXICITY OF META'CRESOL IN SPRAGUE DAULEY RATS
MALE FOOD CONSUMPTION DATA (g)

[Feeder Ue;gntsJ

ANIMAL NO. new 4 old 4 new 5 old 5 new 6 old 6

DOSE LEVEL

50 mg/kg/day 3447 550.2 410.3 530.5 315.2 492.7 337.9

(continued) 3448 532.0 362.4 559.5 323.3 478.8 305.2
3449 489.4 290.3 528.1 280.0 478.8 273.0
3450 601.2 419.1 518.5 312.5 477.2 306.4

3451 569.9 379.7 546.7 325.1 438.3 317.8

3452 564.8 358.9 575.7 300.5 479.8 289.1

3453 550.6 374.0 536.6 320.1 467.3 340.4

3454 556.9 367.1 542.1 321.5 480.6 347.2

3455 538.8 357.1 502.2 326.1 474.1 291.3
3456 569.0 382.5 516.6 363.9 475.2 304.0

3457 588.6 413.4 535.7 364.8 470.9 330.7

3458 585.1 352.7 523.5 360.9 481.9 300.1
3459 562.9 389.8 519.5 269.1 499.7 324.5
3460 552.3 365.2 497.3 311.2 477.6 . 306.4

150 mg/kg/day 3461 581.2 527.0 467.6 307.5 426.4 297.3
3462 599.7 315.0 494.7 367.0 447.8 256.8

3463 586.5 298.6 495.7 298.9 414.9 264.0
3464 576.5 409.8 547.6 281.6 418.3 318.4
3465 514.8 351.9 567.1 279.6 411.9 251.0
3466 601. 7 432 1 595.1 304.9 417.4 276.4
3467 574.6 354.4 582.2 301.9 413.9 271.3
3468 590.0 539.2 539.2 310.5 414.9 312.7
3469 598.6 405.9 557.3 387.0 448.1 322.5
3470 598.6 414.3 534.6 370.1 469.7 262.0
3471 542.9 406.1 575.4 338.9 410.3 327.2
34n 574.7 382.2 492.9 310.2 422.6 266.1
3473 569.7 368.3 539.3 335.7 411.7 297.8
3474 575.8 382.5 594.0 295.8 411.9 280.3
3475 519.6 300.4 482.7 318.3 421.7 311.4
3476 544.4 401.7 476.7 300.7 417.3 334.1
3477 550.1 357.2 546.9 322.0 416.8 304.7

3478 527.5 348.6 539.4 300.3 421.3 306.0
3479 552.5 360.2 555.0 386.7 461.4 302.4
3480 587.5 399.7 514.7 309.0 417.3 316.2
3481 567.5 404.5 545.4 336.9 423.7 311.0

3482 577.1 381.9 534.1 283.6 444.9 251.4
3483 566.3 366.7 558.8 303.4 427.5 283.9

3484 546.3 369.6 516.9 360.6 426.8 276.7

3485 578.3 391.8 528.0 295.5 423.0 283.5

3486 512.6 352.6 497.8 309.5 441.1 284.3

3487 526.6 362.3 516.1 287.8 449.1 299.8
3488 536.9 339.8 492.4 294.5 443.7 295.4

3489 559.3 367.8 527.2 307.6 439.5 316.7
3490 480.8 360.7 447.9 341.8 440.9 279.8

1 q.4... '~
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Study No. 5221. 07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE OA~lEY RATS

j~:7~~
HALE FOOD CONSUMPTION DATA (9)

.,~

[Feeder Veightsl
-~.......

ANIHAl NO. new 4 old 4 new 5 old 5 new 6 old 6

DOSE lEVel

450 mg/kg/day 3491 491.5 348.1 502.6 261.ft 471.8 399.5

3492 516.5 347.0 478.7 281.9 506.8 440.3

3493 602.1 437.9 484.6 323.7 474.0 307.ft

3..94 510.4 310.7 435.8 239.0 461.4 271.7

3495 609.1 409.9 481.0 285.2 486.4 298.9

3496 573.9 437.7 469.2 316.6 482.5 332.8

3497 468.6 269.9 449.8 252.3 460.8 271.8

3498 480.3 306.7 438.9 261.4 462.1 293.2

3499 512.6 310.3 484.9 293.5 471.8 281.9

3500 477.2 285.8 439.1 '256.5 459.0 276.9

3501 486.2 332.5 471.3 310.4 469.7 308.9

3502 497.8 348.3 450.5 301.7 476.4 334.3

3503 507.9 345.7 486.2 301.7 465.1 292.6

350ft dead
3505 492.6 310.8 450.5 257.7 467.B 2B9.ft

3506 495.9 346.3 479.3 329.4 453.0 300.3

3507 522.9 325.7 459.2 260.7 464.4 265.7

3508 531.7 457.8 457.1 267.8 497.1 275.9

,,!.•",.
3509 494.1 299.1 474.9 299.1 494.9 337.9

-".': . " 3510 467.9 262.8 454.0 272.5 489.9 276.0
~;: "

",- "

3511 515.2 360.7 455.5 273.7 475.5 291.0

3512 471.5 332.1 440.7 283.0 447.3 285.6

3513 4E6.1 422.0 457.6 276.1 4T1.8 337.1

3514 457.0 292.4 4'52.9 275.6 481.4 319.4

3515 571.1 393.5 542.9 367.4 526.3 373.5

3516 561. 1 435.4 517.8 373.7- 506.4 374.7

3517 507.7 338.4 466.7 265.2 484.5 308.5

3518 485.6 439.5 438.4 234.0 484.2 324.4

3519 476.8 343.8 456.8 328.8 450.4 316.7

3520 456.4 320.6 455.4 316.1 4/'6.0 312.6
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Study No. 5221. 07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE OA~LEY RATS
HALE FOCO CONSUMPTION DATA (g)

(Feeder ~eightsJ
. -

ANIMAL NO. nell 7 old 7 nell 8 old 8 n.1I 9 old 9
OOSE LEVEl

o mg/kg/day 3401 4n.3 364.8 b ISAC na na na
3402 484.2 414.3 a lSAC na na na

3403 469.4 396.8 a ISAC na na na
492.8 b3404 395.0 b (SAC na na na

3405 495.9 398.7 ISAC na na na

3406 479.9 4l8.S a ISAC na na na
3407 529.5 450.S a ISAC na na na

3408 518.8 427.5 b ISAC na na na
3409 453.9 364.9 b ISAC na na na
3410 452.0 369.0 a ISAC na na na

3411 528.9 341.0 444.7 289.0 514.9 293.9
3412 446.6 256.7 448.5 275.8 459.4 223.6
3413 458.8 282.0 433.1 2n.0 458.6 232.2

3414 472.4 288.9 436.7 263.8 455.8 242.3
3415 495.8 312.8 434.4 301.5 458.6 239.4
3416 459.5 297.8 435.9 282.7 445.8 240.3 - -
3417 450.4 257.7 438.7 261.3 451.4 217.6

-;-:.: ...::..;. 3418 547.2 382.2 434.3 295.9 528.9 329.3

:~;~: .. 3419 4la.4 308.2 435.5 275.4 445.0 227.8
3420 453.8 317.1 437.7 318.8 462.3 295.4
3421 499.1 283.2 433.4 242.4 445.6 205.3
3422 555.2 318.2 437.5 251.8 508.0 251.8
3423 470.8 307.5 433.7 27•. 2 447.3 ,.3.1
342. 596.7 425.0 437.6 279.8 524.7 309.4
3425 465.6 305.7 .30.1 280.2 .63.5 266.0
3426 495.9 346.9 438.3 306.0 492.4 335.5
3.27 484.4 313.9 433.9 290.2 458.7 256.2
3428 516.6 354.7 437.7 291.5 445.1 248.8
3429 473.2 307.6 435.5 287.8 489.9 290.0
3430 480.7 307.7 433.3 269.2 450.7 212.0

50 mg/kg/day 3431 497.1 417.3 a ISAC na na na
3432 462.6 381.8 a ISAC na na na
3433 529.3 418.7 b ISAC na na na

3434 527.8 433.1 b ISAC na na na
3435 483.4 487.5 b ISAC na na na
3436 485.4 414.1 a ISAC na na na
3437 479.0 396.5 a ISAC na na na
3438 458.4 356.9 b ISAC na na na
3439 493.8 421.9 a ISAC na na na
3440 528.0 431.6 b ISAC na na na
3441 549.0 414.1 438.8 321.3 476.9 297.7
3442 496.8 332.2 430.8 268.9 461.5 230.4
3443 517.8 342.2 440.6 283.2 468.0 267.3
3444 562.4 383.3 434.8 281.2 462.6 249.2
3445 537.0 375.4 436.5 296.1 460.6 276.4
3446 516.7 357.0 438.9 300.3 463.6 273.1

a Food offered for a 3-day period due to interim sacrifice.
b Food offered for a 4-day period due to interim sacrifice. 1 36
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Study No. 5221. 07

SU8CHRONIC TOXICITY OF META'CRESOL IN SPRAGUE OA~LEY RATS

.. - HALE FOOD CONSUMPTION DATA (g)
(Feeder ~eightsJ

.~:~':.- -

ANIMAL NO. new 7 old 7 new 8 old 8 new 9 old 9

DOSE lEVEL

50 mg/kg/day 3447 491.0 349.8 435.4 307.1 457.5 284.6

(continued) 3448 481.2 323.1 440.3 303.8 469.7 290.9
3449 489.0 299.3 429.6 261.6 459.7 241.6

3450 541.2 379.4 451.4 307.3 464.9 270.5

3451 524.0 370.1 443.9 299.5 480.2 285.0
3452 502.1 306.9 426.2 266.8 460.4 250.3

3453 484.1 331.7 425.2 300.3 476.7 303.5
3454 437.6 245.2 430.4 255.8 456.1 271.3

3455 496.1 342.1 435.7 298.6 466.5 280.1

3456 482.5 309.6 438.5 285.6 470.2 264.7

3457 459.1 308.7 438.1 299.0 459.1 265.5

3458 468.9 259.9 431.7 252.9 448.2 215.5
3459 494.7 350.8 433.0 307.0 461.2 291. 1
3460 541.2 368.5 436.8 277.4 454.0 281.7

150 mg/kg/day 3461 454.1 372.8C! ISAC na na na
3462 474.7 399.9a ISAC na na na
3463 531.7 b ISAC437.2

b
na na na

3464 467.7 389.4 - ISAC na na na
~.•:;.~ .. 3465 550.6 454.4b lSAC na na na
.~ -. -'.

389.3a3466 459.7 ISAC na na na
3467 509.9 423.2a ISAC na na na
3468 493.9 370.8b ISAC na na na
3469 483.6 426.3a ISAC na na na
3470 526.2 458.38 ISAC na na na
3471 580.1 439.7 433.6 308.4 474.3 287.3
3472 500.9 340.4 435.3 283.9 467.7 257.7
3473 503.2 317.8 439.7 2B8.9 456.9 252.6
3474 477.5 370.8 444.3 297.2 456.7 261.9
3475 485.3 327.3 444.0 350.5 467.9 307.3
3476 454.3 301.8 437.0 329.9 462.9 300.4
3477 474.5 289.9 439.9 279.8 470.1 257.8
3478 457.2 284.4 439.9 293.9 468.6 268.2
3479 474.2 306.7 437.1 284.5 464.8 304.3
3480 490.9 371.7 438.2 352.5 460.2 232.5
3481 458.5 290.4 438.9 284.3 451. 1 234.7
3482 491.7 313.0 437.5 269.6 463.6 21,1.8
31,83 516.2 349.8 1,37.3 284.8 441.6 237.6

3484 572.4 404.9 458.8 307.2 471.3 282.3
3485 525.0 409.9 439.3 321.4 462.4 267.1

3486 501,.7 366.9 443.4 295.8 460.7 288.4
3487 512.1 398.8 441. 1 427.2 474.3 276.7

3488 495.4 332.3 439.9 267.8 462.0 242.6
3489 502.5 351.4 436.2 295.7 464.6 261.0
3490 461.2 334.5 433.9 294.6 473.0 274.1

.~ ,

a periodFood offered for a 3-day due to interim sacrifice.
b Food offered for a 4-day period due to interim sacrifice.
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Study ~o. 5221.07

SUBC~RO~IC iOXICITY OF META'CRESOL IU S~RAGUE CA~LEY RATS
~ALE FOOD CONSUMPTION DATA (g)

(Feeder ~eightsl

: . ,
.-. - J

ANIMAL 110. new 7 old 7 new 8 old 8 new 9 old 9

DOSE LEVEL

450 IIlg/kg/cay 3491 492.3 430.2 a ISAC na na na

3492 487.9 397.6 b ISAC na na na

3493 591.2 521.6 a !SAC na na na

3494 480.3 383.6 b ISAC na "a na
518.4 b ISAC3495 421.9 b na nil na

3496 566.4 481.9b ISAC n.a na na

3497 575 .6 ~87.4 ISAC na na "a
3498 496.3 40B.2b ISAC na na na

3499 497.8 403.7b ISAC na "a n3

3500 567.4 493.0 ISAC na na na

3501 519.8 368.8 435.0 306.3 465.7 267.4

3502 558.8 42.3 .4 440.9 313.5 470.6 296.0

3503 499.4 339.9 437.3 292.6 4n.2 300.2

3504 na na na na na na

3505 465.9 360.5 438.2 278.1 1.67.9 245.0

3506 494.3 351.8 445.5 326.9 467.9 298.2

3507 467.8 376.a 444.9 274.5 471.3 242.7 --
3508 495.7 445.0 445.0 264.9 4~.0 231.8

3509 471.0 309.3 436.0 301.9 472.3 274.8
~ .... : 3510 524.0 311.4 438.9 407.8 559.3 425.5

~ ..~..: 3511 524.6 386.1 456.6 27a.7 476.5 253.2
'.~ ,'; :-:-

3512 504.6 344.8 438.3 312.3 473 .a 286.8

3513 481.3 360.9 437.4 310.4 47.3.5 281.8

3514 568.1 343.4 438.6 312.5 479.9 265.5
3515 497.a 421.9 437.4 33B.9 478.3 260.7

3516 570.6 388.3 438.3 313.3 484.7 302.6

3517 517.6 432.4 437.3 305.7 469.7 268.7

3518 551.3 358.4 L.40.4 302.7 47.3.3 278.5

3519 553.0 393.6 443.6 338.6 499.3 350.1

3520 449.6 335.5 439.0 321.6 485.1 311.5

a Food offered for 3-day period due interim sacrifice.
b

a to
Food offered for a 3-day period due to interim sacrifice.

, ' .
'..
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DOSE LEVEL

Study No. 5221.07
SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DAYLEY RATS

MALE FOOD CONSUMPTION DATA (g)
[Feeder Ueightsl

ANIMAL NO. new 10 old 10 new 11 old 11 new 12 old 12 new 13 old 13

o mg/lcg/day

50 mg/lcg/day

3401
3402
3403
3404
3405
3406
3407
3408
3409
3410
3411
3412
3413

3414
3415
3416
3417
3418
3419
3420
3421
3422
3423
3424
3425
3426
3427
3428
3429
3430

3431
3432
3433
3434
3435
3436
3437
3438
3439
3440
3441
3442
3443
3444
3445
3446

na
na
na
na
na
na
na
na
na
na

465.6
452.7
481.0
472.1
4n.3
453.4
453.6
502.8
463.8
491.4
462.9
472.8
475.9
471.5
451.1
487.8
4n.3
474.4·
481.6
472.3

na
na
na
na
na
na
na
na
na
na

464.9
463.2
472.4
466.7
503.9
487.8

na
na
na
na
na
na
na
na
na
na

268.9
260.5
290.8
288.5
284.6
284.2
266.2
334.8
279.5
356.4
249.1
252.0
294.9
292.4
284.6
323.5
300.8
318.9
304.6
322.6

na
na
na
na
na
na
na
na
na
na

312.1
274.6
300.4
281.4
320.2
316.1

na
na
na
na
na
na
na
na
na
na

480.0
480.2
474.3
487.3
481.4
485.5
476.0
486.6
4n.9
485.9
476.0
488.4
473.5
495.9
482.2
492.8
478j

481.6
483.6
485.9

na
na
na
na
na
na
na
na
na
na

487.1
494.9
493.4
480.3
498.6
488.9

D-36

na
na
na
na
na
na
na
na
na
na

279.0
284.7
289.0
303.5
279.6
286.6
272.1
319.4
2n.4
337.0
244.9
263.4
296.7
312.4
304.4
334.9
293.3
307.9
304.1
330.2

na
na
na
na
na
na
na
na
na
na

342.1
310.9
355.4
318.5
324.3
337.4

na
na
na
na
na
na
na
na
na
na

493.7
487.2
486.0
490.0
496.9
500.1
496.6
487.0
487.4
483.3
499.3
499.5
489.6
496.8
496.7
490.7
496.9
521.1
491.7
481.8

na
na
na
na
na
na
ha

na
na
na

486.4
479.3
495.6
486.0
495.0
497.3

na
na
na
na
na
na
na
na
na
na

299.9
303.2
284.7
306.3
292.4
335.1
296.6
319.6
292.2
341.2
295.3
292.6
314.8
318.9
303.6
326.5
315.9
333.5
306.4
286.7

na
na
na
na
na
na
na
na

na
na

346.8
283.5
347.0
314.0
331.0
344.2

na
na
na
na
na
na
na
na
na
na

487.0
4n.5
488.1
487.4
487.0
500.4
490.4
488.2
483.8
4138.8
489.2
490.3
476.8
490.6
502.6
481.2
486.9
480.6
490.5
484.5

na
na
na
na
na
na
na
na
na
na

486.0
484.4
489.9
496.0
489.1
487.6
i .)___ d

na
na
na
na
na
na
na
na
na

. na
339.5
321.4
353.0
328.9
334.8
347.8
308.9
349.5
358.1

; 362.8
324.5
325.6
319.1
336.0
342.0
312.7
323.6
322.1
320.2
309.4

na
na
na
na
na
na
na
na
na
na

359.5
317.2
368.8
356.3
362.1
367.3
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Study No. 5221.07
SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DAULEY RATS

MALE FOOD CONSUMPTION DATA (g)
[Feeder lIeightsl

ANIMAL NO. new 10 old 10 new 11 old 11 new 12 old 12 new 13 old 13
DOSE LEVel --- --- ---

50 mg/kg/day 3447 468.0 309.5 490.2 332.1 491.6 336.5 484.7 361.8
(continued) 3448 500.6 349.8 494.4 355.9 506.3 357.4 486.4 384.2

3449 459.1 275.0 486.5 302.4 478.3 397.3 484.4 351.4
3450 478.2 295.4 485.5 286.3 487.3 305.9 487.3 324.8
3451 486.5 313.7 492.9 325.8 481.8 318.1 507.8 354.1
3452 434.7 260.9 481. 1 299.7 485.4 303.4 488.1 316.2
3453 488.2 331.4 482.4 322.7 482.4 320.5 482.5 362.8
3454 459.2 274.6 484.8 309.0 485.1 316.2 482.9 319.9
3455 463.3 300.2 496.4 329.0 472.8 307.9 488.9 345.0
3456 462.5 284.0 485.6 309.1 491.7 323.4 484.1 336.0
3457 465.7 307.8 488.6 325.0 484.2 336.3 498.6 359.8
3458 472.8 273.8 480.1 292.6 475.3 287.5 491.0 316.2
3459 470.4 320.8 485.1 351.2 499.2 343.3 488.3 342.9
3460 449.9 283.7 484.2 304.0 477.1 280.9 484.2 315.8

150 mg/kg/day 3461 na na na na na na na na
3462 na na nB na na na na na
3463 na na na na na na na na
3464 na na na na na na na na
3465 na na na na na na na na
3466 na na na na na na na na
3467 na na na na na na na na
3468 na na na na na na na na
3469 na na na na na na na na
3470 na na na na na na na na
3471 464.9 298.3 480.2 314.6 486.9 320.6 481.4 372.4
3472 424.7 243.2 482.9 307.5 489.9 319.2 492.8 341.4
3473 427.9 256.5 489.1 310.0 491.9 321.6 484.2 337.0
3474 440.4 266.5 498.7 324.4 491.2 322.4 497.7 360.5
3475 437.9 243.4 496.8 300.7 496.5 302.5 490.2 352.6
3476 435.9 290.8 488.4 349.5 484.9 347.5 481.5 399.7
3477 435.2 248.5 493.1 339.3 486.1 328.3 487.2 372.6
3478 442.4 257.1 482.7 308.0 490.4 325.8 480.4 338.6
3479 435.4 283.1 501.5 321.0 484.1 303.4 485.7 360.1
3480 433.7 250.9 491.6 323.5 485.5 319.5 477.4 357.5
3481 434.6 251. 1 490.5 307.8 487.6 306.3 486.0 377.7
3482 436.6 239.2 484.6 281.9 479.6 294.1 483.3 325.3
3483 431.5 255.4 497.2 325.7 485.5 318.0 487.4 333.8
3484 447.9 291.4 494.5 318.7 493.9 317.5 484.2 333.4
3485 433.8 248.2 495.4 322.7 489.2 316.1 487.3 374.5
3486 432.9 307.3 482.0 344.7 485.2 320.1 484.8 409.7
3487 433.7 242.6 492.3 324.2 488.9 318.3 485.1 336.3
3488 439.7 238.8 485.6 300.5 479.4 298.9 485.8 334.2
3489 437.6 266.4 484.7 322.0 484.9 297.6 480.0 351.9
3490 434.5 266.0 489.5 324.4 493.8 334.9 490.7 360.4
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Study NO. 5221.07
SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DA~LEY RATS

MALE FOOD CONSUMPTION DATA (9)
[Feeder ~ei9htsl

ANIMAL NO. new 10 old 10 new 11 old 11 new 12 old 12 new 13 oLd 13

DOSE LEVEl. --- --- ---
450 mg/kg/day 3491 na na l'Ia na na na l'Ia na

3492 na na na na na na na na
3493 na na na na na na na na
3494 na na na na na na na na
3495 na na na na na na na na
3496 na na na na na na na na
3497 na na l'Ia na l"Ia ns l"IS na

3498 na na na na na na na na

3499 na na na na na na na na
3500 na na na na na na na na
3501 440.2 263.3 499.7 353.5 476.3 309.1 482.3 367.2

3502 467.3 311.6 487.5 356.0 476.7 321.7 480.9 359.6
3503 435.1 275.6 497.2 327.4 489.9 314.2 484.9 332.8
3504 na na na na na na na na
3505 436.9 244.7 482.3 311.2 484.7 301.6 483.2 311.9
3506 442.2 290.1 488.0 348.6 485.9 340.8 4n.1 3n.6
3507 445.0 234.2 488.4 284.5 490.8 301.6 481.3 301.9
3508 437.7 239.8 491.5 307.1 490.5 298.1 492.3 309.7
3509 444.7 250.6 499.8 311.2 491.0 297.6 480.7 332.0
3510 474.9 304.1 488.2 282.6 4135.7 282.6 521.2 311.2
3511 493.9 300.7 493.9 346.3 499.5 343.1 484.2 338.6
3512 439.6 270.0 487.B 334.6 478.5 328.9 478.8 336.0
3513 442.0 261.3 481. 1 348.7 481.4 337.9 486.2 350.6
3514 437.6 275.6 488.8 254.2 522.4 332.2 479.1 330.6
3515 439.1 235.9 488.8 305.3 478.0 285.2 475.5 321.3
3516 447.4 294.8 492.6 ,336.3 483.0 323.9 484.8 354.7
3517 441.9 289.3 492.7 323.3 494.1 320.1 502.4 364.0
3518 444.2 269.8 487.8 323.3 488.4 319.1 484.7 334.7
3519 463.6 318.4 502.4 333.0 482.3 334.9 482.9 348.4
3520 439.3 292.2 487.8 347.9 498.0 333.8 481.7 355.0
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Study No. 5221.07
SUBCHRONIC TOXICITY OF HETA-CRESOL IN SPRAGUE DA~LEY RATS

MALE FOOO CONSUMPTION DATA (gjday)

ANli'lAL NO. \lEEK 1 \lEEK 2 \lEEK 3 \lEEK 4 ~EEK 5 ~EEK 6 \lEEK 7

DOSE LEVEL

o mgjkgjday 3401 31.1 31.9 31.7 31.5 30.7 28.7 28.1

3402 25.8 24.7 25.1 24.8 24.0 25.5 23.3

3403 27.2 29.6 28.7 28.6 27.3 25.6 24.2

3404 26.2 25.4 27.6 26.2 25.7 22.5 24.5

3405 25.0 27.1 29.1 24.4 24.1 23.8 24.3

3406 26.1 25.4 24.7 24.5 22.4 22.6 20.4

3407 24.5 24.5 29.1 27.0 25.5 24.1 26.2

3408 25.9 27.7 27.3 26.3 24.2 24.1 22.8

3409 26.4 27.2 26.5 25.8 25.0 24.1 22.3

3410 29.0 30.8 31.3 30.8 27.5 27.1 27.7

3411 30.3 31.4 27.7 31.7 30.1 28.2 26.8

3412 28.6 32.4 31.9 29.5 28.4 26.8 27.1

3413 26.8 28.2 27.3 27.5 27.6 25.6 25.3
3414 25.7 26.1 27.2 29.0 27.9 27.7 26.2

3415 27.2 28.6 29.3 29.0 28.3 27.7 26.1

3416 24.9 24.3 24.3 25.7 25.6 25.3 23.1
3417 30.1 31.9 28.1 30.3 27.4 28.7 27.5
3418 23.8 26.1 25.6 25.8 26.1 25.2 23.6

3419 27.7 28.5 29.4 29.1 25.6 25.0 24.3

3420 24" 23.4 24.3 24.8 19.9 24.4 19.5
3421 32.4 32.8 29.6 35.0 28.1 32.3 30.8
3422 31.2 33.1 32.2 36.7 31.4 36.7 33.9
3423 26.8 27.6 27.7 21.7 23.0 27.5 23.3

3424 27.8 28.5 ,27.3 28.8 26.9 24.5 24.5
3425 26.2 32.8 26.4 30.1 38.3 28.9 22.8
3426 24.7 24.7 25.9 28.4 23.7 22.5 21.3

3427 26.3 29.4 26.9 27.5 25.3 23.9 24.4

3428 26.5 27.9 24.9 25.1 24.5 21.0 23.1
3429 32.6 29.5 27.8 30.6 31.0 27.8 23.7

3430 30.3 32.2 27.8 32.5 28.9 28.9 24.7

50 mg/kg/day 3431 28.6 28.0 24.2 34.6 27.3 27.6 26.6

3432 26.4 30.0 31.6 18.7 26.5 29.7 26.9
3433 25.7 26.6 28.6 16.3 21.4 21.7 27.6

3434 25.1 24.0 26.1 29.1 12.6 29.5 23.7

3435 24.4 23.9 26.6 30.7 8.4 20.4 na

3436 27.1 25.6 24.5 24.9 20.9 23.9 23.8
3437 28.6 28.4 24.1 26.1 23.0 29.0 27.5

3438 24.8 27.4 30.7 30.3 17.4 25.5 25.4

3439 25.8 24.6 21.4 20.7 21.8 25.2 24.0
3440 23.2 24.0 33.6 24.8 20.6 25.1 24.1
3441 24.3 23.2 21.9 26.1 20.0 19.5 19.3

3442 26.1 27.3 34.6 38.0 23.4 20.0 23.5

3443 25.0 26.2 27.2 31.9 18.8 24.9 25.1
3444 30.3 21.4 26.7 25.6 16.2 26.0 25.6

3445 14.2 21.4 27.8 20.9 24.8 24.7 23.1

3446 0.1 25.0 26.0 27.0 19.1 27.2 22.8
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Study No. 5221.07
SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DAYLEY RATS

tf:~
HALE FOOO CONSUMPTION DATA (g/day)

.'
\.": ...~:. -._.:

ANIMAL NO. YEEK 1 YEEK :2 YEEK 3 YEEK 4 \lEEK 5 IIEEK 6 IIEEK 7
DOSE LEVEL

50 mg/kg/day 3447 21.5 18.8 34.2 20.0 30.8 22.1 20.2
(continued) 3448 23.4 24.2 23.9 24.2 33.7 24.8 22.6

3449 44.5 27.6 27.4 28.4 35.4 29.4 27.1
3450 5.5 26.2 25.0 26.0 29.4 24.4 23.1
3451 29.3 26.6 25.0 27.2 31.7 17.2 22.0
3452 15.7 27.9 26.9 29.4 39.3 27.2 27.9
3453 21.3 27.0 25.8 25.2 30.9 18. I 21.8
3454 ,~ 28.6 24.8 27.1 31.5 19.1 27.5
3455 33.6 26. I 25.8 26.0 25.2 26.1 22.0
3456 2.7 25.5 25.8 26.6 21.8 24.5 24.7
3457 23.3 24.4 22.4 25.0 24.4 20.0 21.5
3458 28.9 29.9 27.2 33.2 23.2 26.0 29.9
3459 25.7 25.1 23.7 24.7 35.8 25.0 20.6
3460 27.0 27. I 29.1 26.7 26.6 24.5 24.7

ISO mg/kg/day 3461 25.7 29.6 28.4 7.7 22.9 18.4 27. I
3462 24.4 28.7 23.1 40.7 18.2 27.3 24.9
3463 25.8 27.7 24.3 41.1 28.1 21.6 23.6
3464 23.5 25.6 22.2 23.8 38.0 14.3 19.6

r;:,;' 3465 28.3 35.1 27.0 23.3 41.1 23.0 24. I,~.;.

;.~.;';?~'. 3466 27.7 28.9 26. I 24.2 41.5 20.1 23.5.........

3467 28.4 29.7 28.3 2>1.5 40.0 20.4 28.9
3468 27.0 28.3 21.0 7.3 32.7 14.6 30.8
3469 23.8 25.6 25.2 ~7 .5 24.3 17.9 19.1
3470 28.0 30.1 18.4 26.3 23.5 29.7 22.6
3471 24.4 22.4 22.0 19.5 33.8 11.9 20.1
3472- 26.2 30.7 22.7 27.5 26.1 22.4 22.9
3473 25.2 25.9 22.0 28.8 29. I 16.3 26.5
3474 24.1 25.1 27.5 27.6 42.6 18.8 15.2
3475 28.8 30.0 22.4 31.3 23.5 15.8 22.6
3476 20.6 21.2 18.5 20.4 25.1 11.9 21.8
3477 30.4 29.1 9.2 27.6 32.1 16.0 26.4
3478 26.5 26.6 27.0 25.6 34.2 16.5 24.7
3479 34.0 29. I 27.2 27.5 24.0 22.7 23.9
3480 27.9 27.5 26.8 26.8 29.4 14.4 17.0
3481 22.5 28.7 25. I 23.3 29.8 16. I 24.0
3482 28.8 29.6 25.1 27.9 35.8 27.6 25.5
3483 27. I 29.0 26.9 28.5 36.5 20.5 23.8
3484 23.3 25.1 32.9 25.2 22.3 21.4 23.9
3485 23.4 25.9 26.0 26.6 33.2 19.2 16.4
3486 24.3 17.5 25.5 22.9 26.9 22.4 19.7
3487 26.5 25.9 24.5 23.5 32.6 21.3 16.2
3488 27.2 28.8 27.8 28.:2 28.3 21.2 23.3
3489 29.4 28.0 20.7 27.4 31.4 17.5 21.6

C... 3490 25.9 27.7 28.4 17.2 15.2 23.0 18.1

~. Invalid food consumption value.
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Study No. 5221.07
SU8CHRONIC TOXICITY OF HETA'CRESOL IN SPRAGUE DAYLEY RATS

MALE FOOD CONSUMPTION DATA (g/day)

,-;.. ~

-
ANlKAL NO. YEEK 1 YEEK 2 YEEK 3 YEEK 4 IIEEK 5 IIEEK 6 IIEEK 7

DOSE lEVEL

450 mg/lcg/day 3491 20.8 23.3 23.7 20.5 34.5 10.3 20.7
3492 24.3 2'6.9 23.3 24.2 28.1 9.5 22.6
3493 24.8 29.2 21.8 23.5 23.0 23.8 23.2
3494 25.5 30.4 24.2 28.5 28.1 27.1 24.2
3495 26.7 30.8 26.1 28.5 28.0 26.8 24.1
3496 20.7 - 22.1 20.1 19.5 21.8 21. ... 21.1
3497 24.6 27.3 23.6 28 .... 28.2 27.0 22.1
3...98 22.7 26.5 20.3 24.8 25.4 2.... 1 22.0
3499 28.4 29.1 26.3 23.9 27.3 27.1 '23.5
3500 24.9 ,28.5 20.4 27.3' 26.1 26.0 24.8
3501 24.6 27.1 30.1 22.0 23.0 23.0 21.6
3502 20 .... 2.... 8 19.5 21. ... 21.3 20.3 19.3
3503 22,6 27.7 21.6 23.2 26.4 2....6 22.8
3504 dead
3505 26.4 31.5 2.... 6 26.0 27.5 25.5 15.1
3506 20.0 22.0 22.8 21. ... 21.4 21.8 20 ....
3507 26.5 27.9 29.7 28.2 28 .... 28 .... 13.0
3508 27.0 25.5 25.6 10.6 27.0 31.6 7.2
3509 25.0 26.6 29.2 27.9 25.1 22.4 23.1

'i-~:~ 3510 23.8 ' 26.9 27.8 29.3 25.9 30.6 30 ...........
-. ' 3511 25.0 26.1 26.4 22.1 26.0 26 .... 19.8

3512 23.3 22.5 20.9 20.8 22.', 23.1 22.8
3513 21. ... 23 .... 19.8 9.2 25.9 20.1 17.2
351 ... 19 .... 22.1 19.8 23.5 25., 23.1 32.1
3515 22 .... .24.2 23.9 25 .... 25.1 21.8 10.8
3516 17.9 1\1.9 21.3 18.0 20.6 18.8 26.0
3517 22.2 22.6 32.2 2.... 2 28.8 25.1 12.2
3518 22.6 2.... 5 24.7 6.6 29.2 22.8 27.6
3519 20.6 ,23.8 22.1 19.0 18.3 19.1 22.8
3520 19.9 19.2 20.0 19 .... 19.9 19.1 16.3
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SUBCHRONIC TOXICITY OF META·CRESOL IN SPRAGUE OA~LEY RATS
MALE FOOO CONSUMPTION OATA (g/dayl

Study No. 5221.07

ANIMAL NO. \lEEK 8 \lEEK 9 \lEEK 10 \lEEK 11 \lEEK 12 \lEEK 13

OOSE LEVEL

o mg/kg/day 3401 na na na na na na

3402 na na na na na na
3403 na na na na na na

3404 na na na na na na

3405 na na na na na na

3406 na na na na na na

3407 na na na na na na

3408 na na na na na na

3409 na na na na na na

3410 na na na na na na

3411 26.0 27.6 28.1 28.7 27.7 21.1

3412 28.8 29.5 27.5 27.9 26.3 22.3

3413 26.0 28.3 27.2 26.5 28.8 19.3

3414 28.8 26.7 26.2 26.3 26.2 22.6
3415 22.1 27.4 27.5 28.8 29.2 21.7

3416 25.5 25.7 24.2 28.4 23.6 21.8
3417 29.6 29.2 26.8 29.1 28.6 25.9
3418 23.1 24.9 24.0 23.9 23.9 19.8
3419 26.7 27.2 26.3 28.6 27.9 18.0

3420 19.8 20.9 19.3 21.3 20.3 18.0
3421 31.8 30.0 30.5 33.0 29.1 23.5
3422 31.0 32.0 31.5 32.1 29.6 23.5

3423 26.6 25.5 25.9 25.3 25.0 22.5
3424 26.3 26.9 25.6 26.2 25.4 22.1
3425 25.0 24.7 23.8 25.4 27.6 22.9

3426 22.1 19.6 23.5 22.6 23.5 24.1

3427 24.0 25.3 25.2 26.5 25.9 23.3
3428 24.4 24.5 22.2 24.8 26.8 22.6

3429 24.6 25.0 25.3 25.6 26.5 24.3

3430 27.4 29.8 21.4 22.2 27.9 25.0

50 mg/kg/day 3431 na na na na na na

3432 na na na na na na

3433 na na na na na na

3434 na na na na na na

3435 na na na na na na

3436 na na na na na na

3437 na na na na na na

3438 na na na na na na

3439 na na na na na na

3440 na na na na na na

3441 19.6 22.4 21.8 20.7 19.9 18.1

3442 27.0 28.9 26.9 26.3 28.0 23.9

3443 26.2 25.1 24.6 19.7 21.2 17.3

3444 25.6 26.7 26.5 23.1 24.6 20.0

3445 23.4 23.0 26.2 24.9 23.4 18.1

3446 23.1 23.8 24.5" 21.6 21.9 17.2
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SUBCHRONIC TOXIC1TY OF META-CRESOL IN SPRAGUE DAWLEY RATS
HALE FOCO CONSUMPTION DATA (g/day)

Study No. 5221.07

ANIMAL NO. WEEK 8 I<EEK 9 WEEK 10 I<EEK 11 WEEK 12 \lEEK 13
DOSE LEVEL ---

50 mg/kg/day 3447 21.4 21.6 22.6 22.6 22.2 17.6
(continued) 3448 22.8 22.1, 21.5 19.8 21.3 14.6

341,9 28.0 27.3 26.3 26.3 11.6 19.0
3450 24.0 21,.3 26.1 28.5 25.9 23.2
3451 24.1 24.4 24.7 23.9 23.4 22.0
3452 26.6 26.3 21,.8 25.9 26.0 24.6
31,53 20.8 21.7 22.4 22.8 23.1 17.1
3454 29.1 23.1 26.4 25.1 24.1 23.3
3455 22.8 23.3 23.3 23.9 23.6 20.6
3456 25.5 25.7 25.5 25.2 24.0 21.2
3457 23.2 24.2 22.6 23.4 21.1 19.8
3458 29.8 29.1 28.4 26.8 26.8 25.0
3459 21.0 21.3 21.4 19.1 22.3 20.8
3460 26.6 21.5 23.7 25.7 28.0 24.1

150 mg/kg/day 3461 na na na na na na
3462 na na na na na na
3463 na na na na na na
3464 na na na na na na

0" 3465 na na na na na na
3466 na na na na na na
3467 na na na na na na
3468 na na na na na na
3469 na na na na na na
3470 na na na na na na
3471 20.9 23.4 23.8 23.7 23.8 15.6
3472 25.2 26.3 25.9 25.1 24.4 21.6
3473 25.1 25.5 24.5 25.6 24.3 21.0
3474 24.5 24.4 24.8 24.9 24.1 19.6
3475 15.6 20.1 27.8 28.0 27.7 19.7
3476 17.9 20.3 20.7 19.8 19.6 11.7
3477 26.7 26.5 26.7 22.0 22.5 16.4
3478 24.3 25.1 26.5 25.0 23.5 20.3
3479 25.4 20.1 21.8 25.8 25.8 17.9
3480 14.3 28.5 26.1 24.0 23.7 17.1
3481 25.8 27.1 26.2 26.1 25.9 15.5
3482 28.0 27.7 28.2 29.0 26.5 22.6
3483 25.4 25.5 25.2 24.5 23.9 21.9
3484 25.3 23.6 22.4 25.1 25.2 21.5
3485 19.7 24.4 26.5 24.7 24.7 16.1
3486 24.6 21.5 17.9 19.6 23.6 10.7
3487 2.3 24.7 27.3 24.0 24.4 21.3
3488 28.7 27.4 28.7 26.4 25.8 21.7
3489 23.4 25.5 24.5 23.2 26.8 18.3
3490 23.2 24.9 24.1 23.6 22.7 18.6
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SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE CA~LEY RATS
HALE FOOD CONSUMPTION DATA (g/dayl

Study No. 5221.07

ANIMAL NO. ~EEI( 8 ~EEI( 9 ~EEI( 10 ~EEI( 11 ~EEI( 12 ~EEI( 13
COSE LEVEL ---

450 mg/kg/day 3491 na na n,a na na na
3492 na na na na na na
3493 na na na na na na
3494 na na na na na na
3495 na na na na na na
3496 na na na na na na
3497 na na na na na na
3498 na na na na na na
3499 na na na na na na
3500 na na na na na na
3501 21.5 24.8 25.3 20.9 23.9 16.4
3502 21.2 21.8 22.2 18.8 22.1 17.3
3503 24.1 21.5 22.8 24.3 25.1 21.7
3504 na na na na na na
3505 26.7 27.9 27.5 24.4 26.2 24.5
3506 19.8 21.2 21.7 19.9 20.7 14.2
3507 28.4 28.6 30.1 29. I 27.0 25.6
3508 30.0 29.0 28.3 26.3 27.5 26.1
3509 22.4 24.7 27.7 26.9 27.6 21.2
3510 5.2 16.7 24.4 29.4 29.0 30.0
3511 29.7 27.9 27.6 21.1 22.3 20.8
3512 21.0 23.4 24.2 21.9 21.4 20.4
3513 21. 2 24.0 25.8 18.9 20.5 19.4
3514 21.0 26.8 23. I 33.5 27.2 21.2
3515 16.4 27.2 29.0 26.2 27.5 22.0
3516 20.8 22.8 21.8 22.3 22.7 18.6
3517 21.9 25.1 21.8 24.2 24.9 19.8
3518 23.0 24.4 24.9 23.5 24.2 21.4
3519 17.5 18.7 20.7 24.2 21.1 19.2
3520 19.6 21.7 21.0 20.0 23.5 18.1
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Study No. 5221. 07

SUBCHRON1C TOXICITY OF META' CRESOL IN SPRAGUE DA~LEY RATS
FEMALE FOOD CONSUMPTION DATA (g)

[Feeder ~eightsl

ANIMAL NO. new 1 old 1 new 2 old 2 new 3 old 3

DOSE LEVEL

o mg/kg/day 3531 665.1 528.6 574.6 442.8 442.8 304.1

3532 662.8 539.0 569.4 448.6 448.6 321.0
3533 619.8 499.3 534.4 414.1 472.1 363.9

3534 621. 1 4!!6.5 539.4 409.3 464.5 321.9

3535 579.7 460.9 515.7 402.6 471.9 357.1

3536 616.5 503.4 559.4 445.6 445.6 344.6

3537 620.7 505.7 548.1 441.7 441.7 306.8

3538 627.3 505.3 538.7 410.9 471.8 349.2

3539 608.6 470.0 522.8 382.8 476.9 336.7

3540 500.4 357.9 427.0 208.5 418.0 200.9
3541 657.9 543.4 595.0 469.8 469.8 353.3

3542 643.3 518.7 538.8 409.8 509.5 3n.l

3543 616.8 513.0 559.7 453.9 453.9 350.8

3544 571.2 455.1 506.6 395.3 481.1 376.8
3545 584.0 445.5 493.4 373.9 443.7 331.3
3546 630.8 515.5 564.0 452.1 452.1 337.0
3547 631.8 513.7 542.5 430.6 430.6 312.0
3548 586.8 474.7 509.6 401.8 479.8 299.8
3549 625.2 503.6 544.9 420.5 420.5 297.9
3550 621.8 486.7 556.1 421.6 500.0 384.3
3551 587.8 482.3 548.4 443.8 443.8 339.6
3552 568.8 441.7 496.8 409.6 514.4 385.9
3553 586.4 444.5 . 482.7 374.8 488.2 353.9
3554 556.8 440.7 488.2 354.1 459.5 342.4
3555 673.0 561.9 610.0 499.0 499.0 393.7
3556 595.0 464.7 536.9 403.4 468.8 333.9
3557 576.2 445.8 527.5 399.1 466.5 345.5
3558 616.8 4n.7 553.0 416.9 491.6 363.5
3559 627.4 510.5 567.2 454.7 454.7 347.9
3560 619.9 491.1 562.3 447.9 484.1 374.0

50 mg/kg/day 3561 627.8 510.0 518.4 403.5 482.9 337.5
3562 616.2 506.9 . 531. 9 418.2 538.1 428.1
3563 653.2 542.3 557.3 442.9 442.9 403.2
3564 613.9 494.1 530.8 401.9 463.3 347.7

3565 662.9 530.3 555.1 412.2 498.9 280.6
3566 668.7 548.6 575.8 465.9 465.9 359.9
3567 636.7 505.1 563.7 425.5 489.2 375.2
3568 611.8 487.9 560.5 444.7 500.1 413.2

3569 653.6 540.7 565.7 459.9 459.9 375.6
3570 611.3 501.9 536.3 415.5 456.0 387.0
3571 630.2 496.3 536.4 406.3 464.5 361.4

3572 636.2 513.8 534.1 413.2 484.3 388.4
3573 615.0 490.0 558.5 419.5 500.5 411.2
3574 614.3 499.7 558.7 446.7 467.4 407.3
3575 660.4 544.6 591.8 411.6 497.5 411. 1
3576 651.1 519.0 538.0 479.7 536.9 367.8
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Study No. 5221. 07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE FOOD CONSUMPTION DATA (9)

[Feeder ~ei9htsl

ANIMAL NO. new 1 old , new 2 old 2 neW 3 oLd 3

Dose LEVEL

50 rug/kg/day 3577 674.9 560.6 607.6 459.3 459.3 411.3

(cont i nued) 3578 655.1 538.4 566.1 459.9 459.9 401.2

3579 609.3 480.2 518.9 390.4 48"'.9 353.1

3580 633.4 503.0 556.9 431.0 431.0 319.9

3581 644.2 498.4 545.9 293.1 492.4 268.5

3582 625.9 512.8 568.9 464.5 464.5 363.5

3583 651.4 547.6 588.2 462.7 462.7 356.6

3584 607.8 480.1 534.4 392.1 428.2 268.1

3585 592.9 475.6 543.4 417.6 476.6 356.4

3586 631.4 520.5 566.0 461.2 522.6 394.8

3587 650.6 512.5 555.7 426.1 499.5 276.9

3588 660.0 535.7 571.9 449.4 523.7 393.5

3589 652.3 529.8 585.4 441.8 557.5 435.2

3590 630.5 557.2 597.9 479.8 524.9 416.6

150 mg/lcg/day 3591 415.2 299.3 429.4 313.1 446.1 324.9

3592 500.4 363.4 452.8 319.1 457.1 310.9

3593 407.5 274.8 398.6 276.5 404.9 275.2
3594 438.1 306.6 430.6 294.1 437.1 308.1

3595 410.7 307.3 390.6 273.0 492.4 383.3
.:c

3596 496.6 370.3 483.9 348. , 488.2 359.4
3597 508.2 38~.2 508.8 394.7 517.5 412.6

3598 441.7 332.8 471.9 357.4 493.9 377.4

3599 545.4 449,9 578.1 474.2 474.2 372.1
3600 412.9 300.5 407.6 286.6 416.7 288.9
3601 576.4 457.0 534.6 412.0 531.7 409.5

3602 450.1 330.9 459.9 326.7 458.8 333.1

3603 469.3 357.3 473.6 347.3 443.9 343.7
3604 509.4 405.7 513.1 413.2 523.5 422.1

3605 415.5 295.6 434.3 310.2 437.3 315.7

3606 400.8 277.6 418.9 300.6 471.4 342.2

3607 592.5 483.6 525.7 424.8 566.6 459.0

3608 499.5 397.7 472.0 339.0 461.6 356.4

3609 485.5 380.6 478.4 366.2 437.3 394.5

3610 479.4 339.2 418.5 300.6 471.4 269.7

3611 432.9 309.0 440.3 313.3 469.0 343.8

3612 460.3 337.8 467.9 349.0 476.1 357.7

3613 406.3 288.4 385.1 269.1 434.3 310.9

3614 430.2 318.5 421.1 316.2 455.7 345.8

3615 419.5 306.7 428.5 328.3 476.3 374.0

3616 393.5 272.8 390.4 270.9 472.5 352.1

3617 458.6 344.5 433.5 316.9 468.9 356.8

3618 424.7 316.0 409.5 305.2 428.5 329.1
3619 440.1 328.0 431.0 318.7 451.3 324.5

3620 447.6 323.2 408.3 279.4 441.2 327.9
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DA~LEY RATS
FEMALE FOOD CONSUMPTION DATA (9)

[Feeder ~eights]

ANIMAL NO. new I old I new 2 old 2 new 3 old 3
DOSE LEVEL

450 mg/ks/day 3621 454.7 328.9 564.3 443.0 443.6 319.3
3622 434.9 333.6 581.2 482.8 482.8 396.0
3623 491.5 392.1 506.1 390.0 428.6 329.7
3624 498.5 386.5 500.3 383.5 436.8 325.8
3625 456.9 351.5 557.6 443.2 443.2 328.7
3626 436.6 345.7 474.6 368.9 427.2 308.3
3627 422.2 309.4 542.9 426.3 426.3 315.4
3628 461.4 350.6 496.4 355.2 437.8 323.6
3629 506.0 413.0 557.9 449.6 449.6 345.6
3630 454.2 354.4 567.4 466.2 466.2 373.5
363' 510.0 414.4 449.6 350.4 445.9 228.2
3632 437.1 313.6 547.2 433.6 485.3 281.1
3633 482.9 391.2 463.2 371.9 412.2 304.5
3634 518.7 - 404.9 450.4 342.2 438.9 259.5
3635 445.5 336.4 533.2 421.9 449.8 374.9
3636 473.0 361.0 490.3 370.2 454.4 340.2
3637 468.9 362.7 438.2 328.7 428.4 337.2
3638 456.6 352.9 512.8 409.3 426.2 344.8
3639 480.3 366.3 464.4 229.0 439.3 334.1
3640 462.9 346.7 494.5 385.7 443.2 324.0
3641 441.8 354.7 533.2 435.3 435.3 337.9
3642 439.8 307.4 536.1 406.3 429.1 287.7
3643 425.0 307.0 482.9 351.6 431.8 299.8
3644 518.6 430.2 492.4 408.6 438.9 357.2
3645 464.7 339.9 450.3 326.6 424.1 319.0
3646 460.2 368.4 528.9 419.6 419.6 319.9
3647 438.7 307.9 428.1 302.6 441.9 332.6
3648 438.3 328.1 432.6 303.0 438.5 326.8
3649 448.8 341.7 465.4 342.7 437.5 328.4
3650 455.8 341.2 429.3 304.7 423.2 303.5
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Study ~o. 5221.07

SUBCHRONIC TOXICITY OF META'CRESOL IN SPRAGUE DA~LEY RATS
FEMALE FOOD CONSUH~TION DATA (9)

.-"':.....
[Feeder ~ei9htsl.. ::~"-

ANIMAL NO. new 4 old 4 new 5 old 5 new 6 old 6
DOSE LEVEL

50 mg/I<:g/day 35n 426.0 319.2 426.2 325.9 438.4 327.9
(continued) 3578 437.6 326.6 440.0 326.5 446.0 329.6

3579 469.5 354.9 455.6 298.6 443.9 278.4
3580 411.8 297.0 423.7 310.2 423.9 319.7
3581 194.0 352.5* 454.1 332.5 429.4 329.1
3582 546.2 442.7 442.7 343.6 438.0 342.0
3583 474.6 362.5 428.2 330.2 443.4 349.7
3584 434.6 294.3 437.3 294.9 424.7 273.3
3585 472.8 351.4 460.8 345.0 433.7 326.3
3586 462.5 352.6 425.5 308.6 433.3 327.3
3587 492.6 375.5 476.6 351.0 439.3 312.8
3588 485.9 356.5 446.5 311.9 433.8 304.0

3589 526.2 399.3 433.7 304.4 423.0 292.8
3590 452.2 331.5 432.9 315.9 421.5 309.7

150 mg/I<:g!day 3591 430.3 291.2 442.8 324.6 401.5 277.9
3592 449.6 306.9 440.1 332.5 414,7 286.4
3593 429.1 283 .5 442.9 367.0 426.7 315.9
3594 443.1 293.0 439.4 317.1 422.7 293.3

-',r:;',. 3595 464.3 319.7 456.1 352.0 421.2 297.6};-~;:~:..

"~-' 3596 465.4 325.5 444.4 333.2 425.0 304.6'r,O,.

3597 500.6 370.3 489.8 383.5 435.1 323.9
3596 455.6 325.9 433.3 331.1 423.1 317.1
3599 598.7 477.2 477.2 382.2 454.7 346.1
3600 444.3 301.7 479.4 371.3 456.1 339.8

. 3601 548.5 416.8 . 519.4 408.2 427.7 305.9
3602 490.6 336.0 461.1 343.0 409.3 280.3
3603 449.7 322.1 458.1 358.0 421.3 316.8
3604 482.1 355.7 506.9 408.3 443.5 31,1.6
3605 500.1 372.2 459.2 343.2 421.9 299.7
3606 516.0 378.2 471.4 351,.3 1,27.9 308.8
3607 520.8 395.6 478.8 372.9 429.2 311,.9

3608 423.2 280.6 436.3 323.5 408.9 286.8
3609 432.8 279.2 1,12.0 302.6 408.0 292.7
3610 407.6 233.1 444.1 319.3 414.4 284.4
3611 474.1 334.2 426.9 323.0 404.1 290.9
3612 491.0 356.2 489.3 377.4 412.5 267.9
3613 427.2 298.9 436.1 31,2.0 403.8 280.1,

3614 500.1 360.1 443.4 346.1 402.6 289.4
3615 570.8 425.6 425.6 336.8 413.8 302.2
3616 457.3 325.6 439.9 341.0 402.7 259.7
3617 449.3 308.1 450.2 334.1 442.0 286.9
3618 430.1 316.4 431.2 336.8 404.0 306.7
3619 431,.7 271.7 440.1 300.2 414.5 260.6
3620 477.1 328.3 429.4 321,.3 413.1 294.7

* Invalid weight.
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Scudy No. 5221. 07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE OA~LEY RATS
FEMALE FOOD CONSUMPTION DATA (9)

[Feeder ~eightsl

ANIMAL NO. new 4 old 4 new 5 old 5 new 6 old 6

DOSE LEVEL

450 mg/lcg/day 3621 491.5 350.3 438.6 289.2 487.3 285.2
3622 516.5 403.4 472.9 335.4 440.5 340.1
3623 467.1 343.7 429.7 332.9 442.2 265.0
3624 510.4 372.0 422.4 307.5 449.1 294.0
3625 5'1.0 380.9 426.3 292.5 444.0 287.8
3626 473.9 354.3 414.1 328.0 448.2 306.0
3627 468.6 328.7 425.3 301.9 440.6 279.1
3628 480.3 349.9 425.2 326.3 445.5 290.3
3629 512.6 265.6 506.4 426.1 468.2 3'6.2
3630 4n.2 351.0 485.8 365.0 449.7 349.0
3631 486.2 365.8 433.3 346.3 461.2 287.0
3632 497.8 395.3 426.1 291.6 424.9 280.6
3633 507.9 402.6 424.4 317.8 461.2 337.6
3634 469.3 334.6 423.5' 343.6 435.7 261.2
3635 525.5 352.8 431.8 320.0 465.8 290.6
3636 473.6 339.4 426.3 306.1 455.6 305.4
3637 460.2 333.5 430.4 291.5 473.6 312.0
3638 473.6 336.2 422.9 274.4 473.9 306.4
3639 487.5 289.0 493.7 287.1 476.0 346.4
3640 412.1 292.1 418.3 307.9 469.7 306.0
3641 436.8 330.1 430.7 292.4 487.4 344.2
3642 435.8 257.6 442.4 324.9 455.4 303.2
3643 453.1 318.7 433.7 318.9 470.4 285.6
3644 462.0 362.6 453.9 236.9 457.6 334.6
3645 471.4 342.6 425.5 319.1 448.6 309.1
3646 530.0 (03.9 429.7 266.4 445.5 325.6
3647 443.3 302.9 415.5 322.4 459.3 325.6
3648 423.2 282.8 429.2 340.9 451.2 279.8
3649 474.5 334.3 432.7 2ea.6 455.7 285.7
3650 434.7 . 301.9 453.7 274.8 445.8 323.7
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DAWLEY RATS
FEMALE FOOD CONSUMPTION DATA (g)

[Feeder Weightsl
.-

ANIMAL NO. new 7 oLd 7 new 8 old 8 new 9 oLd 9
DOSE LEVEL

450 mg/kg/day 3621 452.1 402.6 a ISAC na na na
a

3622 478.1 428.8 b ISAC na na , na

3623 462.4 409.3 ISAC na na na

3624 479.2 411.8 b ISAC na na na
3625 467.2 423.2 a ISAC na na na

3626 454.9 402.4 b ISAC na na n.

3627 415.6 359.7 b [SAC na na na

3628 485.4 436.7 a ISAC na na na

3629 432.0 371.1 b ISAC na na na

3630 4n.D 440.3 a ISAC na na na
3631 503.1 411.8 428.7 346.0 461.2 332.5
3632 484.0 376.6 421.4 328.2 461.3 332.5
3633 411.6 335.9 427.5 341.8 455.1 350.2
3634 460.2 352.4 426.7 323.5 453.3 322.2
3635 521.0 443.5 434.6 353.9 487.9 372.3
3636 426.0 336.8 420.6 330.1 457.9 346.4
3637 476.2 382.8 423.4 328.6 451.6 321.9
3638 440.1 334.7 425.7 325.9 455.4 303.0
3639 465.0 353.3 424.6 328.6 453.4 320.1

~;i:Y>
3640 472.1 391.1 427.0 332.8 458.3 337.1
3641 451.0 367.4 425.7 343.6 452.2 341.0
3642 461.4 ~30.0 428.1 311.4 470.1 312.1
3643 463.4 352.5 421.8 313.7 457.5 324.3
3644 534.8 449.3 428.4 355.7 464.5 360.7
3645 472.7 365.4 423.4 320.9 441.1 295.7
3646 492.8 387.8 425.3 327.8 451.9 348.5
3647 445.9 353.4 421.8 313.5 464.1 319.8 .
3648 479.8 372.0 436.1 319.4 469.7 326.6
3649 458.9 352.7 423.2 307.1 461.7 310.2
3650 417.9 318.1 429.5 330.5 450.7 354.0

a
Food offered for 3-day period due interim sacrifice.

b
a to

Food offered for a 4-day period due to interim sacrifice.
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Study No. 5221. 07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DA~LEY RATS
FEMALE FOOD CONSUMPTION DATA (s)

[Feeder ~eishtsl

ANIMAL NO. new 10 old 10 new 11 old 11 new 12 old 12 new 13 old i3
DOSE LEVEL --- --- ---

o mg/ks/day 3531 na na na na na na na na
3532 na na na na na na na na
3533 na na na na na na na na
3534 na na na na na na na na
3535 na na na na na na na na
3536 na na na na na na na na
3537 na na na na na na na na
3538 na na na na na na na na
3539 na na na na na na na na
3540 na na na na na na na na
3541 422.5 301.0 444.4 332.2 449.7 316.1 447.2 355.7
3542 437.9 315.1 448.7 338.2 460.7 345.2 447.1 374.5
3543 431.6 . 322.7 443.0 339.0 445.2 339.8 447.2 361.4
3544 439.9 346.2 455.3 357.1 451.3 349.0 449.4 363.6
3545 424.5 316.9 443.5 338.2 441.0 347.2 451.9 344.1
3546 426.9 319.6 449.2 332.7 450.0 347.3 459.7 364.5
3547 429.8 303.6 441.4 337.4 450.0 318.0 446.0 322.9
3548 422.2 304.7 445.5 329.7 445.7 325.3 454.2 344.4
3549 426.8 304.3 454.2 339.6 444.4 323.5 451.2 352.1
3550 424.8 318.7 436.9 328.8 448.2 333.3 456.0 365.0
3551 423.5 314.9 447.6 334.3 447.0 329.9 471.0 371.3
3552 425.7 308.7 442.6 324.1 452.3 320.7 443.7 329.6
3553 425.4 297.1 442.3 323.0 443.8 310.6 443.4 325.3
3554 423.3 299.2 446.5 328.9 465.2 348.4 445.8 343.6
3555 430.6 330.7 451.1 345.3 448.8 334.1 443.1, 340.8
3556 422.2 296.0 445.9 326.2 446.6 318.6 457.3 367.2
3557 447.2 331.8 450.4 340.5 446.0 334.3 453.6 349.7
3558 440.8 328.6 442.2 336.3 443.2 322.6 447.1 349.6
3559 464.4 373.1 444.6 360.6 451.0 347.7 465.8 372.7
3560 457.0 355.0 446.4 338.7 443.8 329.6 446.9 346.7

50 mg/kg/day 3561 na na na na na na na na
3562 na na na na na na na na
3563 na na na na na na na na
3564 na na na na na na na na
3565 na na na na na na na na
3566 na na na na na na na na
3567 na na na na na na na na
3568 na na na na na na na na
3569 na na na na na na na na
3570 na na na na na na na na
3571 460.9 209.2 485.1 326.8 444.6 318.3 446.4 344.5
35n 435.4 320.0 442.8 341.0 453.8 341. 7 452.8 356.6
3573 444.6 325.8 449.0 326.3 449.2 309.7 451.5 339.6
3574 426.3 306.2 441.9 328.6 454.2 335.5 451.5 365.2
3575 461.6 348.9 448.5 330.0 445.8 319.7 446.9 352.9
3576 460.5 336.3 448.2 321.8 453.9 321.7 444.3 366.9
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Study No. 5221. 07

SUBCHRO~IC TOXICITY OF META' CRESOL IN SPRAGUE DA~LEY RATS
FEMALE FOOD CONSUMPTION DATA (g)

-~ ..
(Feeder '.Ieights]/.~.:. ;

t?£
>:s.

ANIMAL NO. new 10 old '0 new 11 old
"

new 12 old 12 new 13 old 13
DOSE LEVEL ---

50 mg/kg/day 3Sn 463.1 335.5 451.8 349.2 449.7 345.4 446.2 365.3
(continued) 3578 457.6 339.3 447.5 337.4 463.9 339.2 445.0 349.2

3579 424.7 316.8 444.7 322.0 440.8 317.8 450.8 338.5
3580 462.3 367.2 445.9 354. , 460.1 363.7 469.2 387.2
3581 430.8 337.4 441. 1 343.7 446.5 342.3 449. , 365.4
3582 438.8 347.3 447.7 354.2 460.5 355.1 450.1 366.0
3583 440.6 349.5 441.5 348.2 448.4 346.4 449.4 363.1
3584 444.6 296.5 453.3 328.5 446.8 309.2 442.3 327.4
3585 443.0 326.8 442.6 323.0 434.2 307.9 447.7 337.5
3586 434.9 327.2 463.1 349.7 466.2 347.2 451.3 362.4
3587 428.4 306.2 448.1 340.0 452.6 338.7 449.6 351.8
3588 441.6 309.2 442.4 317.0 441.9 304.2 449.8 338.3
3589 452.7 334.8 449.9 320.3 447.4 308.2 447.6 331.7
3590 459.4 353.3 446.9 344.2 448.5 339.2 443.1 364.5

150 rnQ/kg/day 3591 ns ns na ns na ns na /'Ia

3592 na na ns na na ns na na
3593 na ns ns ns na ns na ns
3594 na na na na na na na na

;,,~ 3595 na na ns na na na na na
....... 3596 na na na na na na na na

3597 na ns na na tla na ns na
3598 na na na na na na na na
3599 na na oa na r;~ na na na
3600 na na na na . na na na na
3601 443.9 316.8 444.0 . 316.4 447.9 323.4 450.4 344.3
3602 433.6 289.8 445.5 296.5 462.0 307.6 465.5 347.4
3603 461.9 347.5 ~5.3 316.9 440.2 332.5 445.1 362.1
3604 448.2 346.1 447.8 327.5 445.8 320.1 441.0 333.1
3605 466.2 412.2 446.0 300.1 442.5 3'3.1 446.6 364.6
3606 423.1 298.6 445.6 308.8 446.6 324.8 450.7 352.0
3607 426.1 311.2 448.4 329.3 449.0 336.8 443.6 360.2
3608 425.5 296.0 4.47.7 319.3 452.7 313.4 451.8 354.8
3609 407.3 301.7 441.3 322.8 446.9 314.7 445.0 335.3
3610 427.7 368.9 448.8 286.2 445.7 304.4 469.6 370.8

361' 434.3 315.4 444.4 324.1 449.5 334.8 449.4 348.0
3612 427.0 302.0 444.3 315.4 452.9 325.0 447.3 335.3
3613 428.5 3'5.7 441.0 320.7 458.4 330.3 470.7 365.5
3614 447.1 337.0 445.3 341.9 452.3 329.0 459.7 349.3
3615 475.1 364.7 448. , 328.0 446.8 338.3 449.2 364.9
3616 392.8 281.0 444.0 333.8 441.8 333.0 451.1 363.7
3617 401.8 260.8 445.2 291.0 447.7 291.4 443.6 306.5

36'8 414.2 306.6 443.4 337.7 459.5 356.2 444.4 358.9
3619 432.0 290.7 443.9 334.2 448.7 344.5 450.5 355.9:,-, 3620 427.3 371.9 442.0 298.6 449.5 296.7 445.3 347.6
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Study No. 5221.07

SUBCHRONIC TOXICIT~ OF META-CRESOL IN SPRAGUE CAULEY RATS
FEMALE FOOD CONSUMPTION DATA (g)

[Feeder ~eignts]

ANIMAL NO. new 10 old 10 new 11 old 11 new 12 old 12 new 13 old 13
DOSE LEVEL ---

450 mg/\i:g/day 3621 na na na na na na na na
3622 na na na na na na na na
3623 na na na na na na na na
3624 na na na na na na na na
3625 na na na na na na na na
3626 na na na na na na na na
3627 na na na na na na na na
3628 na na na na na na na na
3629 na na na na na na na na
3630 na na na na na na na na
3631 431.7 339.1 448.9 355.9 473.9 366.3 444.8 349.5
3632 450.5 326.5 444.4 326.7 462.8 324.1 452.6 353.9
3633 422.8 341.9 448.1 356.4 455.8 351.9 444.1 369.7
3634 420.8 311.8 442.2 326.9 451.4 344.9 447.1 353.4
3635 467.2 356.9 442.3 334.8 467.7 352.9 457.4 3n.3
3636 443.3 329.0 447.4 342.0 447.1 315.4 445.8 339.4
3637 420.4 314.5 449.3 344.1 444.8 332.2 452.1 369.4
3638 420.8 286.9 442.5 325.8 454.0 333.0 443.4 360.2
3639 420.6 307.0 444.3 333.0 444.5 317.5 445.7 354.8
3640 452.9 336.4 440.5 333.6 449.9 317.1 452.4 358.4
3641 418.9 325.8 442.0 362.4 447.5 358.0 463.0 380.5
3642 449.2 311.1 442.9 312.9 446.8 312.4 448.9 317.6
3643 448.7 325.2 445.4 329.5 452.7 349.1 467.4 376.3
3644 464.6 372.8 448.1 356.3 449.4 347.6 45~ .8 391.5
3645 430.7 296.5 443.3 317.4- 447.7 319.4 444.6 339.6
3646 458.9 336.9 444.6 332.3 446.8 342.8 444.5 341.7
3647 425.7 303.1 444.0 318.7 447.5 315.9 445.4 356.9
3648 452.9 326.0 459.8 332.2 461.3 337.1 469.8 356.3
3649 445.4 318.9 446.5 315.3 451.9 318.0 451.4 361.8
3650 432.1 326.4 446.6 308.5 440.2 318.0 443.4 339.8
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DA~LEY RATS
FEMALE FOOC CONSUMPTION DATA (g/day)

ANIMAL NO. ~EEK 1 ~EEK 2 UEEJ( 3 lJEEJ( 4 IoIEEK 5 lJEEJ( 6 lJEEJ( 7

DOSE LEVEL

o mg/kg/day 3531 19.5 18.8 19.8 19.1 19.5 20.6 28.0

3532 17.7 17.3 . 18.2 16.6 16.5 16.6 10.4
3533 17.2 17.2 15.5 14.1 13.8 14.1 21.8
3534 19.2 18.6 20.4 18.3 18.2 18.8 10.0
3535 17.0 16.2 16.4 18.5 14.6 16.6 16.8-
3536 16.2 16.3 14.4 14.0 12.5 15.1 15.3
3537 16.4 15.2 19.3 11.4 14.3 14.8 28.7

3538 17.4 18.3 17.5 17.9 18.1 17.1 2.9
3539 19.8 20.0 20.0 17.2 20.7 17.7 19.5

3540 20.4 31.2 31.0 24.0 18.7 21.7 19.4

3541 16.4 17.9 16.6 17.3 19.0 18.5 ;6.3

3542 17.8 18.4 18.9 18.0 16.3 17.6 19.1

3543 14.8 15.1 14.7 15.9 14.1 15.5 14.8
3544 16.6 15.9 14.9 16.5 20.1 15.6 13.7
3545 19.8 17.1 16.1 16.9 14.9 16.3 14.5
3546 16.5 16.0 16.4 2.7 14.7 18.0 16.7
3547 16.9 16.0 16.9 18.1 17.0 17.2 16.4
3548 16.0 15.4 25.7 17.6 17.4 18.5 17.1
3549 17.4 17.8 17.5 17.2 12.1 18.6 16.3
3550 19.3 19.2 16.5 18.8 16.1 16.4 15.6
3551 15.1 14.9 14.9 16.6 17.6 16.9 14.1
3552 18.2 12.5 18.4 17.4 18.0 16.7 15.4
3553 20.3 15.4 19.2 20.3 15.8 18.0 18.0
3554 16.6 19.2 16.7 16.4 17.2 16.4 16.3
3555 15.9 15.9 15.0 16.1 15.9 15.0 13.0
3556 18.6 19.1 19.3 19.1 16.5 16.6 15.8
3557 18.6 18.3 17.3 17.5 17.6 18.9 17.3
3553 19.9 19.4 18.3 17.5 17.7 18.1 16.1
3559 16.7 16.1 15.3 15.1 13.1 13.9 11.9

3560 18.4 16.3 15.7 17.3 16.6 14.9 13.9

50 mg/kg/day 3561 16.8 16.4 20.8 20.3 16.2 16.0 15.3
3562 15.6 16.2 15.7 20.3 17.1 17.1 16.8

3563 15.8 16.3 5.7 17.6 16.5 14.4 16.5

3564 17.1 18.4 16.5 18.7 18.3 17.0 12.9

3565 18.9 20.4 31.2 23.3 15.2 12.7 20.1
3566 17.2 15.7 15.1 19.6 17.1 16.9 17.5

3567 18.8 19.7 16.3 24.4 18.4 17.6 17.2

3568 17.7 16.5 12.4 20.3 15.5 16.0 16.8

3569 16.1 15.1 12.0 21.1 16.3 15.6 17.0

3570 15.6 17.3 9.9 20.6 16.2 14.6 64.9

3571 19.1 18.6 14.7 23.9 25.7 15.8 17.9

35n 17.5 17.3 13.7 24.2 18.2 14.9 17.3

3573 17.9 19.9 12.8 27.4 18.8 16.6 17.1

3574 16.4 16.0 8.6 24.2 15.4 16.0 14.2
357'5 16.5 25.7 12.3 25.5 16.9 14.1 16.4

3576 18.9 8.3 24.2 18.6 17.2 17.2 18.4
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Study No. 5221.07

SUBCMRONIC TOXICITY OF HETA-CRESOL IN SPRAGUE DA~LEY RATS

.---.:'-...
FEMALE FOOD CONSUMPTION DATA (g/day)

-.-- .

ANIMAL NO. ~EEK 8 ~EEK 9 ~EEK 10 ~EEK 11 ~EEK 12. ~EEK 13

DOSE LEVEL ---

o mg/k.g/day 3531 na na na oa na oa

3532 na na na oa na oa

3533 na oa na oa na na

3534 na na na na na na

3535 na oa na oa na oa

3536 na na na na na oa

3537 na na na na na na

3538 oa oa na oa na na

3539 na oa na na na na

3540 na na na oa na oa

3541 19.1 17.5 17.4 16.0 19.1 13.1

3542 16.8 17.7 17.5 15.8 16.5 10.4

3543 14.4 15.4 15.6 14.9 15.1 12.3

3544 15.9 14.7 13.4 14.0 14.6 12.3

3545 17.4 16.2 15.4 15.0 13.4 15.4

3546 16.9 12.3 15.3 16.6 14.7 13.6

3547 19.5 16.9 18.0 14.9 18.9 17.6

3548 18.0 18.6 16.8 16.5 17.2 15.7

3549 17.6 18.1 17.5 16.4 17.3 14.2
-. 3550 16.4 15.7 15.2 15.4 16.4 13.0

3551 23.6 16.2 15.5 16.2 16.7 14.2

3552 18.4 18.4 16.7 16.9 18.8 16.3

3553 19.2 . 19.7 18.3 17.0 19.0 16.9

3554 17.1 18.4 17.7 16.8 16.7 14.6

3555 15.4 14.9 14.3 15.1 16.4 14.7

3556 18.0 17.6 18.0 17.1 18.3 12.9

3557 17.0 18.9 16.5 15.7 16.0 14.8

3558 18.8 18.0 16.0 15.1 17.2 13.9

3559 13.6 13.4 13.0 12.0 14.8 13.3
3560 14.8 15.0 14.6 15.4 16.3 14.3

50 lng/kg/day 3561 na na na oa na na

3562 na oa na na na na

3563 na oa na na na na

3564 na na na na na na

3565 na na na na na na

3566 na 1'111 na na na na

3567 na na na na na na

3568 na na na ns na na

3569 na na na na na na

3570 na na na na na na

3571 32.7 20.6 36.0 22.6 18.0 14.6

35n 15.3 15.4 16.5 14.5 16.0 13.7

3573 19.1 17.7 17.0 17.5 19.9 16.0

3574 16.3 17.4 17.2 16.2 17.0 12.3

3575 16.8 18.3 16.1 16.9 18.0 13.4

3576 . 19.5 19.4 17.7 18.1 18.9 11.1
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META·CRESOL IN SPRAGUE DAYLEY RATS
FEMALE FOOD CONSUMPTION DATA (g/day)

" ~'

AN IMAL NO. WEEK 8 \,jEEK 9 \,jEEK 10 \,jEEK 11 \,jEEK 12 \lEEK 13

DOSE LEVEL

50 mg/kg/day 35n 14.7 15.5 18.2 14.7 14.9 11.6

(continued) 3578 16.7 16.3 16.9 15.7 17.8 13.7

3579 15.0 17.4 15.4 17.5 17.6 16.0

3580 13.8 14.2 13.6 13.1 13.8 11.7

3581 13.0 13.7 13.3 13.9 14.9 12.0

3582 14.0 15.3 13.1 13.4 15.1 12.0

3583 12.4 14.7 13.0 13.3 14.6 12.3

3584 24.2 2"4 21.2 17.8 19.7 16.4

3585 19.1 15.0 16.6 17.1 18.0 15.7

3586 16.0 15.7 15.4 16.2 17.0 12.7

3587 16.0 17.9 17.5 15.4 16.3 14.0

3588 17.1 18.0 18.9 17.9 19.7 15.9

3589 18.5 17.6 16.8 18.5 19.9 16.6

3590 16.6 16.6 15.2 14.7 15.6 11.2

150 mg/kg/day 3591 na na na na na na

3592 na na na na na na

3593 na na na na na na

3594 na na na na na na

'r~~~_~••
3595 na na na na na na

':,: 3596 na na na na na na

3597 na na na na na na

3598 na na na na na na

3599 na na na na na na

3600 na na na na na na

3601 17.2 - 16.3 18.2 18.2 17.8 15.2

3602 19.6 19.0 20.5 21.3 22.1 16.9

3603 17.4 16.9 16.3 18.3 15.4 11.9
3604 15.7 15.9 14.6 17.2 18.0 15.4

3605 17.5 12.7 7.7 20.8 lB.5 11.7

3606 17.9 17.5 17.8 19.5 17.4 14.1

3607 15.6 16.1 16.4 17.0 16.0 11.9

3608 18.9 17.1 18.5 18.3 19.9 13.9

3609 16.8 16.9 15.1 16.9 18.9 15.7

3610 20.0 12.8 8.4 23.2 20.2 14.1

3611 17 .1 17.0 17.0 17.2 16.4 14.5
3612 18.5 18.0 17.9 18.4 18.3 16.0

3613 15.7 16.2 16.1 17.2 18.3 15.0

3614 15.2 15.9 15.7 14.8 17.6 15.8

3615 14.2 14.5 15.8 17.2 15.5 12.0

3616 16.4 15.7 16.0 15.7 15.5 12.5

3617 21.7 20.8 20.1 22.0 22.3 19.6

3618 14.5 15.1 15.4 15.1 14.8 12.2

3619 16.7 19.4 20.2 '5.7 14.9 13.5

3620 '8.0 13.6 7.9 20.5 21.8 14.0
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Study No. 5221.07

SUBCHRONIC TOXICITY OF HETA-CRESOL IN SPRAGUE DAYLEY RATS

"'-

FEMALE FOOD CONSUMPTION DATA (g/day)
"

. ,

ANIMAL NO. WEEK 8 \lEEK 9 WEEK 10 \lEEK 11 WEEK 12 \lEEK 13

DOSE LEVEL

450 ms/kg/day 3621 na na na na na na

3622 na na na na na na

3623 na na na na na na

3624 na na na na na na
3625 na na na na na na

3626 na na na na na na

3627 na na na na na na

3628 na na na na na na

3629 na na ria na na na

3630 na na na na na na

3631 13.8 16.1 13.2 13.3 15.4 13.6

3632 15.5 16.1 17.7 16.8 19.8 14.1

3633 14.3 13.1 11.6 13.1 14.8 10.6

3634 17.2 16.4 15.6 16.5 15.2 13.4
3635 13.5 14.4 15.8 15.4 16.4 11.4

3636 15.1 13.9 16.3 15.1 18.8 15.2

3637 15.8 16.2 15.1 15.0 16.1 11.8

3638 16.6 19.1 19.1 16.7 17.3 11.9
3639 16.0 16.7 16.2 15.9 18.1 13.0

:~-r' ~. 3640 15.7 15.2 16.6 15.3 19.0 13.4' .....-',-::-~
'.' 3641 13.7 13.9 13.3 11.4 12.8 11.8

3642 19.5 19.8 19.7 18.6 19.2 18.8

3643 18.0 16.7 17.6 16.6 14.8 13.0
3644 12.1 13.0 13.1 13.1 14.5 9.6
3645 17.1 18.2 19.2 18.0 18.3 15.0
3646 16.3 12.9 17.1.- 16.0 14.9 14.7

3647 18.1 18.0 17.5 17.9 18.8 12.6
3648 19.5 17.9 18.1 18.2 17.7 16.2

3649 19.3 18.9 18.1 18.7 19.1 12.8
3650 16.5 12.1 15.1 19.7 17.5 14.8
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
MALE HE~ATalOGY VALUES

[Interim SacrificeI

ANIMAL NO. RSC HCiB HCT PT APTT RETIC

. DOSE LEVEL (X 10"6/llIlI"3) (g/dl) (%) (sec.) (sec.) (X rbe)

o mg/kg/day 3401 7.32 14.7 39.9 13.0 30.6 0.1

3402 8.33 15.2 42.5 13.6 36.8 2.1

3403 7.99 15.1 42.6 11.6 35.1 1.2

3404 7.90 14.9 42.1 12.5 33.9 0.4

3405 7.46 14.8 41.9 13.3 31.9 0.7

3406 8.15 15.3 42.0 13.1 35.6 0.8

3407 8.02 15.6 41.6 13.1 34.3 1.8

3408 8.11 15.6 42.6 13.1 32.0 0.1

3409 8.68 15.4 44.0 11.5 30.8 0.4

3410 8.43 16.1 44.7 11.9 35.6 1.1

50 mg/k:g/day 3431 7.88 16.0 43.4 12.2 34.7 2.4

3432 7.35 15.3 39.9 12.5 33.0 1.0
3433 7.78 15.7 43.5 12.4 32.8 1.1
3434 7.43 14.8 39.2 13.4 34.6 0.1
3435 8.58 15.8 44.8 12.5 33.4 0.3
3436 7.04 14.3 38.9 12.5 34.9 2.1

3437 8.48 15.8 44.7 10.7 10.8 1.3
3438 7.38 14.8 39.8 11.9 30.8 1.0
3439 7.60 14.3 39.5 , 1.6 36.8 0.3
3440 7.68 15.4 42.2 11.5 31.8 1.1

150 l!l9/kg/day 3461 7.74 14.6 38.9 13.4 33.9 1.6
3462 7.68 14.9 40.4 12.8 32.0 0.8

3463 7.42 15.3 40.2 10.4 32.3 0.3
3464 7.48 14.6 40.9 13.3 32.9 0.7

3465 7.29 15.0 41.7 12.0 31.4 0.7
3466 8.48 16.1 44.2 14.8 37.8 0.9

3467 7.29 14.7 40.5 11.9 35.8 1.5
3468 7.89 15.4 43.1 10.8 40.4 0.8

3469 7.39 14.8 40.9 10.7 30.6 2.0

3470 8.21 16.3 46.0 12.9 30.9 1.6

450 mg/kg/day 3491 7.n 14.5 41.4 11.6 35.9 0.6

3492 7.41 15.2 42.3 12.8 33.0 0.8

3493 7.64 15.0 40.9 11.7 31.1 0.8

3494 7.42 15.0 40.5 10.7 30.4 1.8

3495 7.17 14.8 39.9 10.5 35.9 0.1

3496 7.65 14.2 39.6 12.9 34.1 0.1
3497 7.58 15.0 40.6 11.2 31.1 1.0

3498 7.96 15.6 43.1 10.7 29.7 0.6

3499 7.42 15.3 39.2 10.7 34.0 0.1

3500 8.47 16.1 44.6 11.7 34.6 0.6
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Study No. 5221.07

SUBCHRONtC TOXICITY OF META·CRESOL IN SPRAGUE OA~LEY RATS
MALE HEMATOLOGY VALUES

[Interim Sacrifice]

ANIMAL NO. WBC SEGS BANOS LYMPHS HONO EOS

DOSE LEVEL (x 10A 3/,m,A3) (~ ~BC) (% \,jElC) (X IoISC) (% IoISC) (% IIBCl

o mg/kg/day 3401 8.7 27 1 72 0 0

3402 12.9 33 0 65 1 1

3403 11.0 20 0 79 1 0

3404 17.5 25 0 75 0 0

3405 11.2 12 0 85 2 0

3406 15.1 11 0 89 0 0

3407 12.2 5 0 94 1 0

3408 13.8 21 1 74 3 1

3409 15.6 7 0 93 0 0

3410 17.1 8 0 89 3 0

50 rna/kg/day 3431 11.4 20 0 73 3 4

3432 14.9 20 0 75 2 3

3433 11.7 18 0 80 1 1

3434 17.8 24 0 75 a 1

3435 20.3 20 1 76 2 1

3436 12.4 3 2 91 3 1

3437 10.1 25 0 71 1 3
~::~ ... ~

3438 16.6 50 0 49 0 1

3439 8.9 25 0 75 0 0

3440 16.5 32 0 65 1 2

150 rng/kg/day 3461 15.9 31 1 66 0 0

3462 9.2 20 1 79 0 0

3463 12.8 13 0 86 0 1

3464 12.6 23 1 75 1 a
3465 14.0 15 0 84 0 1

3466 9.7 9 0 89 , 1

3467 9.8 17 0 82 1 0

3468 13.1 10 0 88 1 1

3469 8.1 12 3 84 a 1

3470 14.1 32 0 68 0 0

450 mg/kg/day 3491 8.1 19 0 79 1 1

3492 11.1 28 0 69 3 a
3493 14.9 22 0 IT 1 a
3494 13.0 20 0 78 2 0

3495 13.6 5 0 94 1 0

3496 13.8 20 0 76 3 1

3497 14.5 19 0 81 0 0

3498 18.4 26 0 72 0 2

3499 12.2 16 2 80 1 1

3500 15.2 22 0 75 2 1
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META, CRESOL I~ SPRAGUE DAWLEY RATS
MALE HEMATOLOGY VALUES

(Interim Sacrifice]

ANIMAl. NO. IoIBC SEGS BANDS lYkPHS HONO EOS

DOSE LEVEl. (X 10"'3/1TIII"3) (x 10"'3/1TI1T"'3) (x 10A 3/nm"'3) (ll 10 A 3/nm"3) (x 10 A 3/rrm"3) (x 10·3/nnn)

o mg/kg/day 3401 8.7 2.3 0.1 6.3 0.0 0.0

3402 12.9 4.3 0.0 8.4 0.1 0.1

3403 11.0 2.2 0.0 8.7 0.1 0.0

3404 17.5 4.4 0.0 13.1 0.0 0.0

3405 11.2 1.3 0.0 9.5 0.2 0.0

3406 15.1 1.7 0.0 13.4 0.0 0.0

3407 12.2 0.6 0.0 11.5 0.1 0.0

3408 13.8 2.9 0.1 10.2 0.4 0.1

3409 15.6 1.1 0.0 14.5 0.0 0.0

3410 17.1 1.4 0.0 15.2 0.5 0.0

50 mg/kg/day 3431 11.4 2.3 0.0 8.3 0.3 0.5

3432 14.9 3.0 0.0 11.2 0.3 0.4

3433 11.7 2.1 0.0 9.4 0.1 0.1

3434 17.8 4.3 0.0 13.4 0.0 0.2

3435 20.3 4.1 0.2 15.4 0.4 0.2

3436 12.4 0.4 0.2 11.3 0.4 0.1

3437 10.1 2.5 0.0 7.2 0.1 0.3

" . 3438 16.6 8.3 0.0 8.1 0.0 0.2
3439 6.9 2.2 0.0 6.7 0.0 0.0

3440 16.5 5.3 0.0 10.7 0.2 0.3

150 mg/kg/day 3461 15.9 4.9 0.2 10.5 0.0 0.0

3462 9.2 1.8 0.1 7.3 0.0 0.0

3463 12.8 1.7 0.0 11.0 0.0 0.1

3464 12.6 2.9 0.1 9.5 0.1 0.0

3465 14.0 2.1 0.0 11.8 0.0 0.1

3466 9.7 0.9 0.0 8.6 0.1 0.1

3467 9.8 1.7 0.0 8.0 0.1 0.0

3468 13.1 1.3 0.0 11.5 0.1 0.1

3469 8.1 1.0 0.2 6.8 0.0 0.1

3470 14.1 4.5 0.0 9.6 0.0 0.0

4S0 mg/kg/day 3491 8.1 1.5 0.0 6.4 0.1 0.1

3492 11.1 3.1 0.0 7.7 0.3 0.0

3493 14.9 3.3 0.0 11.5 0.1 0.0

3494 13.0 2.6 0.0 10.1 0.3 0.0

3495 13.6 0.7 0.0 12.8 0.1 0.0

3496 13.8 2.8 0.0 10.5 0.4 0.1

3497 14.5 2.8 0.0 11.7 0.0 0.0

3498 18.4 4.8 0.0 13.2 0.0 0.4

3499 12.2 2.0 0.2 9.8 O. , 0.1

3500 15.2 3.3 0.0 11.4 0.3 0.2
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Study No. 5221. 07
SUSC~RONIC TOXICITY OF META'CRESOL IN SPRAGUE OA~LEY RATS

MALE ~EMATOLOGY VALUES
(Terminal Sacrifice]

ANIMAL NO. RSC ~GB ~CT PT APTT RETIC

DOSE LEVEL (x 10A 6/rrnr"3) (g/dl) eX) (sec.) (sec.) ex rbc)

o mg/kg/day 3411 9.59 15.6 44.5 7.5 14.0 0.9
3412 8.88 16.3 44.5 11.5 33.6 0.8

3413 8.71 15.8 45.0 12.9 35.6 0.9
3414 8.90 16.0 45.0 10.9 33.5 0.6

3415 8.29 14.7 41.2 11.3 32.7 1.1

3416 8.74 15.3 43.4 11.5 33.9 0.9

3417 8.90 15.8 42.9 12.9 38.8 0.3

3418 9.02 15.3 43.5 12.7 35.4 1.1

3419 8.97 16.4 45.0 12.2 34.3 0.7

3420 9.14 16.0 44.2 9.5 35.0 0.4

50 mg/kg/day 3441 8.25 14.9 41.7 11.4 34.4 1.1

3442 8.71 14.8 41.2 6.7 35.5 0.2
3443 8.68 15.6 43.4 12.7 35.1 0.5
3444 9.15 16.1 44.5 13.6 35.2 0.8
3445 9.02 15.9 45.5 11.7 36.2 0.2
3446 8.69 15.1 41.7 12.8 37.1 0.8
3447 8.n 15.4 43.7 12.4 30.8 0.3
3448 8.83 15.9 44.4 8.1 36.1 0.8
3449 8.44 15.3 42.3 13.0 33.7 0.4
3450 8.43 15.5 41.9 11.3 33.8 0.7

150 mg/kg/day 3471 9.29 16.7 46.1 10.2 37.4 0.6
3472 9.18 16.9 48.6 11.9 34.5 0.2
3473 8.42 15.3 45.3 12.0 39.2 0.5
3474 8.71 15.9 45.2 11.8 34.6 0.3
3475 na .17.3 49.0 12.5 36.1 1.6

3476 9.n 17.0 46.6 12.2 27.9 0.3
34n 8.75 15.8 44.2 12.3 35.5 0.3
3478 8.53 16.4 46.0 12.3 33.1 0.6
3479 9.60 16.1 43.7 16.6 39.8 1.4

3480 9.60 16.4 45.4 10.5 41.5 0.3

450 mg/kg/day 3501 8.88 15.2 42.8 13.3 37.2 0.5

3502 8.57 15.7 43.5 13.3 23.4 0.2

3503 8.60 15.4 44.8 11.4 36.6 0.8

3505 8.89 16.3 46.7 11.4 33.3 1.9

3506 8.60 15.6 43.3 12.4 34.4 1.3

3507 8.89 16.4 46.6 11.7 36.9 0.3

3508 8.n 15.7 43.5 13.4 43.3 0.8

3509 9.11 15.5 43.9 12.9 38.5 1.4

3510 7.88 15.0 42.8 10.9 33.9 0.6

3519 8.51 16.4 46.2 9.0 41.5 0.1
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Study No. 5221.07

SUBCHRONIC TOXIClj~ OF META-CRESOL IN SPRAGUE DA~lEY RATS

~---- .."" .. MALE HEMATOLOGY VALUES
[Terminal Sacrifice]

ANIMAL NO. \.I6C SEGS BANDS LYMPHS MONO EOS

DOSE LEVEL (x 10~3/111Tl~3) (7,; ~BC) (7,; \.ISC) (% \.ISC) (:=; Io'SC) (:=; \.ISC)

o mg/kg/day 3411 11.4 11 4 84 0 1

3412 17.6 18 0 81 0 ,
3413 13.8 24 0 75 1 0

3414 n.4 16 1 81 0 2

3415 7.3 7 0 92 0 0

3416 13.6 17 0 79 3 1

3417 15.7 13 1 84 2 0

3418 9.2 21 1 76 0 2

3419 13.5 16 3 78 0 3

3420 11. 1 4G 0 58 1 1

50 mg/k.g/day 3441 11.9 11 0 88 1 0

3442 10.4 23 1 75 0 1

3443 12.8 10 0 89 0 ,
3444 11.7 19 1 80 0 0

3445 13.9 14 1 83 1 1

3446 9.6 14 0 86 0 0

3447 14.6 17 1 79 2 1
.. ~" 3448 11.6 14 0 at. 0 0

3449 14.6 28 2 68 1 1

3450 18.2 29 0 66 4 1

150 mg/lcg/da)' 3471 11.2 21 0 74 1 4

3472 10.3 15 2 75 6 2

3473 15.1 45 0 53 1 1

3474 11.3 15 0 83 2 0

3475 10.9 9 1 88 2 0

3476 15.1 12 1 84 1 2

34n 11.7 21 0 75 2 2

3478 11.2 16 0 82 0 2

3479 10.6 11 0 89 0 0

3480 10.0 12 1 86 1 0

450 mg/lc.g/day 3501 10.8 19 1 78 1 1

3502 10.1 19 0 80 1 0

3503 9.8 18 0 79 1 2

3505 12.1 17 3 80 0 0

3506 16.5 38 1 61 0 0

3507 17.3 3 0 95 1 1

3508 8.5 14 3 76 6 1

3509 11.1 24 0 75 1 0

3510 10.5 21 0 79 0 0

3519 13.8 12 0 88 0 0

.... """ 0' 'I .
~ .
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Study No. 5221. 07

SUBtHRONIC TOXICrTY OF META'CRESOL IN SPRAGUE DAWLEY RATS
MALE HEMATOLOGY VALUES

[T er"1i na l Saer i f i eel

ANIMAL NO. IiBC SEGS BANDS LYMPHS MONO EOS

DOSE LEVEL (~ 10'3/lIJlI'3) (~ 10 A 3/lIJlI'3l (~ 10'3/lIJlIA 3) (~ 10'3/11111"3) (~ 10'3/11111"3) (~ 10'3/1Trn'3)

a mg/kg/day 3411 11.4 1.3 0.5 9.6 0.0 0.1

3412 17.6 3.2 0.0 14.3 0.0 0.2

3413 13.8 3.3 0.0 10.4 0.1 0.0

3414 11.4 1.8 0.1 9.2 0.0 0.2

3415 7.3 0.5 0.0 6.7 0.0 0.0

3416 13.6 2.3 0.0 10.7 0.4 0.1

3417 15.7 2.0 0.2 13.2 0.3 0.0

3418 9.2 1.9 0.1 7.0 0.0 0.2

3419 13.5 2.2 0.4 10.5 0.0 0.4

3420 11 .1 4.4 0.0 6.4 0.1 0.1

50 mg/kg/day 3441 11.9 1.3 0.0 10.5 0.1 0.0

3442 10.4 2.4 0.1 7.8 0.0 0.1

3443 12.8 1.3 0.0 11.4 0.0 0.1

3444 11.7 2.2 0.1 9.4 0.0 0.0

3445 13.9 1.9 0.1 11.5 0.1 0.1

3446 9.6 1.3 0.0 8.3 0.0 0.0

..... 3447 14.6 2.5 0.1 11.5 0.3 0.1

. ~~" 3448 11.6 1.6 0.0 10.0 0.0 0.0

3449 14.6 4.1 0.3 9.9 0.1 0.1

3450 18.2 5.3 0.0 12.0 0.7 0.2

150 mg/kg/day 3471 11.2 2.4 0.0 8.3 0.1 0.4

3472 10.3 1.5 0.2 7.7 0.6 0.2

3473 15.1 6.8 0.0 8.0 0.2 0.2

3474 11.3 1.7 0.0 9.4 0.2 0.0

3475 10.9 1.0 0.1 9.6 0.2 0.0

3476 15.1 1.8 0.2 12.7 0.2 0.3

3477 11.7 2.5 0.0 8.8 0.2 0.2

3478 11.2 1.8 0.0 9.2 0.0 0.2

3479 10.6 1.2 0.0 9.4 0.0 0.0

3480 10.0 1.2 0.1 8.6 0.1 0.0

450 mg/kg/day 3501 10.8 2.1 0.1 8.4 0.1 0.1

3502 10.1 1.9 0.0 8.1 0.1 0.0

3503 9.8 1.8 0.0 7.7 0.1 0.2

3505 12.1 2.1 0.4 9.7 0.0 0.0

3506 16.5 6.3 0.2 10.1 0.0 0.0

3507 17.3 0.5 0.0 16.4 0.2 0.2

3508 8.5 1.2 0.3 6.5 0.5 0.1

3509 11.1 2.7 0.0 8.3 0.1 0.0

3510 10.5 2.2 0.0 8.3 0.0 0.0

3519 13.8 1.7 0.0 12.1 0.0 0.0

.., 71! -
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Study No. 5221.07

SU8CHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DA~LEY RATS

"'
FEMALE HEMATOLOGY VALUES

tlnterim ~acrifice]

ANIMAL NO. RSC HG8 HeT PT APTT RETIC

DOSE LEVEl. (x 10A 6/nm"'3) (g/dl) (%) (sec.) (sec.) (~ rbc)

o mg/kg/cay 3531 7.84 16.0 42.3 11.2 33.7 0.6

3532 7.71 15.6 42.5 11.6 3\.9 0.5

3533 7.70 15.3 41.6 12.0 29.4 1.0

3534 8.01 15.4 39.4 7.0 45.3 2.0

3535 7.02 \4.1 37.8 11.3 29.5 0.8

3536 8.17 15.5 43.2 11.3 29.2 0.6

3537 7.64 \5.9 42.9 11.4 30.6 0.6

3538 7.68 15.4 40.8 sc sc 0.1

3539 7.75 15.7 42.8 11.2 31.8 0.5

3540 7.64 15.6 42.3 11.5 31.0 0.7

50 mg/kg/day 3561 7.19 15.0 40.7 11.3 31.8 0.7

3562 8.14 15.6 42.9 13.5 62.1 0.7

3563 7.12 15.2 40.1 11.7 37.6 0.1

3564 7.94 16.6 44.3 12.6 32.4 1.0

3565 7.96 15.3 42.7 10.7 38.3 1.4

3566 7.59 15.8 43.4 12.8 37.0 1.9

3567 7.67 15.1 41.0 11.7 33.2 1.0
_.

3568 8.09 16.3 44.6 6.3 42.7 0.7-.
3569 7.36 1~, ,8 42.7 11.1 3LO 0.1

3570 7.54 14.4 39.3 12.3 33.7 2.0

150 mg/Kg/day 3591 7.71 1£ 0 43.6 12.2 32.6 0.9

3592 8.09 17.1, 45.1 10.6 27.8 1.1

3593 7.21 14.3 39.9 10.8 34.9 0.8

3594 7.68 15.7 42.4 11.9 32.3 0.1

3595 8.64 16.4 45.6 11.9 32.2 0.8

3596 sc sc sc 10.7 38.1 sc

3597 sc sc sc 10.3 38.2 sc

3598 7.81 16.3 45.2 12.7 37.9 O. ,

3599 7.49 11,.7 40.0 11.1 30.3 0.9

3600 7.98 16.0 44.4 10.6 34.3 0.5

450 mg/leg/day 3621 7.27 14.9 40.8 12.5 33.8 2.6

3622 7.91 15.3 40.0 10.1 39.8 1.3

3623 6.75 14.5 40.1 11.9 31.2 0.1

3624 7.29 14.8 39.7 12.0 37.3 0.5

3625 8.09 15.5 44.8 5.8 52.3 2.2

3626 7.13 16.0 43.0 11.4 30.8 0.2

3627 7.26 14.9 39.9 12.1 31.1 0.6

3628 sc: sc sc 11.4 47.6 sc

3629 6.86 15.2 40.1 10.9 33.4 0.6

3630 7.71 14.9 41.6 11.4 36.4 0.8
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Study No, 5221.07

SUBCHRDNIC TOXICITY OF META'CRESOL IN SPRAGUE DAYLEY RATS
FEMALE HEMATOLOGY VALUES

[Interim Sacrifice)

ANIMAL NO. USC seas BAllDS LYMPHS MONO EoS

DOSE LEVEL (x 10A 3/ITIIIA3) (% ....ec) (% \JSC) (X USC) <:4 \.ISC) ere \.ISC)

o mg/lcg/day 3531 8.5 12 a 86 0 2

3532 12.1 38 0 60 1 1

3533 9.6 8 1 86 5 0

3534 10.0 27 0 73 0 0

3535 10.6 22 0 76 2 0

3536 10.5 10 0 90 0 0

3537 10.5 26 1 70 2 1

3538 10.3 7 2 90 1 0

3539 1... 7 19 0 79 a 2

3540 9.9 14 0 86 0 0

50 mg/kg/day 3561 12.1 11 1 87 0 1

3562 10.9 19 0 81 0 0

3563 1" 1 14 0 85 0 1

3564 10.7 48 . 6 44 1 1

3565 11. 1 23 2 70 4 1

3566 14.3 12 0 87 0 1

3567 13.6 14 0 86 0 1
._~

3568 7.9 18 0 81 10

3569 14.5 15 0 8e 5 0

3570 9.4 10 0 89 0 1

150 mg/lcg/day 3591 13.3 24 0 76 0 0

3592 13.7 19 0 80 1 0

3593 8.4 14 1 82 :2 a
3594 9.6 12 a 88 0 0

3595 9.5 17 1 83 0 0

3596 sc sc sc sc sc sc

3597 sc sc sc sc sc sc

3598 13.2 8 a 89 0 1

3599 8.8 4 0 95 1 0

3600 11.4 26 1 n 1 0

450 mg/kg/day 3621 13.9 5 a 95 0 0

3622 12.9 15 0 82 3 0

3623 9.6 1t. 1 84 , 0

3624 9.3 38 1 59 2 0

3625 8.2 30 0 70 0 a
3626 ,,, 1 24 0 7S , 0

3627 11.5 6 1 89 2 2

3628 sc sc sc sc sc sc

3629 11.4 41 0 59 0 0

3630 16.4 24 a 71 5 0
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Study No. 5221. 07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DA~LEY RATS

.' .... FEMALE HEMATOLOGY VALUES
[Interim Sacrifice]

ANIMAL NO. ~BC SEGS BANDS LYMPHS MONO ECS

DOSE LEVel (x 10'3/mrn'(3) (x 10A3/m'3) (x 10'3/mA 3) (x 10A 3/mA 3) (x lD A 3/mmA 3) (x 10'3/mm'3)

a mg/kg/day 3531 8.5 1.0 0.0 7.3 0.0 0.2

3532 12.1 4.6 0.0 7.3 0.1 0.1

3533 9.6 0.8 0.1 8.3 0.5 0.0

3534 10.0 2.7 0.0 7.3 0.0 0.0

3535 10.6 2.3 0.0 . 8.1 0.2 0.0

3536 10.5 1.1 0.0 9.5 0.0 0.0

3537 10.5 2.7 0.1 7.4 0.2 0.1

3538 10.3 0.7 0.2 9.3 0.1 0.0

3539 14.7 2.8 0.0 11.6 0.0 0.3

3540 9.9 1.4 0.0 8.5 0.0 0.0

50 mg/kg/day 3561 12.1 1.3 0.1 10.5 0.0 0.1

3562 10.9 2.1 0.0 8.8 0.0 0.0

3563 11.1 1.6 0.0 9.4 0.0 0.1

3564 10.7 5.1 0.6 4.7 0.1 0.1

3565 11.1 2.6 0.2 7.8 0.4 0.1

3566 14.3 1.7 0.0 12.4 0.0 0.1

3567 13.6 1.9 0.0 11.7 0.0 0.1

3568 7.9 1.4 0.0 6.4 0.0 0.1

3569 14.5 2.2 0.0 11.6 0.7. 0.0

3570 9.4 0.9 0.0 8.4 0.0 0.1

150 mg/kg/day 3591 13.3 3.2 0.0 10.1 0.0· 0.0

3592 13.7 2.6 0.0 11.0 0.1 0.0

3593 8.4 1.2 0.1 6.9 0.2 0.0

3594 9.6 1.2 0.0 8.4 0.0 0.0

3595 9.5 1.6 0.1 7.9 0.0 0.0

3596 na na na na na na

3597 na na na na na na

3598 13.2 1.1 0.0 11.7 0.0 0.1

3599 8.8 0.4 0.0 8.4 0.1 0.0

3600 11.4 3.0 0.1 8.2 0.1 0.0

450 mg/kg/day 3621 13.9 0.7 0.0 13.2 0.0 0.0

3622 12.9 1.9 0.0 10.6 0.4 0.0

3623 9.6 1.3 0.1 8.1 0.1 0.0

3624 9.3 3.5 0.1 5.5 0.2 0.0

3625 .8.2 2.5 0.0 5.7 0.0 0.0

3626 11. 1 2.7 0.0 8.3 0.1 0.0

3627 11.5 0.7 0.1 10.2 0.2 0.2

3628 na na na na na na

3629 11 .4 4.7 0.0 6.7 0.0 0.0

3630 16.7 3.9 0.0 11.6 0.8 0.0

171
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE OA~LEY RATS
FEMALE HEMATOLOGY VALUES

[Terminal Sacrifice]

ANIMAL NO. RSC HGB Her PT APTT RETIe

DOSE LEVEL (X 10"6/rrrn"3) (g/dl) (~) (sec.) (sec.) (~ rbc)

a mg/kg/day 35(,1 8.51 15.3 43.2 11.6 16.3 0.2
3542 8.07 15.0 41.3 11.5 25.3 1.8

3543 8.48 15.3 44.1 13.1 37.1 0.6

3544 8.47 15.9 46.5 11.4 37.3 0.9

3545 . 8.29 15.5 44.4 " .0 34.1 1.3

3546 8.33 15.6 45.2 11.5 40.1 0.4

3547 8.31 15.8 44.5 10.8 38.8 0.2

3548 8.19 16.6 46.6 9.4 35.2 1.0

3549 7.33 14.4 39.2 11.4 34.9 0.8

3550 8.36 15.7 44.8 10.6 40.3 0.1

50 rng/kg/day 3571 8.60 15.8 45.9 . 11.3 36.4 0.4

3572 8.46 15.6 43.7 11.4 36.9 0.6

3573 8.48 15.4 44.2 11.1 43.6 0.1

3574 8.73 16.7 47.3 10.9 32.0 0.8

3575 9.53 17.3 47.8 13.6 48.3 1.3

3576 8.37 16.1 45.0 12.5 39.1 0.4

3577 7.81 1S.7 43.3 6.6 38.2 0.5

3578 8.44 15.3 42.8 11.8 35.1 0.7

3579 8.01 14.9 41.4 10.8 31.0 0.2

3580 8.29 16.0 45.4 10.9 37.5 0.8

150 mg/kg/day 3601 8.31 16.0 45.7 11.5 27.4 0.7

3602 8.21 15.9 44.2 12.5 37.7 0.2
3603 8.68 16.7 45.2 10.5 39.1 0.3
3604 8.51 15.8 46.2 11.1 35.3 1.0

3605 9.07 16.5 47.6 10.8 38.1 1.5

3606 8.51 16.0 44.8 5.9 36.1 0.1

3607 8.79 17.1 50.1 10.6 36.0 0.4

3608 8.33 15.8 43.8 11.7 35.6 0.6

3609 8.24 15.8 45.2 11.3 35.7 1.7

3610 8.(,0 16.3 45.4 13.0 44.9 1.5

450 mg/kg/day 3631 8.15 15.5 44.3 9.3 33.1 1.0

3632 8.18 15.0 42.0 11.0 34.9 0.2

3633 7.94 14.9 43.1 11.4 40.4 0.5

3634 9.00 17.1 49.0 11. 1 35.5 1.3

3635 7.77 15.3 43.5 11.1 38.8 0.1

3636 8.56 16.3 47.6 11.4 36.5 0.8

3637 8.22 15.8 43.8 12.6 39.2 1.0

3638 8.01 14.3 39.8 8.0 39.1 0.2

3639 9.4' 16.6 47.3 11.9 33.7 1.0

3640 7.74 15.7 44.3 10.8 34.6 0.4
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Study ;.lo. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE HEMATOLOGY VALUES... !Terminal Sacrifice]

ANIMAL NO. ~BC SEGS BANOS LYMPHS MONO EOS

DOSE LEVEL (x 10'3/lTITI"3) (~ IIBC) (X IIBC) 0: \lBC) 0; \lBC) (% \/8C)

o mg/kg/day 3541 8.7 13 0 85 1 1

3542 8.5 12 1 85 0 2

3543 6.5 18 0 82 0 0

3544 5.8 15 3 80 0 2

3545 8.0 18 0 75 6 1

3546 8.5 8 1 88 2 1

3547 10.6 11 0 83 4 2

3548 10.7 13 1 84 1 1

3549 8.2 18 0 78 1 3

3550 11.6 28 0 70 0 2

50 mg/kg/day 3571 6.7 14 0 82 2 2

3572 8.5 17 0 82 1 0

3573 10.4 11 0 85 0 4

3574 7.2 11 2 85 0 2

3575 13.0 13 3 82 1 1

3576 13.7 19 0 79 2 0

35n 11.0 40 1 58 0 1

3578 7.6 25 0 75 0 0

3579 9.9 8 0 89 2 1

3580 6.2 11 0 87 2 0

150 mg/kg/dav 3601 11.4 7 1 91 0 1

3602 7.1 14 0 84 1 1

3603 11.0 9 3 84 4 0

3604 8.3 14 0 84 1 1

3605 10.2 8 2 88 0 2

3606 6.4 48 0 52 0 0

3607 7.9 15 1 83 1 0

3608 13.5 8 0 91 a 1

3609 8.0 19 1 n 2 1

3610 9.0 10 0 89 0 1

450 mg/kg/day 3631 9.8 9 0 91 0 0

3632 7.0 16 0 83 a 1

3633 9.6 5 3 90 2 0

3634 11.8 35 1 59 2 3

3635 4.7 10 0 88 2 0

3636 13.2 16 0 82 a 2

3637 9.9 6 2 89 0 3

3638 6.3 26 4 67 0 3

3639 5.6 14 0 84 1 1

3640 8.6 23 0 75 0 2
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL I~ SP~AGUE DA~LEY RATS
FEMALE HEMATOLOGY VALUES

~' -'

(Terminal Sacrificel

ANIMAL NO. ,",SC SEGS BANDS LYMPHS MONO EOS

OOSE LEVEL (x 10"'3/mnA 3) (;II( '0~3/rmt"'3) (x 10"'3/11111"'3) (x 10...3/m....'3) (x 10"'3/rrm'3) ex 10"'3/11111'3)

a mg/kg/day 3541 8.7 1.1 0.0 7.4 0.1 0.1

3542 8.5 LO O. , 7.2 0.0 0.2

3543 6.5 L2 0.0 5.3 0.0 0.0

3544 5.8 0.9 0.2 4.6 0.0 0.1

3545 8.0 L4 0.0 6.0 0.5 0.1

3546 8.5 0.7 a.' 7.5 0.2 0.1

3547 10.6 1.2 0.0 8.8 0.4 0.2

3548 10.7 1.4 O. , 9.0 0.1 0.1

3549 8.2 1.5 0.0 6.4 0.1 0.2

3550 11.6 3.2 0.0 8.1 0.0 0.2

50 mg/kg/day 357' 6.7 0.9 0.0 5.5 0.1 O. I

35n 8.5 lJ. 0.0 7.0 0.1 0.0

3573 10.4 1.1 0.0 8.B 0.0 0.4

3574 7.2 0.8 0.1 6.1 0.0 O. I

3575 13.0 1.7 0.4 10.7 0.1 O. I

3576 13.7 2.6 0.0 10.B 0.3 0.0

3577 11.0 4.4 0.1 6.4 0.0 O. I
" 3578 7.6 1.9 0.0 5.7 0.0 0.0

3579 9.9 0.8 0.0 a.a 0.2 O. ,

3580 6.2 0.7 0.0 5.4 0.1 0.0

150 mg/kg/day 3601 11.4 0.8 O. , 10.4 0.0 O. ,

3602 7.1 1.0 0.0 6.0 0.1 O. ,

3603 11.0 1.0 0.3 9.2 0.4 0.0

3604 8.3 1.2 0.0 7.0 O. I O. I

3605 10.2 0.8 0.2 9.0 0.0 0.2

3606 6.4 3.1 0.0 3.3 0.0 0.0

3607 7.9 1.2 0.' 6.6 0.1 0.0

3608 13.5 L1 0.0 12.3 0.0 0.1

3609 8.0 L5 O. I 6.2 0.2 O. ,

3610 9.0 0.9 0.0 8.0 0.0 0.1

450 mg/kg/day 3631 9.8 0.9 0.0 8.9 0.0 0.0

3632 7.0 1.1 0.0 5.8 0.0 O. I

3633 9.6 0.5 0.3 8.6 0.2 0.0

3634 11.8 4.1 0.' 7.0 0.2 0.4

3635 4.7 0.5 0.0 4.1 O. , 0.0

3636 13.2 2.1 0.0 10.8 0.0 0.3

3637 9.9 0.6 0.2 8.8 0.0 0.3

3638 6.3 1.6 0.3 4.2 0.0 0.2

3639 5.6 0.8 0.0 4.7 0.1 0.1

3640 8.6 2.0 0.0 6.5 0.0 0.2
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St~dy No. 5221.07

SU8CHRONIC TOXICITY OF META'CRESOL IN SPRAGUE OA~LEY RATS
MALE CLINICAL CHEMISTRY VALUES

(Interim Sacrifice;

ANIMAL NO. OLU BUH SGPT SOOT T PRO ALB GLCa ALB/GLOB CHOl
DOSE LEVEL (m-g/dl) (mg/dl) (l u/l) (lu/l) (g/d l) (g/dl) (s/dl) (ratio) (mg/dl)

o mg/I:g/day 3.01 170.9 13.7 22 78 6.2 3.5 2.7 1.296 66.8
3.02 2.3.6 16.0 32 68 8.2 4.1 •. 1 1.000 76.7
3.03 a na na na M na M na na na
3.04 269.2 15.4 21 81 7.1 3.5 3.6 0.97'2 7i.2
3405 19•. 4 16.3 21 80 6.1 3_3 2.8 1.179 59.7
3406 281.2 21.5 3. 63 8.6 4.5 4.1 1.098 75.5
3407 398.4 . 17.9 28 44 8.8 4.6 4.2 1.095 92.9
3408 184.5 16.1 29 103 6.6 3.4 3.2 1.063 71.9
3409 201. 1 20.6 26 86 7.1 3.8 3.3 1. 152 75.7
3410 299.8 22.5 29 64 8.4 4.4 4.0 1.100 87.5

50 mg/I:g/day 3.31 225.4 18.6 38 67 8.0 •.3 3.7 1.162 74.5
3432 254.9 17.8 31 62 3.3 4.3 4.0 1.075 104.3
3433 238.3 11.6 24 84 6.4 3.5 2.9 1.207 63.7
3434 168.3 13.2 23 84 6.3 3.5 2.8 1.250 56.2
3435 207.0 16.4 41 104 6.9 3.6 3.3 1.G91 80. I

"~:~~\.~ 3436 434.6 16.7 26 56 7.4 4.0 3.4 1.176 1!6.7
.> :0"

3437 206.5 19.6 39 62 8.2 4.2 4.0 1.050 96.3
3438 182.7 15.1 280' ';~2 6.1 3.2 2.9 1. 103 61.8
3439 209.2 14.8 37 71 7.6 3.8 3.8 1.000 61.8
3440 224.4 16.2 14 n 6.7 3.5 3.2 1.094 63.7

150 mg/I:g/day 3461 275.5 17.8 24 43 7.3 3.9 3.4 1. 147. 86.7
3462 403.6 22.2 38 51 8.2 4.2 4.0 1.050 96.2
3463 184.4 18.6 15 B4 6.7 3.7 3.0 1.233 100.5
3,,64 147.7 13.8 21 102 6.1 3.3 2.8 1.179 45.6

3"65 162.2 15.4 23 SO 6.6 3.5 3. I 1.129 104.0
3466 330.6 17:6 29 45 8.0 4.4 3.6 1.222 73.0
3467 217.8 13.1 31 68 7.3 3.8 3.5 1.086 85.7
3468 274.4 17.6 21 7a 6.6 3.6 3.0 1.200 66.4
3"69 222.6 16.6 37 67 B.l 4.1 4.0 1.025 64.5
3470 353.1 25.5 33 57 B.4 4.2 4.2 1.000 96.5

450 m-g/kg/day 3491 178.7 17.7 46 55 7.6 3.9 3.7 1.054 63.0
3492 166.5 11.8 22 B4 6.0 3.3 2.7 1.222 59.2
3,,93 220.1 17.0 41 61 7.9 3.9 4.0 0.97'S B3.0
3"94, 314.8 17.8 28 86 6.4 3.4 3.0 1.133 74.9
3495 210.5 11.4 30 91 6.5 3.5 3.0 1. 167 88.9
3496 1B2.8 13.6 21 BS 6.4 3.6 2.8 1.286 61.3

3"97 190.8 19.5 22 75 6.4 3.4 3.0 1. 133 69.7
3498 19B.B 20.2 29 140 7.1 3.7 3.4 1.08B 69.7

... 3499 121.2 15.1 27 102 6.3 3.5 2.8 1.250 63.3
"

3500 430.2 15.5 61 BO 7.6 3.8 3.8 1.000 88.8...

a
No blood sample obtained; data available.was no
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Stuey No. 5221.07

~ "':-:;-:0..
SU5CHRONIC TOXICITY OF META'CRESOL IN SPRAGUE CA~LEY.::-.... RATS

''';..W';' MALE CLINICAL CHEMISTRY V~LUES

[Interim Saer; f i eel

ANIMAL NO. o BIL T BIL Na I( Cl ALI( PHOS CO2 CREAT PHOS
CaSE LEVEL (mg/dl) (mg/dl) (Meojl) (Meojl) (Meojl) (lu/l) (Meq!l) (mg/dl) (mg/dl)

a mg/kg/day 3401 0.01 0.18 154.0 9.7 98 98 26 0.63 11.2
3402 0.01 0.09 150.0 11.8 97 71 16 0.74 9.3
3403a na na na na na na na na na
3404 0.01 0.14 152.0 10.8 97 123 22 0.69 10.1
3405 0.02 0.14 154.0 10.8 103 71 21 0.72 10.1
3406 0.02 0.16 148.0 11.4 99 64 17 0.79 11.4
3407 0.01 0.13 150.0 18.8 104 53 9 0.60 11. 1
3408 0.04 0.20 151.0 10.8 98 80 20 0.66 9.8
3409 0.03 0.17 152.0 10.1 99 66 20 0.73 10.3
3410 0.01 0.16 149.0 10.7 104 52 23 0.76 10.2

50 mg/kg/day 3431 0.02 0.14 142.0 10.5 102 44 20 0.74 8.1
3432 0.00 0.12 148.0 22.7 102 53 16 0.67 9.2
3433 0.02 0.09 152. a 8.5 103 53 22 0.64 9.0
3434 0.08 0.11 151. a 9.9 103 112 21 0.74 9.4
3435 0,01 0.12 153.0 7.5 103 T7 22 0.69 11.1

".
-~-: ~_: 3436 0.08 0.19 148.0 8.3 102 47 18 0.89 9.9
.:~.<' 3437 0.01 0.09 152.0 7.1 101 110 23 0.63 9.0

3438 0.02 0.13 154.0 7.3 105 10a. 20 0.76 9.9
3439 0.01 0.15 145.0 7.8 101 62 22 0.78 10.4
3440 0.08 0.13 152.0 12.0 107 78 15 0.76 10.4

150 me/kg/day 3461 0.03 0.14 147.0 12.3 100 50 25 0.71 12.2
3462 0.06 0.18 154.0 12.5 100 52 19 0.89 10.9
3463 0.01 0.19 151.0 12.5 101 57 20 0.70 10.2
3464 0.01 0.18 152.0 11.3 102 66 20 0.73 10.2
3465 0.05 0.27 151. a 9.1 102 69 23 0.97 10.4
3466 0.04 0.13 149.0 8.3 100 59 22 0.85 10.1
3467 0.02 0.12 147.0 9.6 101 80 18 0.88 9.5
3468 0.08 0.11 151.0 6.8 '02- 107 27 0.76 11.4
3469 0.02 0.18 QNS QNS QNS 65 QNS 0.70 9.7
3470 0.01 0.19 150.0 9.2 103 89 20 0.74 10.8

450 mg/kg/day 3491 0.01 0.10 146.0 10.2 103 74 18 0.53 12.4
3492 0.03 0.15 154.0 6.4 101 53 26 0.68 10.1
3493 0.01 0.16 144.0 8.4 100 75 20 0.66 9.7
3494 0.01 0.11 146.0 6.8 100 82 22 . 0.75 10.9
3495 0.00 0.15 150.0 11.6 101 68 20 0.75 11.1
3496 0.06 0.20 154.0 15.2 104 81 15 0.70 11.6
3497 0.02 0.09 146.0 8.1 lOa 52 23 0.71 11. 1
3498 0.03 0.14 145.0 9.7 98 73 22 0.70 10.7
3499 0.01 0.20 119.0 6.9 76 62 15 0.54 9.4

........ 3500 0.02 0.16 139.0 12.9 105 47 19 0.97 10.9

a No blood sample obtained; no data available.was
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DA~LEY RATS
HALE CLINICAL CHEMISTRY VALUES

[Terminal Sacrifice]

ANIMAL NO. GLU BUN SGPT SGOT T PRO ALB GLOB ALB/GLOB CHOL

DOSE LEVEL (mg/dl) (mg/dl) (lu/l) (lull) (g/dl) (g/dl) (g/dl) (ratio) (mg/dl)

o mg/kg/day 3411 243.2 12.8 30 79 7.1 3.9 3.2 1.219 67.0

3412 268.7 14.0 32 86 6.2 3.8 2.4 1.583 53.8

3413 264.9 17.0 23 72 6.8 3.7 3.1 1.194 54.4

3414 302.4 9.1 26 79 7.0 4.1 2.9 1.414 46.9

3415 205.8 14.3 21 69 6.7 3.7 3.0 1.233 83.2
3416 178.1 13.2 37 102 7.2 4.1 3.1 1.323 39.7

3417 183.7 14.7 QNS ~ 6.0 3.8 2.2 1.727 65.2

3418 185.4 10.2 27 63 7.0 3.8 3.2 1.188 55.7

3419 183.6 13.2 29 64 6.7 3.4 3.3 1.030 51.2

3420 221.3 14.4 29 83 6.5 4.1 2.4 1.708 54.7

50 mg/kg/day 3441 185.9 13.1 27 IT 7.4 4.2 3.2 1.313 53.2

3442 184.6 12.5 27 73 6.2 3.8 2.4 1.583 73.7

3443 288.6 13.5 28 63 5.6 3.6 2.0 1.800 65.6

3444 233.2 13.8 22 61 5.7 3.9 1.8 2.167 68.8

3445 240.4 . 13.9 29 81 7.0 3.9 3.1 1.258 60.8
3446 182.3 15.2 32 85 7.0 4.0 3.0 1.333 47.7

.. 3447 246.2 18.3 25 76 7.5 4.0 3.5 1.143 64.9
3448 189.5 10.6 26 66 6.9 3.7 3.2 1.156 46.')

3449 269.6 11.5 24 68 7.3 4.0 3.3 1.212 109.6

3450 271.7 13.0 31 78 6.6 3.9 2.7 1.444 56.~

150 mg/kg/day 3471 230.2 13.6 34 83 6.9 3.9 3.0 1.300 75.1
3472 206.3 16.1 46 117 7.2 4.2 3.0 1.400 73.8

3473 267.2 19.7 34 90 7.1 3.5 3.6 0.972 56.9

3474 147.7 14.4 40 122 6.0 4.1 1.9 2.158 73.0

3475 258.1 15.7 99 130 7.7 4.2 3.5 1.200 51.6
3476 326.8 11.3 40 93 7.5 4.0 3.5 1.143 55.5

34IT 230.4 11.1 25 52 6.5 3.6 2.9 1.241 47.4

3478 2IT.l 14.4 30 94 7.7 5.4 3.2 1.688 106.1

3479 250.5 11.5 31 96 6.8 3.8 3.0 1.267 49.2

3480 217.6 12.0 23 93 7.6 4.5 3.1 1.452 75.9

450 mg/kg/day 3501 312.9 17.5 32 92 5.8 3.9 1.9 2.053 52.9

3502 206.0 10.1 38 69 6.6 3.7 2.9 1.276 48.7

3503 222.4 14.3 32 108 7.2 4.2 3.0 1.400 67.8

3505 201.7 14.1 37 96 7.2 4.0 3.2 1.250 50.5

~506 230.3 13.1 35 70 7.6 4.1 3.5 1. 171 76.9

3507 213.8 13.8 23 62 6.1 3.7 2.4 1.542 66.5
3508 197.2 16.3 36 125 7.3 4.4 2.9 1.517 75.6
3509 276.2 13.3 33 72 6.6 3.6 3.0 1.200 48.4
3510 206.2 15.3 19 73 6.8 4.0 2.8 1.429 62.3
3519 266.7 11.5 29 92 4.9 3.6 1.3 2.769 48.8
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SUSCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAVlEY ~ATS

MALE CLINICAL CHEMISTRY VALUES
[Terminal Sacrifice]

ANIMAL 110. o BIl T Bll Ca lIa I:: cl ALl( PHOS CO2 CREAT PHOS

DOSE lEVEL (mg/dl) (mg/dl) (rng/dl) (Meq/l) (Heq/l) (HeqiL> (I u/\) (Heq/l ) (mg/dl) (mg/dl)

o rng/1cg/day 3411 0.02 0.13 13.0 146 5.3 103 89 23 0.79 7.9

3412 0.01 0.15 7.0 QNS QNS QNS 70 QNS QNS QNS
3413 0.00 0.10 11.9 147 5.6 105 65 24 0.79 8.7

3414 0.06 0.18 10.0 148 6.1 103 46 22 0.70 8.4

3415 0.02 C.l1 10.8 141 6.1 105 St 21 0.78 8.1

3416 0.08 0.22 9.1 146 7.4 103 73 31 0.67 10.0

3417 0.00 0.12 7.0 QNS QNS QNS 45 QNS QNS QNS
3418 0.00 0.08 11.2 147 6.4 102 100 18 0.64 8.0

3419 0.02 0.14 11.6 144 6.2 101 37 27 0.70 8.2-

3420 0.01 0.16 6.9 QNS QNS QNS 44 QNS 0.28 QNS

50 mg/kg/day 3441 0.05 0.18 9.5 147 711 102- 105 26 0.64 8.3

3442 0.00 0.10 7.0 QNS QNS QNS ·n QNS 0.66 QNS
3443 0.01 O. " 11.2 143 4.9 103 89 20 0.67 7.1

3444 0.01 0.17 10.6 144 5.3 104 123 22 0.69 7.8

3445 0.00 0.21 12.8 145 6.3 100 99 29 0.97 8.4

, .~..: . 3446 0.02 0.16 10.8 139 8.3 103 80 22 o.n 8.9
...-.;-~ -'
.'- ~. 3447 0.01 0.19 12.8 141 5.7 102 120 19 0.83 9.1
'-~:=~,

.3448 0.08 0.12 10.9 148 5.6 101 36 25 0.75 7.0

3449 0.01 0.13 13.0 142 5,.6 10' 81 18 0.73 10.2

3450 0.01 0.10 7.0 QNS QNS QNS 64 QNS 0.68 QNS

150 mg/1csfday 3471 0.02 0.12 11.7 147 5.6 101 60 21 0.76 8.8

34n 0.02 0.19 9.3 148 6.2 102 47 32 0.85 9.1

3473 0.02 0.11 8.9 143 6,.8 10~ 58 24 0.79 8.6

3474 0.03 0.17 7.0 QNS QNS QNS 126 QNS 0.66 QNS
3475 0.06 0.13 9.2 146 8.4 98 66 2j 0.79 8.5

3476 0.00 0.10 12.2 146 5.7 100 70 26 0.98 7.1

3477 0.01 0.10 10.0 146 9.7 iO~ 40 i8 0.66 8.7

3478 0.02 0.25 6.9 QNS QNS QNS 25 QNS 0.79 QNS
3479 0.01 0.12 11.4 141 ~,:3 104 87 28 0.80 7.4

3480 0.01 0.29 7.4 QNS QNS QNS 84 QNS 0.70 5.1,

450 lTi9/l:g/day 3501 0.01 0.14 10.9 144 6.0 105 109 18 0.77 8.4

3502 0.01 0.08 9.7 143 7.2 105 103 20 0.63 a.5

3503 0.12 0.23 10.5 150 5.9 10? . 61 30. 0.89 9.0

3505 0.01 0.14 9.8 QNS QNS QNS 61 QNS 0.66 8.7

3506 0.01 0.18 12.6 145 6.0 10'l 133 20 0.83 9.4

3507 0.00 0.14 7.0 QNS QNS QNS 58 QNS QNS QNS
3508 0.25 0.19 10.2 147 6.3 102 79 33 1.03 8.1

3509 0.00 0.10 'O.t. It.? 8.1 102. 94 16 0.67 9.3

3510 0.00 0.13 7.0 QNS QNS QNS 81 QNS QNS QNS
3519 0.06 0.16 -DB CNS eNS CNS 103 eNS 0.73 9.4

"I ••.•
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAYLEY RATS
FEMALE CLINICAL CHEMISTRY VALUES

[Interim Sacrifice]

ANIMAL NO. GLU BUN SGPT SGOT T PRO ALB GLOB ALB/GLOB CHOl

OOSE LEVEL (mg/dl) (mg/dl) (I u/l) (lull) (g/dl) (g/dl) (g/dl) (ratio) (mg/dl)

o mg/kg/day 3531 193.2 16.0 39 93 7.2 4.2 3.0 1.400 95.9

3532 113.6 15.4 25 69 6.6 3.6 3.0 1.200 75.5

3533· 278.3 20.4 29 70 8.2 4.4 3.8 1.158 106.7

3534 246.6 23.2 51 92 8.6 4.2 4.4 0.955 105.8

3535 196.0 20.0 26 86 6.6 3.7 2.9 1.276 71.2

3536 198.2 18.4 16 81 6.8 4.2 2.6 1.615 104.9

3537 114.9 22.0 25 70 7.2 4.1 3.1 1.323 88.9

3538 163.5 17.2 19 80 6.6 3.9 2.7 1.444 99.8

3539 338.4 21.4 31 59 8.8 5.4 3.4 1.588 134.7

3540 205.3 22.5 32 66 8.1 4.3 3.8 1.132 113.9

50 mg/kg/day 3561 159.1 22.5 17 68 6.4 3.5 2.9 1.207 84.6

3562 272.9 21.3 36 69 8.3 5.0 3.3 1.515 106.1

3563 166.8 17.2 30 99 7.6 4.4 3.2 1.375 115.4

3564 138.5 10.7 22 74 7.2 4.0 3.2 1.250 68.5

3565 158.6 14.8 42 80 8.6 4.4 4.2 1.048 114.4
.. ', 3566 227.2 19.0 43 76 8.3 4.8 3.5 1.371 84.7

3567 318.6 21.3 41 61 10.2 6.0 4.2 1.429 126.4

3568 152.4 22.4 45 85 8.2 4.3 3.9 1.103 118.3

3569 195.3 23.8 30 74 7.2 4.2 3.0 1.400 90.0

3570 330.2 23.0 35 84 8.0 4.6 3.4 1.353 94.9

150 ms/kg/day 3591 323.8 26.2 25 72 8.8 4.7 4.1 1.146 120.5

3592 120.7 25.8 19 16 6.2 3.6 2.6 1.385 71.8

3593 242.3 20.6 43 68 9.1 4.5 4.6 0.918 141.5

3594 144.6 11.3 25 88 6.9 3.8 3.1 1.226 71.9

3595 195.1 26.8 43 63 8.9 5.0 3.9 1.282 109.0

3596 150.3 20.1 41 80 7.9 4.4 3.5 1.251 94.5

3591 271.2 19.1 49 74 8.7 4.8 3.9 1.231 119.4·

3598 121.0 18.7 22 91 7.2 4.0 3.2 1.250 88.2

3599 192.8 15.7 35 61 8.1 4.5 3.6 1.250 102.7

3600 98.6 24.9 QNS QNS 6.5 3.9 2.6 1.500 76.5

450 mg/kg/day 3621 511.6 14.9 40 57 8.4 4.7 3.7 1.210 162.9

3622 208.4 21.1 67 111 9.9 4.0 5.9 0.678 146.5

3623 142.0 16.2 22 88 6.3 3.7 2.6 1.423 73.4

3624 148.6 17.3 25 84 6.5 3.6 2.9 1.241 88.0

3625 266.9 21.8 48 53 9.3 4.6 4.7 0.979 161.1

3626 199.3 17.5 27 115 6.5 3.8 2.7 1.407 100.2

3627 139.8 19.0 22 78 6.8 3.9 2.9 1.345 99.1

3628 106.1 21.3 57 85 7.8 4.4 3.4 1.294 92.5

3629 349.9 19.9 20 83 7.9 4.2 3.7 1. 135 107.0

3630 230.5 25.2 36 55 9.0 5.6 3.4 1.641 123.1

1.8 li)
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Study Ne. 5221.07

.-.~~:.
suaC~RCNIC TOXICITY OF HETA'CRESOL IN S~RAGUE DA~LEY RATS

.,'
" FEMALE CLINICAL CHEMISTRY VALUES

[Interim Sacrifice]

ANIMAL NO. o BIL T Bil Na K CL ALI:: PHOS ca2 CREAl PHOS

DOSE LEVEL (mg/dt) (mg/dl) (Meq/ L) (Meq/ l) (Meq/l) (lull) (M~/t) (mg/dL) (mg/dl)

a mg/i:9/day 3531 0.02 0.17 153 8.4 1Q3 31 18 0.65 9.7

3532 0.06 0.18 eNS eNS Ci'lS 46 Oi'lS 0.73 9.9

3533 0.02 0.09 141 21.7 • 10a 36 13 0.81 9.3

3534 0.02 0.21 177 ' 10.a 12B 57 '5 1.02 9.2

3535 0.05 0.11 14'5 9.8 102 82 23 0.69 10.5

3536 0.03 0.15 157 12.1 109 53 '2 0.77 9.8

3537 0.01 0.14 eNS ONS eNS 85 QNS 0.67 11.2

3538 0.03 0.18 147 12.1 laO 47 22 0.41 10.3

3539 0.07 0.18 146 20.3' 111 67 11 0.94 8.3

3540 0.00 0.08 142 10.2 102 41 23 0.45 10.4

50 lTl9/kg/day 3561 0.03 0.09 150 10.0 100 59 22 0.69 9.9

3562 0.01 0.16 151 na 110 45 9 0.88 10.2

3563 0.08 0.21 150 11.3 104 32 18 0.82 9.7

356ft 0.02 0.14 150 10.4 103 60 18 0.65 10.4

3565 0.02 0.2t QNS QNS ClliS 32 Q!iS 0.76 11.7

:.~:'f.~>._ 3566 0.06 0.25 150 12.6 '03 3S 15 0.l!1 11.5
:':,y.~;~.'

3567 0.02 0.15 QNS eNS QNS 79 QNS 0.75 11.1-,
3568 0.00 0.15 Z08· 11.3 '58 46 t9 0.83 10.7

3569 0.08 0.14 151 9.7 102 34 21 0.12 11.5

3570 0.07 0.14 153 8.5 10S 47 32 0.81 11.2

150 ITl9/l:g/day 3591 0.01 0.23 1/.7 13.2 10~ 48 10 0.85 10.5

3592 0.03 O. '6 QNS QNS QNS 39 QNS 0.80 10.8

3593 0.04 0.23 176' 19.4 • 141 41 11 0.41 10.7

3594 0.03 0.16 148 10.8 lOa 75 16 0.15 10.7

3595 0.01 0.18 145 17.0 102 44 It- 0.81 11.3

3596 0.01 0.17 OilS OilS ONS 59 QNS 0.90 11.6

3597 0.01 0.17 CNS CNS eNS 86 QNS 0.78 12.6

3598 0.07 0.17 ONS QNS ONS 71 CNS 0.57 '''5
3599 0.01 0.10 142 12.3 106 32 18 0.57 11.4

3600 o.oa 0.17 lS, 17.7 loa 47 16 0.73 11.8

450 ms/kg/day 3621 0.04 0.16 '(,5 14.2 99 68 12 0.85 9.5

3622 0.01 0.27 CNS CNS ONS 8B QNS 1.02 11.6

3623 0.06 0.21 1(,8 12.2 103 42 24 0.81 '0.1

3624 0.02 0.13 150 9.0 105 33 22 0.72 10.6

3625 0.00 0.14 183· , 6. 1 139 51 16 0.71 8.6

3626 0.06 0.22 151 9.9 102 54 ZO 0.93 B.B
3627· 0.01 O. to 1/,6 11.9 98 35 23 0.78 11.0

3628 0.02 0.17 '43 14.1 lOS 46 25 0.91 11.3

3629 0.07 0.'8 151 9.9 108 65 14 0.96 11.0

,,; 3630 0.07 0.20 CNS ONS eNS 31 ONS 0.92 10.2
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE OA~LEY RATS
FEMALE CLINICAL CHEMISTRY VALUES

[Terminal Sacrificel

ANIMAL NO. GLU BUN SGPT SGOT T PRO ALB GLOB ALB/GLOB CHOL

DOSE LEVEl (mg/dl) (mg/dl) (Iu/l) (1 u/I) (g/dl) (g/dl) (9/dl) (ratio) (mg/dl)

o mg/k.g/day 3541 217.4 25.0 38 99 8.1 4.9 3.2 1.531 84.8

3542 215.2 12.0 37 96 6.3 3.4 2.9 1.ln 61.7

3543 260.6 16.1 23 84 7.7 4.4 3.3 1.333 83.9

3544 247.7 16.4 38 124 7.9 4.8 3.1 1.548 96.1

3545 223.6 11.7 26 89 7.7 4.8 2.9 1.655 99.1

3546 184.7 15.0 33 102 7.7 5.0 2.7 1.852 77.8

3547 165.2 12.8 31 86 6.3 4.1 2.2 1.864 89.1

3548 156.3 13.7 36 84 6.7 4.4 2.3 1.913 105.8

3549 246.7 20.5 24 68 6.8 3.9 2.9 1.345 74.9

3550 239.5 17.5 92 202 7.9 5.1 2.8 1.821 81.8

50 mg/kg/day 3571 202.7 14.0 41 95 8.0 5.0 3.0 1.667 91.6

3572 207.2 12.8 52 84 8.0 4.6 3.4 1.353 93.7

3573 253.8 11.6 38 85 6.9 4.6 2.3 2.000 71.6

3574 239.8 19.7 24 82 7.2 4.4 2.8 1.571 90.4

35~ 174.1 15.3 42 89 7.2 3.9 '3.3 1. 182 64.9

3576 205.1 .. 18.7 25 93 8.1 4.5 3.6 1.250 71.3

3577 184.4 13.4 30 79 7.3 4.0 3.3 1. 212 70.7

3578 202.2 16.4 22 80 6.8 3.8 3.0 1.267 82.5
3579 153.7 13.1 39 93 6.2 3.8 2.4 1.583 49.7

3580 217.3 11.0 . 20 68 8.0 4.9 3.1 1.581 88.0

150 ms/kg/day 3601 169.5 11.9 30 95 7.7 4.8 2.9 1.655 95.5
3602 203.1 15.1 30 64 7.9 4.9 3.0 1.633 71.3

3603 187.0 17.0 22 85 7.5 3.9 3.6 1.083 58.8
3604 255.7 19.9 34 104 7.6 4.9 2.7 1.815 roa

3605 119.0 21.8 26 73 7.1 4.2 2.9 1.448 71.9

3606 181.8 13.8 20 58 7.1 4.2 2.9 1.448 75.9

3607 134.6 12.5 23 83 5.9 4.3 1.6 2.687 37.0

3608 248.7 15.0 27 101 6.9 4.0 2.9 1.379 69.9

3609 218.0 11.6 26 88 7.0 4.3 2.7 1.593 69.8

3610 274.1 17.9 21 66 6.9 4.6 2.3 2.000 79.2

450 lng/kg/day 3631 185.4 13.2 21 74 5.9 3.9 2.0 1.950 69.7

3632 183.0 14.8 29 77 7.1 4.1 3.0 1.367 80.0

3633 215.2 11.7 53 118 7.2 4.7 2.5 1.880 57.4

3634 209.6 14.8 31 85 7.6 4.7 2.9 1.621 65.7

3635 170.2 14.0 23 66 7.2 4.2 3.0 1.400 62.8

3636 172.8 22.4 48 104 7.8 5.0 2.8 1.786 98.9

3637 163.6 15.1 24 65 7.2 4.3 2.9 1.483 86.1

3638 309.2 11.0 32 68 8.4 4.9 3.5 1.400 94.2

3639 149.0 13.9 43 86 6.3 4.7 1.6 2.938 101.3

3640 307.5 12.2 29 92 7.6 5.0 2.6 1.923 97.4
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Study No. 5221.0/

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DAYLEY RATS
FEMALE CLINICAL CHEMISTRY VALUES

[Terminal Sacri f ice)

ANIMAL NO. o Bll T BIL Ca Na x: Cl ALl( PHOS CO2 CREAT PHOS

COSE LEVEL (mg/dl) (rng/dl) (mg/dl) (Heq/\) (Heq/ l) CMeq/l) (lull) (Heq/l) (mg/dl) (mg/ol)

o Il19/i:.g/day 3541 0.00 0.14 14.0 142 5.6 102 30 16 0.84 8.7

3542 0.02 0.11 12.6 143 7.3 108 51 21 0.78 7.5

3543 0.00 0.06 12.6 144 6.4 104 71 14 0.&3 8.7

3544 0.01 0.13 14.0 144 8.7 1OJ. 42 15 0.76 8.6

3545 0.03 0.16 9.9 QNS QNS QNS 33 QNS 0.76 6.9

3546 0.04 0.27 lQ.6 14~ 7.8. 103 62 25 0.86 B.7.

3547 0.01 0.20 6.9 QNS QNS QNS 83 QNS 0.59 QNS
3548 0.01 0.19 lQ.4 QNS QNS QNS 5Q QNS 0.72 7.8

3549 0.01 0.Q7 10.6 143 7.7 101 59 18 0.74 6.7

3550 0.01 0.18 11.0 QNS QNS QNS 32 QNS 0.80 8.7

50 /l19/xg/cay 3571 0.07 0.15 11.3 147 6.2 103 71 27 0.85 7.5

3572 0.00 0.37 11.4 QNS QNS QNS 256 QNS 0.75 7.6

3573 0.01 0.26 10.2 147 6.0 102 39 27 0.71 6.8

3574 0.00 0.07 12.3 143 6.6 102 67 1S 0.85 9.0

3575 0.00 0.09 11. 1 145 9.6 lOS 29 23 Q.90 8.3

;"~i~f"
3576 0.04 0.13 11.0 146 6.8 101 32 32 0.93 7.8

3577 0.02 0.15 11.8 142 7.5 lOt. 29 20 0.84 6.0
.....

.12.43578 0.00 0.04 142 7_1 1,06 40 16. 0.80 9.4

3579 0.01 0.22 6.9 QNS QNS QNS 110 QNS 0.32 QNS
3580 0.16 0.04 9.9 150 6.4 103 t.1 21 0.68 6.3

150 mg/kg/day 3601 0.06 0.24 10.3 QNS QNS QNS 46 QNS 0.71 7.8

3602 0.02 0.17 11.7 146 5_.9 OQ SO 21. 0.76 7.2

3603 0.00 0.15 10.6 QNS QNS QNS 56 QNS 0.77 8.2

3604 0.01 0.15 11.5 11.7 9.3 103 73 20 0.93 7.B

3605 0.00 0.13 12.5 155 8.9 108 54 16 0.74 10.0

3606 0.01 0.10 9.9 143 6.8 106 25 19 0.66 6.2

3607 0.00 0.14 10.1 143 9.4 107 32 19 0.67 9.1

3608 0.03 0.17 11.8 143 6.7 102 71 ,23, 0.74 6.3

3609 0.00 0.16 8.:2 QNS' QNS QNS 7S QNS 0.68 7.3

3610 0.01 C.15 12.4 141 7.0 105 t.9 16 0.83 8.3

45Q eng/kg/day 3631 0.02 0.13 7.0 QNS QNS QNS 36 QNS 0.6t. QNS
3632 0.01 0.12 12.1 146 7.0 102 41 18 0.74 8.6

3633 0.26 0.16 10.8 147 7.2 103 117 2:- 1.02 8.9

3634 0.04 0.27 10.2 QNS QNS QN& 125 QNS 0.74 8.3

3635 0.11 0.04 10.S 144 7.S 106 48 17 0.72 6.9

3636 0.00 0.20 11.7 QNS QNS QNS 162 QNS 0.61 9.1

3637 0.00 0.09 12.6 144 7.7 106 54 18 0.77 9.3

3638 0.00 0.05 13.9 142 5.8 100 47 17 0.68 8.5

.. :'!
3639 0.00 0.11 11.6 138 9.0 106 60 17 0.63 B.2

3640 0.06 0.22 10.8 QNS QNS QNS 68 QNS 0.67 QNS
' ..
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DAULEY RATS
MALE ORGAN UEIGHT DATA (9)

[Terminal Sacrifice]

ANIMAL NO. HEART LIVER SPLEEN KIDNEY-LFT KIDNEY'RT

DOSE LEVEL

a mg/kg/day 3411 2.038 21.503 0.874 2.246 2.244

3412 1.992 19.033 0.940 2.369 2.353

3413 1.938 17.491 0.798 2.057 1.945

3414 2.023 17.071 0.840 2.076 2.122

3415 1.720 18.392 0.861 1.784 1.989

3416 1.831 16.403 0.698 1.639 2.060

3417 1.601 13.979 0.920 1.628 1.693

3418 1.651 20.427 0.916 2.221 2.157

3419 1.907 17.690 0.893 1.982 2.159

3420 1.612 14.292 0.579 1.803 1.960

3421 2.018 21.558 0.787 2.285 2.213

3422 2.385 24.654 1.051 2.379 2.481

3423 1.645 17.683 0.824 2.065 2.106

3424 1.747 18.119 0.862 1.961 1.904

3425 1.771 18.281 0.784 2.218 2.143
3426 1.601 17.270 0.760 1.811 1.878
3427 1.635 20.387 0.776 2.327 2.333

~ 3428 1.696 16.166 0.738 2.191 2.239

3429 1.788 17.647 0.678 ?127 2.024·

3430 1.625 18.839 0.808 '1.775 1.881

50 mg/kg/day 3441 1. 701 18.370 0.753 ", .940 1.953

3442 2.095 19.711 o.no 2.231 2.236

3443 1.686 17.704 0.672 1.456 1.619

3444 2.053 18.965 0.682 2.421 2.285
3445 1.m 17.295 0.651 1. 714 1.796

3446 1.951 16.862 0.711 1.988 2.040
3447 1.897 17.440 0.710 1.828 1.790

3448 2.042 17.791 0.761 2.134 1.948

3449 2.290 e 0.934 2.272 2.227
3450 2.093 19.015 0.869 2.167 2.158

3451 2.001 18.542 0.809 2.012 1.925

3452 1.750 23.033 1.056 2.196 2.297

3453 1.525 15.535 0.705 1.730 1.747

3454 2.127 19.904 1.091 2.183 2.252

3455 1.567 16.612 0.791 1.913 2.162

3456 1.789 18.946 0.666 2.032 2.007

3457 1.630 16.217 0.653 1.633 1.730

3458 1.665 18.363 0.923 2.008 2.020
3459 1.852 16.397 0.802 1.530 1.578

3460 1.666 18.729 0.795 2.108 2.282
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St~dy No. 5221.07

SUBCHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DA~LEY RATS
HALE ORGAN ~EIGHT DATA (g)

(Terminal Sacrifice]

ANIMAL NO. TESTIS'LFT TESTlS·RT ADRENALS BRAIN THY./PARA. TERM. ~GT.

DOSE LEVEL

o mg/ks/day 341' '.730 '.744 0.078 2.186 0.042 609

3412 1.794 1.676 0.082 2.356 0.052 604

3413 1.829 , .826 0.078 2.363 0.056 530

3414 1.855 1.833 0.093 2.232 0.065 569

3415 1.735 1.734 0.071 2.232 0.042 569

3416 1.754 1.834 0.067 2.261 0.025 495

3417 1.722 1. 731 0.120 2.260 0.061 599

3418 1.913 1.728 0.093 2.184 0.052 527

3419 1.702 1.743 0.064 2.283 0.039 566

3420 1.578 1.561 0.093 2.085 0.104 429

3421 2.089 1.999 0.065 2.182 0.018 595

3422 1.675 1. 601 0.088 2.371 0.031 691

3423 1.822 1.877 0.059 2.252 0.024 553

3424 1.B05 1.846 0.044 2.237 0.043 569

3425 2.029 1.975 0.037 2.298 0.032 565

3426 1.607 1.640 0.070 2.164 0.022 495

3427 1.702 1.610 0.068 2.427 0.028 548

3428 3.347 3.781 0.068 2.200 0.048 546

3429 1.944 1.975 0.068 2.26': 0.024 526

3430 1.548 1.556 0.096 2.155 0.031 504

50 mg/x;s/day 3441 1.670 1.703 0.066 2.424 0.032 467

3442 1.701 1.709 0.068 2.319 0.038 588

3443 1.689 1.705 0.012 2.236 0.051 519

3444 1.869 1.819 0.072 2.164 0.039 562

3445 1.71,3 1.621 0.057 2.197 0.043 ':31

3446 1.969 1.B60 0.080 2.247 0.037 518

3447 1.363 1.355 0.074 2.168 0.04' 524

3448 1.706 1.829 0.062 2.376 0.032 515

3449 1.875 1.902 0.095 2.302 0.020 596

3450 1.815 1. 751 0.091 2.251 0.061 553

3451 1.673 1.786 0.088 2.263 0.038 555

3452 1.681 1.700 0.092 2.199 0.031 599

3453 1.844 1.782 0.061 2.134 0.027 519

3454 1.760 1.623 0.089 2.283 0.040 586

3455 1.667 1.628 0.038 2.187 0.040 546

3456 1.795 1. 731 0.074 2.261 0.024 574

3457 1.641 1.n4 0.076 2.145 0.033 539

3458 1.916 '.763 0.055 2.340 0.037 618

3459 1.625 1.654 0.071 2.373 0.034 545

3460 1.810 1.n8 0.055 2.291 0.028 570

D-84



Study No. 5221.07

SUBCHROWIC TOXICITY OF META'CRESOL IN SPRAGUE DA~LEY RATS
MALE ORGAN ~EIGHT DATA (g)

[Terminal Sacrifice]

ANIMAL NO. HEART LIVER SPLEEN I(IDNEY·LfT KIONEY'RT

DOSE LEVEL

150 ms/kg/day 3471 2.030 16.382 0.709 1.986 2.131

3472 1.688 16.498 o.no 2.171 2.133
3473 1.811 15.185 0.832 1.803 1.698

3474 1.994 17.066 0.688 1.898 1.827

3475 1.564 13.710 0.575 1.949 1. loo
3476 1.597 12.893 0.610 1.787 1.785

3477 1.680 17 .035 0.605 1.741 1.781

3478 1.891 10.246 0.659 2.042 2.101

3479 1.639 17.627 0.776 1.873 2.014

3480 1.790 14.282 0.493 2.265 2.268

3481 1.878 17.941 0.659 1.962 1.908

3482 1.911 20.386 0.908 2.339 2.300

3483 1.718 19.149 0.688 2.273 2.404

3484 1.686 16.428 0.795 1.642 1.538

3485 1.636 15.365 0.691 1.857 1.914
3486 1.541 14.742 0.707 1.831 1.769
3487 1.732 14.730 1.025 2.081 1.942

3488 2.089 19.012 0.779 2.082 2.190
" 14.601-:~; 3489 1.881 0.595 1.911 1.958

~ c_

3490 1.522 15.274 0.756 1.867 1.828

450 mg/kg/day 3501 1.866 15.938 0.624 0.972 1.012
3502 1.896 15.918 0.714 1.668 2.006

3503 1.945 17.452 0.683 1.888 1.783

3505 1.784 17.364 0.780 2.298 2.291

3506 1.433 14.975 0.769 1.682 1.725

3507 1.874 21.153 0.875 2.299 2.490

3508 1.934 16.866 0.748 1.842 1.934

3509 1.907 19.017 0.871 2.328 2.318

3510 1.745 18.828 0.875 2.136 1.9a4

3511 2.012 16.605 0.790 1.825 1.m
3512 1.380 13.872 0.823 1.723 1.791
3513 1.437 13.340 0.594 1.541 1.635

3514 1.585 16.709 0.784 , .786 1.878

3515 1.453 13.272 0.643 1.601 1.696

3516 1.530 13.874 0.671 1.725 1.882
3517 1.560 16.336 0.726 1.680 1.690

3518 1.581 15.074 0.563 1.710 1.800

3519 2.126 21.060 1.051 2.360 2.403

3520 1.356 14.104 0.535 2.066 1.951

D-85



Study No. 5221.07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE OA~LEY RATS
MALE ORGAN ~EIGHT DATA (g)

[Terminal Sacrifice]

ANIMAL NO. TESTlS'LFT TESTIS·RT ADRENALS BRAlN THY./PARA. TERM. ~GT.

DOSE LEVEL

150 rI19/kg/day 3471 1.680 1.726 0.083 2.248 0.043 478

3472 1.672 1.621 0.068 2.305 0.036 542

3473 1.812 1.765 0.044 2.320 0.019 525

3474 1.852 1.887 0.081 2.283 0.030 547

3475 1.691 1.683 0.063 2.347 0.031 483

3476 1.652 1.565 0.078 2.282 0.050 422

34n 1.740 1.784 0.044 2.242 0.031 531

3478 1.038 1.867 0.080 2.417 0.041 550

3479 1.798 1.n2 0.072 2.150 0.033 537

3480 1.796 1.775 0.086 2.203 0.026 461

3481 1.801 1.833 0.075 2.273 0.031 542

3482 1.633 1.638 0.079 2.310 0.028 585

3483 1.707 1. 701 0.070 2.394 0.027 581

3484 1.868 1.883 0.059 2.188 0.025 514

3485 1.795 1.723 0.057 2.307 0.025 464

3486 1.655 1.642 0.081 2.222 0.036 445

3487 1.824 1.862 0.050 2.427 0.026 481

3488 1.674 1.656 0.081 2.129 0.028 541

3489 1.809 1.802 0.075 2.026 0.020 493

3490 1.845 1.840 0.072 2.232 0.032 485

450 rI19/kg/day 3501 1.790 1. 721 0.096 2.298 0.049 489

3502 1.667 1.601 0.051 2.737 0.032 431

3503 1.832 1.834 0.071 2.107 0.030 511

3505 1.727 1.792 0.088 2.367 0.038 492

3506 1.739 1. 721 0.069 2.618 0.046 456

3507 1.756 1.704 o.on 2.406 0.047 575

3508 1. 761 1.768 0.074 2.187 o.cm 508

3509 1.911 2.790 0.094 2.395 0.049 530

3510 1.631 1.717 0.070 2.203 0.026 534

3511 1.625 1.646 0.070 2.256 0.038 545

3512 1.671 1.672 0.053 2.074 0.019 450

3513 1.693 1.616 0.044 2.004 0.023 450

3514 1.648 1.703 0.031 2.2n 0.035 494

3515 1.632 1.602 0.074 2.202 0.012 442

3516 1.n8 1.806 0.075 2.207 0.052 429

3517 1.616 1.558 0.103 2.214 0.021 470

3518 1.872 1.828 0.061 2.200 0.024 448

3519 1.698 1.653 0.099 2.331 0.044 458

3520 1.584 1.707 0.066 2.078 0.042 416
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE CAWLEY RATS
RELATIVE MALE ORGAN WEIGHT DATA (~ Terminal Body Weight)

[Terminal Sacrifice]

ANIMAL NO. HEART LIVER SPLEEN KIONEY'LFT KJDNEY-RT

DOSE LEVEL

o mg/kg/day 3411 0.335 3.531 0.144 0.369 0.368

3412 0.330 3.151 0.156 0.392 0.390

3413 0.366 3.300 0.151 0.388 0.367
3414 0.356 3.000 0.148 0.365 0.373

3415 0.302 3.232 0.151 0.314 0.350

3416 0.370 3.314 0.141 0.331 0.416
3417 0.267 2.334 0.154 0.2n 0.283

3418 0.313 3.876 0.174 0.421 0.409
3419 0.337 3.125 0.158 0.350 0.381
3420 0.376 3.331 0.135 0.420 0.457
3421 0.339 3.623 0.132 0.384 0.3n

3422 0.345 3.568 0.152 0.344 0.359
3423 0.297 3.198 0.149 0.373 0.381
3424 0.307 3.184 0.151 0.345 0.335
3425 0.313 3.236 0.139 0.393 0.379
3426 0.323 3.489 0.154 0.366 0.379

.<~>_.
3427 0.298 3.720 0.142 0.425 0.426

":.,' 3428 0.311 2.961 0.135 0.401 0.410
3429 0.340 3.355 0.129 0.404 0.385
3430 0.322 3.738 0.160 0.352 0.373

50 mg/k8/day 3441 0.364 3.934 0.161 0.415 0.418
3442 0.356 3.352 0.131 0.379 0.380
3443 0.325 3.411 0.129 0.281 0.312
3444 0.365 3.375 0.121 0.431 0.407
3445 0.334 3.257 0.123 0.323 0.338
3446 0.377 3.255 0.137 0.384 0.394
3447 0.362 3.328 0.135 0.349 0.342
3448 0.397 3.455 0.148 0.414 0.378
3449 0.384 na 0.157 0.381 0.374
3450 0.378 3.439 0.157 0.392 0.390
3451 0.361 3.341 0.146 0.363 0.347
3452 0.292 3.845 0.176 0.367 0.383

3453 0.294 2.993 0.136 0.333 0.337
3454 0.363 3.397 0.186 0.373 0.384

3455 0.287 3.042 0.145 0.350 0.396

3456 0.328 3.470 0.122 0.3n 0.368
3457 0.284 2.825 0.114 0.284 0.301
3458 0.309 3.407 0.171 0.373 0.375

3459 0.300 2.653 0.130 0.248 0.255
3460 0.306 3.437 0.146 0.387 0.419
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Study No. 5221.07

SUBCHROHIC TOXICITY OF HETA'CRESOL IN SPRAGUE CAULEY RATS
RELATIVE HALE ORGAN ~EIGHT DATA (~ Terminal Body ~ei9ht)

[Terminal Sacrifice]

ANIMAL NO. TESTIS-LFT TESTIS-IlT ADRENALS BRAIN THY./PARA.

DOSE LEVEL

o mg/ke/day 3411 0.284 0.286 0.013 0.359 0.007

3412 0.297 0.277 0.014 0.390 0.009

3413 0.345 0.345 0.015 0.446 0.011

3414 0.326 0.322 0.016 0.392 0.011

3415 0.305 0.305 0.012 0.392 0.007

3416 0.354 0.371 0.014 0.457 0.005

3417 0.287 0.289 0.020 0.3n 0:010

3418 0.363 0.328 0.018 0.414 0.010

3419 0.301 0.308 0.011 0.403 0.007

3420 0.368 0.364 0.022 0.486 0.024

3421 0.351 0.336 0.011 0.367 0.003

3422 0.242 0.232 0.013 0.343 0.004

3423 0.329 0.339 0.011 0.407 0.004

3424 0.317 0.324 0.008 0.393 0.008

3425 0.359 0.350 0.007 0.407 0.006

3426 0.325 0.331 0.014 0.437 0.004

3427 0.311 0.294 0.012 0.443 0.005

3428 0.613 0.692 0.012 - 0.403 0.009

34119 0.370 0.375 0.013 0.431 0.005

3430 0.307 0.309 0.019 0.428 0.006

50 mg)kg/day 34~1 0.356 0.365 0.014 0.519 0.007

3442 0.289 0.291 0.012 0.394 0.006

3443 0.325 0.329 0.014 0.431 0.010

3444 0.333 0.324 0.013 0.385 0.007

3445 0.328 0.305 0.011 0.414 0.008

3446 0.380 0.359 0.015 0.434 0.007

3447 0.260 0.259 0.014 0.414 0.008

3448 0.331 0.355 0.012 0.461 0.006

3449 0.315 0.319 0.016 0.386 0.003

3450 0.328 0.317 0.016 0.407 0.011

3451 0.301 0.322 0.016 0.408 0.001

3452 0.281 0.284 0.015 0.367 0.005

3453 0.355 0.343 0.012 0.411 0.005

3454 0.300 0.277 0.015 0.390 0.007

3455 0.305 0.298 0.007 0.401 0.007

3456 0.329 0.317 0.014 0.414 0.004

3457 0.286 0.309 0.013 0.374 0.006

3'458 0.355 0.327 0.010 0.434 0.007

3459 0.263 0.268 0.011 0.384 0.006

3460 0.332 0.326 0.010 0.420 0.005
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
RELATIVE MALE ORGAN WEIGHT DATA (70 Terminal Body '.Ieight)

(Terminal Sacrifice]

ANIMAL NO. HEART LIVER SPLEEN KIONEY-LFT KIDNEY·RT

DOSE LEVEL

150 mg/kg/day 3471 0.425 3.427 0.148 0.415 0.446

3472 0.311 3.044 0.142 0.401 0.394

3473 0.345 2.892 0.158 0.343 0.323
3474 0.365 3.120 0.126 0.347 0.334

3475 0.324 2.839 0.119 0.404 0.352

3476 0.378 3.055 0.145 0.423 0.423

34n 0.316 3.208 0.114 0.328 0.335

3478 0.344 1.863 0.120 0.371 0.382

3479 0.305 3.282 0.145 0.349 0.375

3480 0.388 3.098 0.107 0.491 0.492

3481 0.346 3.310 0.122 0.362 0.352

3482 0.327 3.485 0.155 0.400 0.393

3483 0.296 3.296 0.118 0.391 0.414

3484 0.328 3.196 0.155 0.319 0.299

3485 0.353 3.311 0.149 0.400 0.413

3486 0.346 3.313 0.159 0.411 0.398

3487 0.360 3.062 0.213 0.433 0.404
3488 0.386 3.514 0.144 0.385 0.405

, _: ~

3489 0.382 2.962 0.121 0.388 0.397

3490 0.311. ;, .149 0.156 0.385 0.3n

450 mg/lc.g/day 3501 0.382 3.259 0.128 0.199 0.207

3502 0.440 '5.693 0.166 0.387 0.465
3503 0.381 3.415 0.134 0.369 0.349

3505 0.363 3.529 0.159 0.467 0.466

3506 0.314 3.284 0.169 0.369 0.378

3507 0.326 3.679 0.152 0.400 0.433

3508 0.381 3.320 0.147 0.36'3 0.381

3509 0.360 3.588 0.164 0.439 0.437

3510 0.327 '3.526 0.164 0.400 0.372

3511 0.369 '3.047 0.145 0.335 0.326

3512 0.307 3.083 0.183 0.383 0.398

3513 0.319 2.964 0.132 0.342 0.363

3514 0.321 3.382 0.159 0.362 0.380

3515 0.329 3.003 0.145 0.362 0.384

3516 0.357 3.234 0.156 0.402 0.439

3517 0.332 3.476 0.154 0.357 0.360

3518 0.353 3.365 0.126 0.382 0.402

3519 0.464 4.598 0.229 0.515 0.525

3520 0.326 '3.390 0.129 0.497 0.469
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Study No. 5221.07

,-";' . , SU8CHRONIC TOXICITY OF META· CRESOL IN SPRAGUE DAULEY RATS
RELATIVE MALE ORGAN UEIGHT DATA (% Terminal Body Ueightl

[Terminal Sacrifice]

ANIMAL NO. TESTIS'LFT TESTIS'RT ADRENALS BRAIN THY./PARA.
DOSE LEVEL

150 mg/kg/day 3471 0.351 0.361 0.017 0.470 0.009
3472 0.308 0.299 0.013 0.425 0.007
3473 0.345 0.336 0.008 0.442 0.004

3474 0.339 0.345 0.015 0.417 0.005
3475 0.350 0.348 0.013 0.486 0.006
3476 0.391 0.371 0.018 0.541 0.012
3477 0.328 0.336 0.008 0.422 0.006
3478 0.189 0.339 0.015 0.439 0.007

3479 0.335 0.330 0.013 0.400 0.006

3480 0.390 0.385 0.019 0.478 0.006
3481 0.332 0.338 0.014 0.419 0.006
3482 0.279 0.280 0.014 0.395 0.005
3483 0.294 0.293 0.012 0.412 0.005
3484 0.363 0.366 0.011 0.426 0.005
3485 0.387 0.371 0.012 0.497 0.005
3486 0.372 0.369 0.018 0.499 0.008
3487 0.379 0.387 0.010 0.505 0.005

" .
3488 0.309 0.306 0.015 0.394 0.005
3489 0.367 0.366 0.015 0.411 0.004
3490 0.380 0.379 0.015 0.460 0.007

450 mg/kg/day 3501 0.366 0.352 0.020 0.470 0.010
3502 0.387 0.371 O. 0:'; 0.635 0.007
3503 0.359 0.359 0.014 0.412 0.006
3505 0.351 0.364 0.018 0.481 0.008
3506 0.381 0.377 0.015 0.574 0.010
3507 0.305 0.296 0.013 0.418 0.008
3508 0.347 0.348 0.015 0.431 0.006
3509 0.361 0.526 0.018 0.452 0.009
3510 0.305 0.322 0.013 0.413 0.005
3511 0.298 0.302 0.013 0.414 0.007
3512 0.371 0.372 0.012 0.461 0.004

3513 0.376 0.359 0.010 0.445 0.005
3514 0.334 0.345 0.006 0.461 0.007

3515 0.369 0.362 0.017 0.498 0.003
3516 0.414 0.421 0.017 0.514 0.012

3517 0.344 0.331 0.022 0.471 0.004

3518 0.418 0.408 0.014 0.491 0.005

3519 0.371 0.361 0.022 0.509 0.010

3520 0.381 0.410 0.016 0.500 0.010
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Study No. 5221.07

suaCHRONIC TOXICITY OF META'CRESOL IN SPRAGUE DA~LEY RATS
FEMALE ORGAN ~EIGHT DATA (g)

[Terminal Sacrifice]

ANIMAL NO. HEART LIVER SPLEEN KIDNEY'LFT KIDNEY'RT

DOSE LEVEL

o mg/kg/day 3541 1.197 8.951 0.680 1.051 1.142

3542 1. 111 9.187 0.523 0.961 1.110

3543 1.133 8.949 0.451 0.872 0.957
3544 1.925 8.823 0.437 0.966 1.122

3545 1.057 9.364 0.506 1.060 1.068

3546 1.065 8.214 0.510 0.944 1.015

3547 1.064 9.140 0.710 1.256 1.229

3548 1.109 10.194 0.572 0.989 1.080

3549 1.101 10.409 0.596 1.235 1.241

3550 1.001 9.523 0.542 1.001 1.104

3551 1.037 8.443 0.451 0.965 0.988

3552 1.008 10.424 0.649 1.124 1. 109

3553 1.019 10.932 0.522 1.206 1.224

3554 0.950 8.079 0.475 0.974 0.999

3555 0.976 8.092 0.394 1.020 1.139

3556 1.143 9.010 0.630 1.069 1.105

3557 1.271 10.216 0.667 1.091 1.109

3558 1.035 8.423 0.462 1.100 1.074

3559 0.911 7.655 0.550 0.951 0.995

3560 1.024 7.824 0.493 1.162 1.144

50 mg/kg/day 3571 1.044 9.536 0.634 1. 188 1. 191

3572 1.231 8.503 0.439 1.053 1.050

3573 1.041 11.179 0.681 1.255 1.242

3574 0.934 9.089 0.540 0.934 1.081

3575 1. 188 9.973 0.527 0.948 0.971

3576 0.993 9.156 0.590 1.059 1.023

3577 1.068 8.306 0.471 0.882 0.921

3578 1.034 9.159 0.604 0.897 0.938

3579 1.228 9.647 0.606 1.131 1.063

3580 1. 108 9.294 0.625 1.091 1.119

3581 0.968 7.069 0.423 0.898 0.900

3582 0.973 7.092 0.491 0.940 0.972

3583 0.933 8.982 0.466 0.981 0.983

3584 1.209 12.383 0.607 1.196 1.210

3585 1.015 8.695 0.457 0.846 1.011

3586 0.973 8.309 0.435 1.029 1.093

3587 1.285 8.780 0.538 0.875 0.961

3588 1.107 10.683 0.513 1.082 i.133

3589 1.026 10.158 0.612 1.174 1.196

3590 0.950 7.855 0.574 1.023 1.094
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Study No. 5221.07

SUBCHRCHIC TOXICITY OF HETA-CRESOL IN SPRACUE CA~LEY RATS
FEHALE ORGAN ~EIGHT DATA (g)

(Terminal Sacrifice]

ANIMAL NO. HEART LIVER SPLEEN ICICNEY-LFT IClCNEY -RT

DOSE LEVEL

150 l1l9/l:g/day 3601 1.035 9.416 0.601 1.241 1.173

3602 1.588 10.808 0.522 1.236 1.256

3603 0.892 7.905 0.457 0.970 na

3604 1.008 8.407 0.543 1.092 1.248

3605 1.099 9.000 0.582 1.016 1.142

3606 1.065 8.237 0.504 2.870 1.009

3607 0.983 9.025 0.324 1.082 1.129

360B 1.256 9.921 0.621 1. 112 1. 110

3609 1.152 9.051 0.617 1.137 1.176

3610 1.116 9.576 0.489 0.964 1.029

3611 0.916 9.326 0.531 1.058 1.081

3612 1.144 10.408 0.489 1.090 1.140

3613 1.006 9.546 0.565 1.016 1.070

3614 1.013 10.135 0.495 0.985 1.113

3615 0.870 8.050 0.574 1.011 1.123

3616 1.060 8.631 0.566 1.049 1.092

3617 1.134 11.127 0.447 1.219 1.207

---:.,""!; 3618 0.835 . 8.192 0.427 0.933 0.947
, 3619 1.145 na 0.505 na na

3620 0.942 8.582 0.414 1.069 1.018

450 rr.g/I:g/day 3631 0.942 7.912 0.420 0.959 0.979

3632 0.969 9.393 0.448 1. 015 1. 104

3633 0.781 7.259 0.424 0.966 0.945

3634 1.087 8.836 0.480 0.984 1.023

3635 1.030 8.460 0.424 0.954 0.988

3636 1.152 10.954 0.593 1.166 1.241

3637 0.959 8.669 0.484 1.045 1.093

3638 0.935 9.839 0.420 1.146 1.094

3639 0.943 10.105 0.382 0.980 1.019

3640 1.063 8.851 0.417 0.995 1.099

3641 1.001 7.581 0.396 0.963 1.059

3642 1. 158 10.820 0.550 1.123 1. 152

3643 0.922 8.135 0.5(,6 1.016 1.059

3644 0.923 6.459 0.409 0.925 0.962

3645 1.060 10.102 0.605 1.107 1.184

3646 0.791 8.n6 0.407 0.975 1.008

3647 1.016 10.00' 0.652 1.075 1.113

3648 1.105 10.343 0.630 1.0B3 1.121

3649 1.093 11.662 0.593 1.328 1.456

3650 0.975 7.683 0.435 0.844 0.838

\.
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Study No. 5221.07

SU8CHRONIC TOXICITY OF META-CRESOL IN SPRAGUE CAWLEY RATS
FEMALE ORGAN ~EIGHT DATA (g)

[Terminal Sacrifice]

AN IMAl NO. OVARY-LFT OVARY'RT AORENAlS BRAIN THY./PARA. TERM .....GT.

DOSE LEVEL

a mg/kg/cay 3541 0.056 0.077 0.066 2.025 0.061 282

3542 0.075 0.095 0.085 2.192 0.023 242

3543 0.080 0.085 0.0B6 1.900 0.033 243

3544 0.049 0.054 0.073 2.061 0.031 263

3545 0.087 0.089 0.105 2.087 0.029 261

35"6 0.064 0.075 0.080 2.003 0.024 278

3547 0.089 0.074 0.076 2.273 0.019 286

3548 0.083 0.075 0.083 2.190 0.021 304

3549 0.076 0.085 0.077 2.113 0.020 264

3550 0.076 0.074 o.on 2.065 0.015 273

3551 0.072 0.063 0.044 2.056 0.022 280

3552 0.060 0.070 0.049 2.034 0.030 297

3553 0.075 0.074 0.044 '.890 0.025 297

3554 0.073 0.084 0.072 2.041 0.026 275
3555 0.085 0.078 0.083 1.998 0.017 240

3556 0.071 0.08i 0.083 2.118 0.028 284
3557 0.071 0.067 o.on 2.200 0.026 285
3558 0.072 0.068 0.084 2.175 0.025 279

3559 0.065 0.053 0.030 1.972 0.029 243

3560 0.072 0.061 0.073 2.166 0.021 251

50 mg/kg/day 357i 0.089 0.057 0.109 2.268 0.021 282

3572 O. i 17 0.093 0.088 1.992 0.035 265
3573 0.080 0.071 0.082 2.095 0.026 294

357" 0.072 0.082 0.075 1.989 0.031 262

3575 0.079 0.056 0.072 2.150 0.033 273
3576 0.085 0.OB2 0.092 2.183 0.034 288

35n 0.086 0.081 0.058 1.973 0.032 255

3578 0.097 0.086 0.082 2.051 0.076 279

3579 0.071 0;100 0.076 2.052 0.017 265

3580 0.111 0.114 0.089 2.062 0.032 271

3581 0.064 0.065 0.079 2.077 0.020 246

3582 0.061 0.072 0.064 2.0"0 0.018 25"
3583 0.106 0.090 0.070 2.078 0.028 242
3584 0.120 0.117 0.076 2.097 0.032 305

3585 0.070 0.057 0.071 1.960 0.017 255

3586 0.071 0.067 0.062 2.136 0.015 243

3587 0.120 0.113 0.112 2.099 0.033 275

35BB 0.111 0.084 0.114 2.199 0.031 278

3589 0.096 0.065 0.054 2.045 0.031 280

3590 a.on 0.081 0.089 2.019 0.031 226
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Study No. 5221.07

SUBCHRONIC TOXIC1TY OF META' CRESOL IN SPRAGUE DAYLEY RATS
FEMALE ORGAN ~EIGHT OATA (g)

(Terminal Sacrifice]

ANIr-lAL NO. OVARY'LFT OVARY·RT ADRENAlS BRAIN THY./PARA. TERM. \JGT.

DOSE LEVEL

150 mg/kg/day 3601 0.073 0.080 o.on 2.226 0.026 297

3602 0.096 0.080 0.092 2.179 0.037 292

3603 0.061 0.068 0.086 1.936 0.026 239

3604 0.122 0.082 0.084 2.158 0.022 255

3605 0.081 0.086 0.074 2.172 0.035 267

3606 0.054 0.102 0.085 2.088 0.027 264

3607 0.133 0.105 0.082 2.0n 0.032 259

3608 0.067 0.063 0.071 1.965 0.032 304

3609 0.133 0.114 0.072 1. 952 0.028 265

3610 0.056 0.069 0.089 2.075 0.028 256

3611 0.092 0.074 0.060 1.971 0.027 298

3612 0.071 0.083 0.085 2.112 0.034 299

3613 0.090 0.080 0.073 , .938 0.021 261

3614 0.046 0.060 0.067 1.964 0.016 256

3615 0.061 0.068 0.039 2.076 0.023 242

3616 0.067 0.088 0.066 1.984 0.030 269

3617 0.044 0.063 0.063 2.078 0.029 321

3618 0.069 0.078 0.071 2.065 0.019 249

3619 0.132 0.118 0.103 2.209 0.024 262

3620 0.077 0.066 0.063 2.035 0.016 245

450 mg/kg/day 3631 0.067 0.067 0.069 1.938 0.028 222

3632 0.062 0.064 0.062 2.000 0.028 264

3633 0.071 0.087 0.051 1.919 0.017 209

3634 0.079 0.102 0.072 1.952 0.028 267

3635 0.081 0.099 o.on 2.012 0.022 233

3636 0.080 0.097 0.075 2.117 0.028 293

3637 0.074 0.092 0.068 2.065 0.024 248

3638 0.067 0.057 0.079 2.049 0.014 24.7

3639 0.054 0.041 0.084 2.086 0.031 210

3640 0.065 0.074 0.067 2.018 0.030 235

3641 0.071 0.062 0.058 1.918 0.022 233

3642 0.072 0.076 0.064 1.966 0.021 332

3643 o.on o. ", 0.064 2.131 0.022 244

3044 0.057 0.065 0.073 1.9B7 0.028 202

3645 0.C96 0.087 0.034 2.i27 0.033 278

3646 0.062 0.059 0.057 2.029 0.017 243

3647 0.153 O. '50 0.109 2.073 0.032 2T7

3648 0.095 0.078 0.072 2.159 0.020 311

3649 0.063 0.049 0.084 2.124 0.024 304

3650 0.047 0.062 0.065 1.699 0.030 248
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Study No. 5221.07

SU6CHRONIC TOXICITY Of META-CRESOL IN SPRAGUE OA~LEY RATS
RELATIVE FEMALE ORGAN WEIGHT D~TA (~ Terminal Body Weight)

[Terminal Sacrificel

ANIMAL NO. HEART LIVER SPLEEN lCIDNEY'LFT KIDNEY-RT

DOSE lEVEL

o mg/kg/day 3541 0.424 3.174 0.241 0.373 0.405

3542 0.459 3.796 0.216 0.397 0.459

3543 0.466 3.6aJ 0.186 0.359 0.394

3544 0.732 3.355 0.166 0.367 0.427

351,5 0.405 3.588 0.194 0.406 0.409

3546 0.383 2.955 0.183 0.340 0.365

351,7 0.3n 3.196 0.248 0.439 0.430

3548 0.365 3.353 0.188 0.325 0.355

3549 0.417 3.91,3 0.:226 0.468 0.1,70

3550 0.367 3.488 0.199 0.367 0.404

3551 0.370 3.015 0.161 0.345 0.353

3552 0.339 3.510 0.219 0.378 0.373

3553 0.343 3.681 0.176 0.406 0.412

3554 0.345 2.938 0.173 0.354 0.363

3555 0.407 3.372 0.164 0.425 0.475

3556 0.402 3.173 0.222 0.376 0.389

3557 0.446 3.585 0.234 0.383 0.389

3558 0.371 3.019 0.166 0.394 0.385

3559 0.375 3.150 0.;-,'6 0.391 0.409
3560 0.408 3.117 0.196 0.463 0.456

50 rng/\(g/day 3571 0.370 3.382 0.,25 0.421 0.422
3572 0.465 3.209 0.166 0.397 0.396

3573 0.354 3.802 0.232 0.1,27 0.422
3574 0.356 3.469 0.206 0.356 0.413

3575 0.435 3.653 0.193 0.347 0.356
3576 0.345 3.179 0.205 0.368 0.355
35n 0.419 3.257 0.185 0.346 0.361
3578 0.371 3.283 0.216 0.322 0.336

3579 0.463 3.640 0.229 0.427 0.1,01

3580 0.409 3.430 0.231 0.403 0.413
3581 0.393 2.874 0.172 0.365 0.366

3582 0.383 2.792 0.193 0.370 0.383

3583 0.386 3.712 0.193 0.405 0.406
3584 0.396 4.060 0.199 0.392 0.397

3585 0.398 3.410 0.179 0.332 0.396

3586 0.400 3.419 0.179 0.423 0.450

3587 0.467 3.193 0.196 0.318 0.349

3588 0.398 3.843 0.185 0.389 0.408

3589 0.366 3.628 0.219 0.419 0.427

3590 0.420 3.476 0.254 0.453 0.484
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Study NO. 5221,07

.....~-.':' -
SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAWLEY RATS

RELATIVE FEMALE ORGAN ~EIGHT DATA (X Terminal Body ~ei3ht)

[Terminal Sacrifice]

ANIMAL NO. HEART LIVER SPLEEN KIDNEY -LFT KIONEY-RT

DOSE LEVEL

150 mg/kg/day 3601 0.3~8 3.170 0.202 0.418 0.395

3602 0.544 3.701 0.179 0.423 0.430

3603 0.373 3.308 0.191 0.406 na

3604 0.395 3.297 0.213 0.428 0.489

3605 0.412 3.371 0.218 0.381 0.428

3606 0.403 3.120 0.191 1.087 0.382

3607 0.380 3.485 0.125 0.418 0.436

3608 0.413 3.263 0.204 0.366 0.365

3609 0.435 3.415 0.233 0.429 0.444

3610 0.436 3.741 0.191 0.377 0.402

3611 . 0.307 3.130 0.178 0.355 0.363

3612 0.383 3.481 0.164 0.365 0.381

3613 0.385 3.657 0.216 0.389 0.410

3614 0.396 3.959 0.193 0.385 0.435

3615 0.360 3.326 0.237 0.1018 0.464

3616 0.394 3.209 0.210 0.390 0.406

3617 0.353 3.466 0.139 0.380 0.376
-,; '. 3618 0.335 3.290 0.171 0.375 0.380

3619 0.437 na 0.193 na na

3620 , 0.384 3.503 0.169 0.436 ).416

450 mg/k!;j/day 3631 0.424 3.564 0.189 0.4:32 0.441

3632 0.367 3.558 0.170 0.384 'J.418

3633 0.374 3.473 0.203 0.462 0.452

3634 0.407 3.309 0.180 0.369 0.383

3635 0.442 3.631 0.182 0.409 0.424

3636 0.393 3.739 0.202 0.398 0.424

3637 0.387 3.496 0.195 0.421 0.441

3638 0.379 3.983 0.170 0.464 0.443

3639 0.449 4.8·12 0.182 0.467 0.485

3640 0.452 3.766 0.177 0.423 0.468

3641 0.430 3.254 0.170 0.413 0.455

3642 0.349 3.259 0.166 0.338 0.3..7

3643 0.378 3.334 0.224 0.416 0.434

3644 0.457 3.198 0.202 0.458 0.476

3645 0.381 3.634 0.218 0.398 0.426

3646 0.326 3.612 0.167 0.401 0.415

3647 0.368 3.610 0.235 0.388 0.402

3648 0.355 3.326 0.203 0.348 0.360

3649 0.360 3.836 0.195 0.437 0.479

3650 0.393 3.098 0.175 0.340 0.338
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DAYLEY RATS
RELATIVE FEMALE ORGAN YEIGHT DATA (~ Terminal Body YeightJ

[TerminaL Sacrifice)

ANIMAL NO. OVARY-LFT OVARY-RT ADRENALS BRAIN THY./PARA.

DOSE LEVEL

o mg/kg/day 3541 0.020 0.027 0.023 0.718 0.022

3542 0.031 0.039 0.035 0.906 0.010

3543 0.033 0.035 0.035 0.782 0.014

3544 0.019 0.021 0.028 0.784 0.012

3545 0.033 0.034 0.040 0.800 0.011

3546 0.023 0.027 0.029 0.721 0.009

3547 0.031 0.026 0.027 0.795 0.007

3548 0.027 0.025 0.027 0.720 0.007

3549 0.029 0.032 0.029 0.800 0.008

3550 0.028 0.027 0.028 0.756 0.005

3551 0.026 0.023 0.016 0.734 0.008

3552 0.020 0.024 0.016 0.685 0.010

3553 0.025 0.025 0.015 0.636 0.008

3554 0.027 0.031 0.026 0.742 0.009

3555 0.035 0.033 0.035 0.833 0.007

3556 0.025 0.029 0.029 0.746 0.010

-. 3557 0.025 0.024 0.027 0.n2 0.009
. .

3558 0.026 0.024 0.030 0.780 0.009

3559 0.027 0.022 0.012 0.812 0.012

3560 0.029 0.024 0.029 0.863 0.008

50 mg/kg/day 3571 0.032 0.020 0.039 0.804 0.007

35n 0.044 0.035 0.033 0.752 0.013

3573 0.027 0.024 0.028 0.713 0.009

3574 0.027 0.031 0.029 0.759 0.012

3575 0.029 0.021 0.026 0.788 0.012

3576 0.030 0.028 0.032 0.758 0.012

35n 0.034 0.032 0.023 0.n4 0.013

3578 0.035 0.031 0.029 0.735 0.027

3579 0.027 0.038 0.029 0.n4 0.006

3580 0.041 0.042 0.033 0.761 0.012

3581 0.026 0.026 0.032 0.844 0.008

3582 0.024 0.028 0.025 0.803 0.007

3583 0.044 0.037 0.029 0.859 0.012

3584 0.039 0.038 0.025 0.688 0.010

3565 0.027 0.022 0.028 0.769 0.007

3586 0.029 0.028 0.026 0.879 0.006

3587 0.044 0.041 0.041 0.763 0.012

3588 0.040 0.030 0.041 0.791 0.011

3589 0.034 0.023 0.019 0.730 0.011

3590 0.034 0.036 0.039 0.893 0.014

,. --..- .
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Study No. 5221.07

: ~~,: SUBCHRONIC TOXIClTY OF META' CRESOL IN SPRAGUE DA~LEY RATS
"'.' RELATIVE FEMALE ORGAN VEIGHT DATA ex Terminal Body veight)-·2~:

[Terminal Sacrifice]

ANIMAL NO. OVARY·LFT OVARY'RT ADRENALS BRAIN THY./PARA.

DOSE LEVEL

150 mg/kg/day 3601 0.025 0.027 0.026 0.749 0.009

3602 0.033 0.027 0.032 0.746 0.013

3603 0.026 0.028 0.036 0.810 0.011

3604 0.048 0.032 0.033 0.846 0.009

3605 0.030 0.032 0.028 0.813 0.013

3606 0.020 0.039 0.032 0.791 0.010

3607 0.051 0.041 0.032 0.802 0.012

3608 0.022 0.021 0.023 0.646 0.011

3609 0.050 0.043 0.027 0.737 0.011

361Q 0.022 0.027 0.035 0.811 0.011

3611 0.031 0.025 0.020 0.661 0.009

3612 0.024 0.028 0.028 0.706 0.011

3613 0.034 0.031 0.028 0.743 0.008

3614 0.018 0.023 0.026 0.767 0.006

3615 0.025 0.028 0.016 0.858 0.010
3616 0.025 0.033 0.025 0.738 0.011
3617 O.OH. 0.020 0.020 0.647 0.009

3618 0.028 0.031 0.029 0.829 0.008
3619 0.050 0.045 0.039 0.843 0.009

3620 0.031 0.027 0.026 0.S31 0.007

450 mg/kg/day, 3631 0.030 0.030 0.031 0.873 0.013
3632 0.023 0.024 0.023 0.758 0.011

3633 0.034 0.042 0.024 0.918 O.OOS
3634 0.030 0.038 0.027 0.731 0.010

3635 0.035 0.042 0.033 O.S64 0.009
3636 0.027 0.033 0.026 0.723 0.010

3637 0.030 0.037 0.027 0.833 0.010
3638 0.027 0.023 0.032 0.830 0.006

3639 0.026 0.020 0.040 0.993 0.015
3640 0.028 0.031 0.029 0.859 0.013

3641 0.030 0.027 0.025 0.823 0.009

3642 0.022 0.023 0.019 0.592 0.006

3643 0.032 0.045 0.026 0.873 0.009

3644 0.028 0.032 0.036 0.984 0.014

3645 0.035 0.031 0.012 0.765 0.012

3646 0.026 0.024 0.023 0.835 0.007

3647 0.055 0.054 0.039 0.748 0.012

3648 0.031 0.025 0.023 0.694 0.006

3649 0.021 0.016 0.028 0.699 0.008

3650 0.019 0.025 0.026 0.685 0.012
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META' CRESOL IN SPRAGUE DA'.ILEY RATS
HALE URINALYSIS DATA

(Interim Sacrifice]

Animal no. App. Vol. (ml) 51'. Gr. Color pH Protein Glucose Ketones Uro. Bi Li. BLood Hgb.

OOSE LEVEL ---

o l119/k.g/day 340' tb 15 , .016 't 8.0 '+ nr tr nr n9 119

3402 tb 5 >1. 035 dy 6.0 2+ nr '+ nr ng 119

3403 hz 15 1.015 Y 8.0 n nr tr nr ng ng

3404 cl 5 >1.035 y 6.0 1+ nr 1+ nr 119 ng

3405 tb 13 1. 027 y 8.0 1+ nr 1+ nr n9 n9

3406 tb 8 1.028 y 8.0 tr nr tr nr ng I1g

3407 cl 10 1.0215 Y 7.0 1+ nr '+ nr n9 119

3408 cI is 1.031 y 7.0 '+ nr tr nr n9 119

31,09 tb 11 1.029 Y 8.0 '+ nr tr nr ng 11g

50 mg/i(g/day 3431 hz 7 >'.035 Y 6.0 1+ nr 1+ nr n9 119

3432 cI 15 1.017 y 8.0 tr nr tr nr 119 ng

3433 tb 6 >1.035 dy 7.0 1+ nr '+ nr n9 ng

3434 cI 15 1.025 y 8.0 1+ nr 1+ nr ng n9

3435 tb 3 >1.035 dy 8.0 1+ nr 1+ nr n9 1+

3436 hz 14 1.018 Y 8.0 1+ nr 1+ or ng n9

-~' ..~- 3437 cl 11 >1.035 y 7.0 2+ or 2+ nr n9 ng

3438 cl 15 1.017 Y 8.0 '+ or 1+ nr n9 11g

3439. tb 8 >1. 035 y 7.0 '+ nr 1+ nr n9 n9

3440 cl 15 1.016 y 8.0 1+ nr n nr n9 n9

150 mg/!t:g/day 3461 hz 15 1.013 Y 8.0 tr nr tr nr n9 n9

3462 c 14 1.013 y 7.0 tr I1r n nr n9 og

3463 tb 14 1.030 y 9.0 1+ nr tr nr 11g ng

3464 hz 15 1.014 y 8.0 1+ nr tr nr ng 11g

3465 tb 10 1.025 y 7.0 '+ 111" 1+ nr ng tr

3466 hz 15 1.014 y 8.0 tr nr tr 111" ng n9

3467 c:l 15 1.011 Ly 8.0 n nr n nr n9 n9

3468 hz 15 1.010 Ly 8.0 '+ nr tr nr n9 n9

3469 hz 15 1.016 y 8.0 n nr 1+ nr 119 ng

3470 hz 14 1.016 y 8.0 n nr n nr ng ng

450 mg/leg/day 3491 cl 5 :01.035 a 5.0 1+ nr 2+ nr n9 ng

3492 cI 15 1.014 Ly 8.0 1+ nr n nr n9 ng

3493 c:l 15 1.016 y 7.0 tr nr tr nr 11g n9

3494 hz 15 1.011 Ly 8.0 1+ nr n nr ng 119

31095 hz 15 1.017 y 8.0 1+ nr 1+ nr n9 119

3496 hz 15 1.016 y 7.0 1+ nr tr nr n9 119

31097 tb 7 >1.035 dy 8.0 1+ nr tr nr ng 119

3498 hz 15 1.012 Ly 8.0 tr nr tr nr n9 n9

3499 cl 15 1.010 ly 8.0 tr nr tr nr n9 n9

3500 hz 15 1.031 y 6.0 n nr tr nr ng ng
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Study Iolo. 5221. 07

~. ~~-' !"" SUBCHROIolIC TOXICITY OF META-CRESOL liol SPRAGUE DAWLEY RATS
MALE MICROSCOPIC URINALYSIS DATA

(Interim Sacrifice]

Animal no. RBC/HPF IISC/HPF EPI/HPF CASTS/lPF CRYSTALS YEAST BACTERIA

DOSE LE.VEL ---

o mg/kg/day 340' a a 0 0 tp\co n m

3402 1-2 0 0 0 co n f

3403 0 0 0 0 tp n f

3404 0 0 0 0 co n nurn

3405 0 0 0 0 tp\co m nurn

3"06 0 0 0 0 n n m

3407 0 0 0 0 n n f

3408 0 0 0 0 co n m

3"09 0,' 1·2 0-1 0 tp n nurn

50 mg/kg/day 3431 0 0 0 0 n n f

3"32 0 0 0 0 tp n m

3433 0-' 0- 1 0 0 co n m

3434 0-1 0-' 0 0 tp n m

3435 0 0 0 0 tp n nurn
3436 0 0 0 0 n n f

~ :~_~. i·~~~ 3437 0 0 0 0 1"1 n f
-, 3438 0 a 0 0
~ . tp n m

3439 0 '-2 0-' 0 tp n
3440 0-' 0 0 0-' tp f nurn

150 mg/kg/day 3461 0 0 0 0 tp 1"1 num

3462 0 a 0 0 co n nurn

3463 a 0 0 0 tp n m

3464 0 0 0 0 tp n m

3465 0 0 O. 0 co n nurn

3466 0 0 0 0 tp n f

3467 0 0 0 0 tp n f

3468 0 0 0 a tp n m

3469 0 0-1 0 0 tp n m

3470 0 0 0 0 tp n num

450 rna/k.g/day 3491 0 0 0 0 n n m

3492 0- , a 0 0 tp n nurn

3493 0 a 0 a CO n m

3494 a a a 0 tp n /"lUll

3495 0 0 0 0 tp n nurn

3496 0 0 0 0 co n /"Iurn

3497 0 0 0 0 co n m

3498 0 0 0 0 tp n m

3499 0 0 0 0 tp 1"1 m

3500 2-3 2-3 0 0 co n f
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Study No. 5221.07

-, SUBCHRONIC TOXIC[TY OF META'CRESOL IN SPRAGUE DA~LEY RATS
/\ALE IIRINALYSIS DATA
[Termi1al SacrificeJ

Animal no. App. Vol. (ml) sp. Gr. Color pH Protein Glucose Ketones Uro. BiIi. Blood Hgb.

DOSE LEVEl ---

o mg/kg/day 3411 cl 11 >1.035 a 9.0 8 1+ ng nr ng ng

3412 c 9 1.034 Y 6.0 1+ nr ng nr ng ng

3413 hz 12 1.017 s 7.5 tr nr ng nr ng ng

3414 cl 15 1.025 Y 7.0 tr nr ng nr ng ng

3415 cl 13 >1.035 Y 9.0 1+ nr ng nr ng ng

3416 cl 15 1.012 Y 9.0 tr nr ng nr ns ng

3417 hz 14 1.017 Y 9.0 tr nr ng nr ng ng

3418 cl 15 1.028 Y 5.5 1+ nr ng nr ng ng

3419 hz 15 1.023 s 6.5 1+ nr ng nr ng 10ery\ul

3420 cl 14 1.017 Y 9.0 tr nr ng nr ng ng

50 mg/kg/day 3441 cl 13 1.027 y 9.0 tr nr ng nr ng ng

3442 cl 13 1.033 y 8.0 1+ nr ng nr ng ng

3443 cl 10 1.032 y 8.5 1+ nr ng nr ng ng

3444 cl 14 1.027 y 9.0 1+ nr ns nr ng ns
3445 cl 15 1.025 s 7.5 tr nr ng nr ng ng

3446 cl 13 1.029 y 9.0 1+ nr ns nr ng og

..~ 3447 hz 12 1.013 s 7.5 tr nr ng nr ng ng

3448 cl 15 1.030 s 8.5 tr nr ng nr ng ng

3449 hz 14 1.022 y 9.0 1+ nr ng nr ng ng

3450 cl 14 1. 021 Y 9.0 tr nr ns nr ng ng

150 mg/ks/day 3471 cl 15 1.025 y 8.0 tr nr ng nr ng ns

3472 cl 14 1.017 s 9.0 tr nr ng nr ng ng

3473 cl 14 1.023 s 9.0 tr nr ng nr ng ng

3474 cl 14 >1.035 a 7.5 tr nr ng nr ng ng

3475 cl 15 1.013 Y 9.0 tr nr nr or ng 50ery\ul

3476 hz 15 1. 015 s 7.5 tr nr ng nr ng ng

3477 cl 14 1.030 Y 8.0 1+ nr 1+ nr ng ng

3478 hz 14 1.022 Y 8.0 tr nr ns nr ng ng

3479 cl 15 1.026 s 8.0 1+ nr ng nr ng SDery\ul

3480 hz 14 1.011 s 9.0 tr nr ng nr ng ng

450 mg/kg/day 3501 c 13 1.034 Y 5.5 tr nr ng nr ng ng

3502 cl 15 >1. 035 y 5.5 tr nr 1+ nr ng ng

3503 cl 15 1.017 s 7.0 tr nr ng nr ng ng

3505 cl 15 1.020 y 9.0 tr nr nr nr ng ng

3506 c 15 1.024 Y 6.0 ng nr og nr ng ng

3507 hz 13 1. 010 s 9.0 tr nr ns nr ng ng

3508 cl 14 1.014 s 8.0 tr nr ng nr ng ng

3509 cl 13 1.019 s 7.5 tr nr 1+ nr ng ng

3510 hz 14 1.019 s 7.0 tr nr ng nr ng ng

3519 hz 14 1.015 s 9.0 tr nr ns nr ng ng
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Study No. 5221.07

SUBCHRONIC tOXICITY OF META-CRESOL IN SPRA~UE DA~LEY RATS
MALE MICROSCOPIC URINALYSIS DATA

(Terminal Sacrifice]

Animal no. RBC/HPF 1J8C/HPF EPI/HPF CASTS/LPF CRYSTALS YEAST BACTERIA

DOSE LEVEL

o mg/kg/day 3411 0 0 0 0 tp m n

3412 0 0 0 0 tp\co n n

3413 0 0 0 0 n n f

3414 0-1 0 0 0 co\tp n m

3415 0 a 0 0 tp n m

3416 0 0 0 0 tp f m

3417 0 a 0 0 tp n III

3418 0 0 0 0 co n f

3419 0 0 0 0 co n III

3420 0 0 0 0 tp n n

50 mg/kg/day 3441 0 0 0 0 tp n III

3442 0,' D 0 0 tp f n

3443 0 0 0 0 tp f m

3444 0 0 0 0 tp n III

3445 0 0 0 0 tp f m

3446 0 0 0 0 tp n m

3447 0 0 0 0 tp n m
3448 0 0 0 o. ~~ m n

3449 0 0 0 0 tp n m

3450 0 0 0·' 0 tp n m

150 mg/kg/day 3471 0 0 0 0 co\tp f m

3472 0 0 0 0 tp n III

3473 0·1 0 0 0 tp n III

3474 0 0 0 0 n n III

3475 0,' 0·1 a 0 tp f n

3476 0 0 0 0 tp f m

34n 0 0 a 0 tp f III

3478 0 0 0 0 tp n III

3419 0 0 0 0 tp f n

3480 0-1 0 0 0 tp f m

450 mg/kg/day 3501 0 0 0 0 co\tp f f

3502 0 0 0 0 co f m

3503 O' 1 0 0 0 co n m

3505 0 0 0 0 tp n III

3506 0- 1 0 0 0 n n f

3507 0 0 0 a tp n f

3508 0 0 0 0 tp f m

3509 0 0 a 0 n m nun

3510 0 0 0 0 co n m

3519 0 0 a a tp n III
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Study No. 5221.07

-:.~;~? SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE QAUlEY RATS
FEMALE URINALYSIS DATA

tInter1m Sacrifice)

Animal Ilo. App. VoL. (mL) Sp. Gr. Color pH Protein Glucose Ketones Uro. B; Ii. Blood Hgb.

DOSE LEVEL ---

o mg/kg/day 3531 cl 4 :>1.035 y 7.0 1+ nr 1+ nr 1'19 1'19
3532 cL '4 1.011 y 8.0 1" nr " nr "9 ng

3533 hz 5 1.035 Y 8.0 tr nr tr nr 1'19 1'19
3534 cl

"
1.020 Y 8.0 " nr n nr "9 1'19

3535 tb 6 1.027 y 9.0 1+ nr tr nr 1'19 "9

3536 hz '5 1.009 Ly 8.0 tr nr n nr 1'19 "9
3537 tb 7 1.025 y 9.0 '+ nr tr nr 1'19 1'19

3533 cl 14 1.01a y 7.0 tr nr tr nr 1'19 n9
3539 h:- 10 1.023 Y 8.0 ,... nr n nr 1'19 ng

3540 hz 9 1.03' Y 8.0 ,. nr n nr n9 1'19

50 mg/kg/day 3561 cL 15 1.013 Y 8.0 tr nr 1'1 nr 1'19 ng

3562 hz 13 1.019 Y 8.0 tr nr n nr 1'19 1'19

3563 hz 9 1.019 y 7.0 1+ nr n nr n9 n9
3564 cl 14 1.023 Y 7.0 tr nr tr nr 1'19 "9
3565 hz '5 1.010 Y 7.0 n nr n nr n9 1'19
3566 cL 5 1.030 Y 8.0 ,. nr 1.. nr n9 ng

:.-.-.." 3567 hz n 1.032 y 7.0 '+ nr 1+ nr 1'19 ngr•.

3568 c 8 1.030 y 7.0 1'1 nr tr nr n9 1"19
3569 hz a 1.030 y 7.0 ,.. nr 1.. nr 1'19 1+

3570 hz 10 1.013 y 8.0 1'1 nr 1'1 nr n9 ng

150 mg/kg/day 3591 hz 7 1.016 Y 8.0 t nr n nr ng "9
3592 tb 14 1.018 Y 8.0 '+ nr 1'1 nr 1'19 ng

3593 hz 15 1.017 Y 7.0 1'1 nr n nr 1'19 1'19
3594 hz 15 1.020 y 7.0 '+ nr tr nr "9 1'19

3595 hz 8 1.031 Y 6.0 '+ nr tr nr 1'19 ng

3596 hz 15 1.014 y 7.0 1'1 nr 1'1 nr 1'19 n9
3597 cl " 1.025 Y 7.0 I'" nr n nr n9 1'19

3598 hz '5 1.016 Y 8.0 tr nr n nr n9 n9
3599 hz 5 :>1.035 hz 7.0 '+ nr tr nr ng ng

36eO cl 15 1.012 Y 8.0 tr nr n nr ng ng

450 lTl<3/kg/day 3621 hz 12 1.017 y 7.0 1'1 nr n nr ng ng

3622 c 10 1.025 y 7.0 1'1 nr n nr ng tr

3623 hz 14 1.015 Y 7.0 tr nr n f'lr ng n9
3624 tb 8 1.031 y 7.0 1+ r:r 1+ nr ng ng

3625 c 5 >1.035 y 6.0 tr nr tr nr ng n9

3626 cl 8 1.028 y 8.0 1+ nr tr nr n9 3+

3627 cl 14 1.016 Y 9.0 '+ nr n nr n9 n9
362/3 c 15 1.015 y 7.0 1'1 nr n nr ng n9
3629 cl 13 1.021 Y 7.0 1+ nr tr nr ng i+

3630 c 15 1. 011 y 7.0 tr nr n ni ng 1'19
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Study No. 5221.07

SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE OA~LEY RATS
FEMALE UR[NAL~SlS DATA

Herminal SacrificeJ

Animal no. App. Vol. (mD Sp. Gr. Color pH Protein Glucose Ketones Uro. Bil i. Blood Hgb;

DOSE LEVEL ---

o rns/kg/day 3541 hz 14 1.021 y 9.0 tr nr n9 nr n9 ng
3542 cl 14 1.020 s 9.0 tr nr n9 nr ng ng

3543 hz 7 1.034 Y 9.0 tr nr ns nr ng ng

3544 cl 14 1.021 y 9.0 ng nr ng nr ng n9
3545 c 15 1.015 Y 6.5 tr nr n9 nr ng ng

3546 cl 7 1.023 y 9.0 1+ nr ng nr ng ng

3547 c 10 1.027 Y 6.0 tr nr ng nr n9 ng
3548 cl 14 1.020 Y 9.0 tr nr ng nr ng n9
3549 hz S >1.035 Y 7.0 tr nr 1+ nr nr ng

3550 cl 4 >1.035 Y 9.0 1+ nr ng nr ng. ng

50 rns/kg/day 3571 cl 14 1.018 Y 8.0 tr nr ng nr ng n9
3572 cl 13 1.019 s 8.0 tr nr ng nr n9 ng

3573 cl 15 1.020 Y 9.0 tr nr ng nr n9 n9

3574 cl 7 1.020 s 8.0 n9 nr ng nr n9 n9
3575 cl 15 1.016 s 9.0 tr nr ng I'll'" ng n9
3576 cl 12 1.018 y 9.0 tr nr ng nr ng ng-

.. 3577 hz 15 1.015 py 9.0 tr nr ng nr n9 n9
3578 cl 12 1.024 Y 7.0 tr nr ng nr n9 n9
3579 el 9 1.025 a 9.0 tr nr n9 nr ng ng

3580 e 12 1.018 s a.o nurn nr n9 nr ng n9

150 mg/kg/day 3601 hz 14 1.014 s 6.5 n9 nr n9 nr ng ng

3602 e 14 1.023 y 6.0 tr nr ng nr ng ng

3603 cl 14 1.017 Y 9.0 tr nr ng nr n9 n9
3604 1'1, 11 1.018 s 6.5 tr I'll'" I'Ig nr ng ng

3605 hz 14 1.012 s 7.5 tr nr ng nr n9 n9
3606 hz 15 1.015 s 7.0 ng nr ng nr n9 n9
3607 c 14 1.011 s 6.5 n9 nr ng nr n9 n9
3608 el 15 1.023 s 9.0 tr nr ng nr ng ng

3609 hz 4 >1.035 Y 7.0 tr I'll'" 1+ nr n9 n9
3610 hz 12 1.020 s 7.0 n9 nr ng nr ng ng

4S0 mg/lqi/day 3631 hz 10 >1.035 Y 6.0 tr nr ng nr ng ng

3632 hz 15 1.021 Y 5.5 tr nr ng nr ng n9

3633 ct 14 1.020 y 8.0 tr nr ng nr ng n9
3634 c 10 >1.035 Y 6.0 tr nr n9 nr n9 ng

3635 hz 13 1.023 y 9.0 tr nr ng nr "I'" ng

3636 hz 15 1.015 Y 9.0 ng nr ng nr ng ng

3637 hz 14 1.010 s 7.0 n9 nr n9 nr n9 n9
3638 c 15 1.018 y 6.0 tr nr ng nr ng ng

3639 hz 14 1.015 s 7.5 n9 nr n9 nr ng n9

3640 cl 15 1.015 Y 6.5 n9 nr ng nr n9 n9
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study No. 5221.07

~ SUbchronic Toxicity Study of
Meta-cresol in Sprague Dawley Rats

Female Urinalysis
Interim sacrifice

ANIMAL RBCjHPF WBCjHPF EPljHPF CAS'TS/LPF CRYSTAlS YEAST BACI'ERIA

o rrgjkg/day
3531 0 0 0 0 TP,C'O NONE NUM
3532 0 0 0 0 TP NONE MANY
3533 0 0 0 0 TP NONE FEW
3534 0 0 0 0 TP NOh FEW
3535 0 0 2 0 TP NONE NUM
3536 0 0 0 0 TP NONE MANY
3537 0 0 0 0 TP NONE NUM
3538 0 0 0 0 C'O NONE MANY
3539 0 0 0 0 NONE NONE FEW
3540 0 0 0 0 NOh NONE FEW

50.mgjkg/day
3561 0 0 0 0 TP NONE MANY
3562 0 0 0 0 TP NONE FEW
3563 0 0 0 0 TP,C'O NONE NUM
3564 0 0 0 0 TP,C'O NONE NUM
3565 0 0 0 0 NONE NONE MANY
3566 0 0 0 0 NONE NONE NUM
3567 0 0 0 0 0) NONE FEW
3568 0-1 0-1 0 0 0) NDA FEW
3569 0 0 0 0 TP NONE FEW
3570 0 0 0 0 TP NONE NUM

150 rrgjkg /day
3591 0 0 0 0 NONE NONE MANY
3592 0-1 0 0-1 0 TP NONE NUM
3593 0 0 0 0 NONE NONE FEW
3594 0 0 0 0 CD NONE NUM
3595 0 0 0 0 C'O,TP NONE FEW
3596 0 0 0 0 TP,CP !'IDA FEW
3597 0 0 0 0 NONE NONE FEW
3598 0 0 0 0 TP NONE WINY
3599 0 0 0 0 C'O NONE WINY
3600 0 0 0 0 TP NONE MANY

Abbreviations used: TP = Triple Phosphate, CX) = calcium oxalate
NOh = No Data Available, NUM = Numerous
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study No. 5221.07

SUb::hronic Toxicity study of
Meta-cresol in Sprague Dawley Fats

Female urinalysis
Interim Sacrifice

ANTI1AL RBC/HPF WBC/HPF EPI/HPF CASTS/LPF CRYSTAlS YEAST EACI'ERIA

450 mgjkg/day
3621 a a
3622 a a
3623 0-1 0
3624 0 0
3625 a a
3626 a 0
3627 a 0
3628 0 0
3629 0 0
3630 0 0

a
a
o
o
a
a

0-1
o
o
a

a
a
o
o
o
o
o
o
o
o

co
NONE

co
CO,TP
CO,TP

TP
TP
co
TP

NONE

NONE
NONE

FEW
NONE
NONE
NONE
NONE
NONE
NONE
NONE

NUM
MANY

NUM
NUM

MANY
MANY
Mi\NY

NUM
MANY
MANY

Abbreviations used: ' TP :::: Triple Phosphate, 0,) = Calcium oxalate
NDA = No Data Available, NUM= Numerous
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Study No. 5221.07

SUbchronic TOxicity study of
Meta~esol in Sprague r:ewley Rats

Female urinalysis
Tenninal Sacrifice

ANI1'1M. RECjHPF WBCjHPF EPIjHPF CASTS/IFF CRYSTALS YEAST BACI'ERIA

o 1n;J,/kg /day
3541 0 0 0 0 TP NONE MANY
3542 0 0 0 0 TP NONE MANY
3543 0 0 0 0 TP NONE MANY
3544 0 0 0 0 TP FEW MANY
3545 0-1 0 0 0 NONE NONE FEW
3546 0 0 0 0 TP NONE MANY
3547 a 0 0 0 TP,C) NONE MANY
3548 0 0 0 0 TP FEW MMri
3549 0 0 0 0 TP NONE MANY
3550 0 0 0 0 NONE NONE FEW

50 It-g/kg /day
3571 0 0 0 0 TP NONE MANY'
3572 0 0 0 0 TP NONE NONE
3573 0 0 0 0 TP NONE W\NY
3574 0 0 0 0 TP FEW MANY
3575 0 0 0 a TP FEW NONE
3576 0 0 0 0 TP FEW MANY
3577 0 0 0 0 TP FEW FEW
3578 0 0 0 0 (X),TP FEW MANY
3579 0 0 a 0 TP NONE NONE
3580 0-1 0 0 0 TP NONE FEW

150 rrgjkglday
3601 0-1 0 0 0 OJ,'I'P NONE NONE
3602 0 0 0 0 NONE NONE FEW
3603 0 0 0 0 TP FEW MANY
3604 0 0 0 0 OO,TP NONE MANY
3605 0 0 0 0 TP NONE FEW
3606 0 0 0 a NONE NONE MANY
3607 a 0 0 0 NONE NONE FEW
3608 0 0 0 0 TP NONE FEW
3609 0 0 a a co NONE MANY
3610 0 0 0 0 TP NONE NUM

Abbreviations used: TP = Triple Phosphate, CO = calcium oxalate
NDA = No Data Available, NUM = Numerous
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study No. 5221.07

SUb::hronic Toxicity study of
Meta-cresol in Sprague cawley Rats

Ferrale Urinalysis
Tenninal sacrifice

RBCjHPF WEC/HPF EPljHPF CAS'I'S/LPF CRYSTAlS YFAST PACI'ERIA

450 Irgjkg /day
3631 0-1 0 0 0 CO FEW NONE
3632 0 0 0 0 0::> FEW FEW
3633 0 0 0 0 TP NONE MANY
3634 0 0 0 0 CO NONE FEW
3635 0 0 0 0 TP MANY MANY
3636 0 0 0 0 TP FEW NONE
3637 0 0 0 0 NONE NONE FEW
3638 0 0 0 0 NONE NONE FEW
3639 0 0 0 0 o::>,TP NONE FEW
3640 0 0 0 0 en,TP NONE MANY

Abbreviations used: TP = Triple Phosphate, en = calcium oxalate
NDA =:; No Data Available, NUM = Numerous
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study No. 5221.07

stJEaiRONIC rro;aCIT'{ OF MErA~L
IN SPRAGUE DAWIE'i :RATS

ABBREVIATION OJDES

Eye Examinations

nvl = no visible lesions
dead = unscheduled death
A = os (left eye) focal zone of retinal degeneration
ph = persistent hyaloid
na = ophthallnology exam not applicable; aniloal removed

at interim sacrifice

E-2



Nancy M. Bromberg. V.M.D., M.S.
Diplomate, American College of Veterinary Ophthalmologists
4105 Brandywine Street, Northwest
Washington, D.C. 200t6
2021363·7303

September 3, 1986

Barry S. Levine , D.Sc, DABT
Microbiological Associates
5221 River Road
Bethesda, MD 20816

SUBJECT: Revised Report - Ophthalmoscopic Examination of Rats
Study 5221.07 December 30, 1986

Pretest examinations on October 2, 1985 showed three male rats to have
persistent hyaloid remnants (3401 left eye, 3431 left eye, 3432 right eye).
PH is a common developmental finding in young rats. The presence of PH does
not cause exclusion of the animal from a study.

At terminal examination on December 30, 1985, all animals were found
to have no visible lesion except:

Rat 3583, female Group II - zone of retinal degeneration in left eye.
Due to the singular occurrence of this abnormality, I do n0t consider it

to be compound related.

---n j/~ i ,11 0. J:I! .vf..C'-(l(- ,fbtq VYn .
N;incy , . romberg, V.M.IZJ,'M.S.
Diplomate, A.C.V.O.

/
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..~' "- .. SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DAWLEY RATS
MALE EYE EXAMINATIONS

Animal no. PRETEST-Right Eye PRETEST-Left Eye TERMINAL-Right Eye TERMINAL-Left Eye

DOSE LEVEL

o mg/kg/day 3401 rwl pI1 na na

3402 nvl fwl na na

3403 nvl nvl na na

3404 nvl nvl na na

3405 nvl nvl na na
3406 nvl nvl na na

3407 nvl nvl na na

3408 nvl nvl na na

3409 nvl nvl na na

3410 nvl nvl na na

3411 nvl nvl nvl nvl

3412 nvl nvl nvl nvl

3413 nvl nvl nvl nvl

3414 nvl nvl nvl nvl

3415 nvl nvl nvl nvl

3416 nvl nvl nvl nvl
3417 nvl nvl nvl nvl

3418 nvl nvl nvl nvl

3419 nvl nvl nvl nvl
3420 nvl nvl nvl ;wl

3421 nvl nvl nvl nvl

3422 nvl nvl nvl nvl

3423 nvl nvl nvl r'vl

3424 nvl nvl nvl nvl

3425 nvl nvl nvl nvl
3426 nvl nvl nvl nvl

3427 nvl nvl nvl nvl

3428 nvl nvl nvl nvl

3429 nvl nvl nvl nvl

3430 nvl nvl nvl nvl

50 mg/kg/day 3431 nvl ph na na

3432 pI1 nvl na na

3433 nvl nvl na na
3434 nvl nvl na na
3435 nvl nvl na na
3436 nvl nvl na na
3437 nvl nvl na na

3438 nvl nvl na na

3439 nvl nvl na na

3440 nvl nvl na na

3441 nvl nvl nvl nvl

3442 nvl nvl nvl nvl

3443 nvl nvl nvl nvl

3444 nvl nvl nvl nvl

3445 nvl nvl nvl nvl

3446 nvl nvl nvl nvl

» 1 ~'
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SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LET RATS
MALE EYE EXAMINATIONS

Animal no. PRETEST-Right Eye PRETEST-Left Eye TERMINAL-Right Eye TERMINAL-left Eye

DOSE lEVEL

SO mg/Kg/day 3447 nvl (lvl (IV I nvl

(continued) 3448 nvl nvl nvl nvl

3449 nvl nvl nvl nvl

3450 (lvl nvl nvl nvl
3451 nvl nvl (IV I nvl

3452 nvl nvl nvl nvl

3453 nvl nvl nvl . nvL

3454 rwl nvl nvl nvl

3455 nvl nvl nvl nvl

3456 nvl nvl nvl rwl

3457 nvl nvl nvl nvl

3458 nvl nvl nvl nvl

3459 nvl nvl nvl nVI

3460 nvl nvl nvl nvl

150 rng/kg/day 3461 nvl nvI (la (la

3462 nvl nvl ns ns
3463 nvl nvl na na

3464 nvl (lvl ns ns
~- ,;

nv\,
'.

3465 (IV I (la na

3466 nvl nvl na na
3467 nvl nvl (la na

3468 nvl nvl na na
3469 nvl nvl (la na
3470 nvl nvl na na
3471 nvl nvl nvl nvl
3472 nvl (IV I nvl nvl

3473 nvl nvl nvl nvl

3474 nvl nvl nvl nvl
3475 rwl nvl nvl nvl
3476 nvl nvl nvl nvL

34n nvl nvl nvl nvl
3478 nVI nvl nvl nvl

3479 . nvl nvl nvl nvl

3480 nvl nvl nvl nvL

3481 nvl nvl nvl nvl

3482 nvl nvl nvl nvl

3483 flvl nvl nVI nvl
3484 nvl l"IV.I nvl nvl

3485 nvl nvl nvl nvl

3486 nvl nvl nvl nvl

3487 nvl flvl . nvl nvl

3488 nvl nvl nvl nVI

3489 nvl nvl nvl nvl

3490 nvl nvl nvl nvl
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SUBCHRONIC TOXICITY OF META-CRESOL IN SPRAGUE DA~LEY RATS
FEMALE EYE EXAMINATIONS

Animal no. PRETEST-Right Eye PRETEST-left Eye TERMINAL"Right Eye TERM1NAl-Left Eye

DOSE lEVEL

o mg/Kg/day 3531 nvl nvl na na

3532 nVI nvl na na

3533 nvl nvl na na

3534 nvl nvl na na

3535 nvl nVI na na

3536 nvl nvl na na

3537 nVI nVI na na

3538 nvl nvl na na

3539 nvl nvl na na

3540 nvl nvt na na

3541 nvl nvl nvl nvl

3542 nvl nvl nvl nvl

3543 nvl nvl nvl nvl

3544 nvl nvl nvl nVI

3545 nvl nvl nvl nvl

3546 nvl nvl nvl nvl

3547 nvl nvl nvl nvl

3548 nvl nVI nvl nvl
." . 3549 nvl nvl nvl nvl

3550 nvl nvl nvl nvl

3551 nvl nvl nvl nvl

3552 nvl . nvl nvl nvl

3553 nvl nvl nvt nvl

3554 nvl nvl nvl nvl

3555 nvl nvt nvl nvl

3556 ~vl nvl nvl nvl

3557 nvl nvl nvl nvl

3558 nvl nvl nvl nvl

3559 nvl nvl nvl nvl

3560 nvl nvl nvl nvl

50 mg/Kg/day 3561 nvl nvl na na

3562 nvl nvl na na

3563 nvl nvl na na

3564 nvl nvl na na

3565 nvl nvl na na

3566 nvl nvl na na

3567 nvl nvl na na

3568 nvl nvt na na

3569 nvl nvl na na

3570 nvl nvl na na

3571 nvL nvl nvl nvl

3572 nvl nvl nvl nvl

3573 nvl nvl nvl nvl

3574 nvl nvl nvl nvl

3575 nvt nvl nvl nvl

3576 nvl nvl nvl nvl

6) 18E-7 ,~



DOSE LEVEL

SUBCHRONIC TOXICITY OF META-CRESOL IN S~RAGUE DA~LEY RATS
FEMALE EYE EXAMINATIONS

Animal no. PRETEST-Right Ey~ ~RETEST-L~ft Eye TERMINAL-Right Eye TERMINAL-Left Eye

<::./

50 mg/kg/day
(c:ontinued)

15D mg/kg/day

35Tl
3578
3579
3580

3581
3582
3583
3584
3'585
3586
3587
3588
3589
3590

3591
3592
3593
3594
3595
3596
3597
3598
3599
3600
3601
3602
3603
3604
3605
3606
3607
3608
3609
3610
3611
3612
3613
3614
3~15

3616
3617
3618
3619
3620

nvL
nvL
nvl
nvL
nvl
nvl
nvl
nvl
nvL
nvl
nvl
nvl
nvl
nvl

nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvL
nvl
nvl
nvl
nvL
nvl
nvl
nvl
nvl
nvl
nvL
nvl
nvl
nvL
nvL
nvl
nvl

E-8

nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl

nvL
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
rwl

nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl

nvl
nvL
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvL
nvL
nvl
nvl
nvl

na
na
ns

na
na
na
ns
na
na
na

nvl
nvl
nvl
nvl
nvl
nvl

nvl
nvl
nvL
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl

nvl

nvl
nvl
rwl

nvl
nvl
nvl

A

nvl
nvl
nvl
nvl
nvl
nvl
nvl

na
na
na
na
na
na
na
na
na
na

nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
nvl
n'll
nvl
nvl
nvl
nvl
nvl
nvL
nvl
nvl
nvl



, .....:..--. SUBCHRONIC TOXICITY OF META-CRESOL l~ SPRAGUE DAIJLEY RATS
FEMALE EYE EXAMINATIONS

Animal no. PRETEST-Right Eye PRETEST-Left Eye TERMINAL-Right Eye TERMINAL-Left Eye
DOSE LEVEL

450 mg/Kg/day 3621 nvl nvl na na
3622 nvl nvl na na
3623 nvl nvl na na
3624 nvl nvl na na
3625 nvl nvl na na
3626 nvl nvl na na
3627 nvl nvl na na
3628 nvl nvl na na

3629 nvt nvl na na
3630 nvl nvl na na

363' nvl nvl n\ll nvl
3632 nvl nvl nvl nvl
3633 nvl nvl nvl nvl
3634 nvl n\ll nvl nvl
3635 nvl nvl nvl nvl
3636 nvI nvl rwl nvl
3637 nvl nvl nvl nvl
3638 nvl nvl nvl nvl

,~(-~~~ 3639 nvl nvl nvl nvl
3640 nvl nvl nvl nvl
3641 nvl nvl nvl nvl
3642 nvl n\ll nvl nvl
3643 nvl nvl nvl nvl
3644 nvl nvl nvl nvl
3645 nvl nvl nvl nvl
3646 nvl n\ll nvl nvl
3647 nvl nvl nvl nvl
3648 nvl nvl nvl nvl
3649 nvl n'<'l nvl nvl
3650 nvl nvl nvl nvl

E-9
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I PATHOLOGY NARRATIVE



.~&0 Pathology Associates, Inc.

SUBCHRONIC TOXICITY OF META-CRESOL
IN SPRAGUE DAWLEY RATS

INTRODUCTION

10075 Tvlc:r PIKe
Hv:llt 'P:Jrk 1I

IjamSVille. Maryland 21754
(301) 663-1644

.- ....

ThiS is the final pathology report by Pathology Associates, Inc. (PAl) to
Microbiological Associates, Inc. (MAl) representing support required to
conclude the study designated "Subchronic Toxicity of Meta-Cresol in Sprague
Dawley Rats" as described in the MAl protocol number 5221.07 dated 26
September 1985.

EXPER IMENTAL DES IGN AND METHODS

Four groups, each consisting of 30 male and 30 female rats were given
0, 50, 150 or 450 mg/kg body weight of meta-cresol in corn oil per day by
gavage. Ten males and ten females (selected prior to the initiation of the
study) from each group were sacrificed and necropsied during test week
seven. At the end of 13 weeks of treatment, the remainder of the animals
were sacrificed and necropsied in accordance with the stUdy protocol and
with PAl Standard Operating Procedures. All required tissues from the
terminal sacrifice and the one animal which died prior to sacrifice as well as
al J tissues containing gross lesions at the interim and terminal sacrifices
were processed, and slides were prepared for microscopic examination.

GROSS OBSERVATIONS

Gross observations were noted in 11 of the 80 rats necropsied at the
interim sacrifice. Findings are presented in the tables on pages IV-30 and
IV-31 including corresponding microscopic observations. All of the lesions
are considered to be incidental.

At the terminal sacrifice, gross observations were found in a] I dose
groups. All of the observations are considered incidental and are presented
in the Gross YS. Microscopic Tables.

I-I
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HISTOPATHOLOGY

All available required tissues in the 0 mg/kg and 450 mg/kg'terminal
sacrifice dose groups, all required tissues from the early death animal
(83504) and all tissues having gross lesions noted at the interim and
terminal sacrifices were examined microscopically. Microscopic findings for
Individual animals are presented by dose/sex group in the Tabulated Animal
Data Tables. The left-hand margin lists only those lesions which were found
in that dose group. Abbreviations for entries used in these tables are
explained in the Reports Code Table in Appendix 1. Microscopic findings for
all groups necropsied at terminal sacrifice are summarized by sex on the
Project Summary Tables.

NO neoplasms or dose-related lesions were present. Numerous
incidental lesions ,were present in both the 0 mg/kg and 450 mg/kg dose
groups. Lymphoid hyperplasia was present in the mandibular lymph nodes of
17/20 and 18/20 vehicle control and high dose males respectively and 13120
and 18/20 vehicle control and high dose females respectively. Perivascular
lymphocytiC infiltrate was present in the lungs of 17/20 male and 17/20
female vehicle control rats and 10/20 male and 13/20 female high dose rats.
Accompanying thisperivascsular infiltrate was an jnterstitial inflammation
in 5/20 male and 6/20 female controls and 4/20 male and 3/20 female high
dose rats.

-

Other incidental lesions included embryonal duct cysts in both males
and females, chronic myocardial inflammation in the hearts of males,
degenerative kidney changes in males and females, and developmental,
inflammatory or degenerative changes in the 1iver, testes, prostate or uterus.
These findings occurred in small numbers divided approximately equally
between high dose and control animals, and will not be discussed further.

DISCUSSION

Animal No. 3504 was the only animal found dead during the stUdy. At
necropsy, the lungs were red, and blood was present in the thoracic caVity.
Lung congestion was present microscopically, but no cause of death was
determined, although gavage error was considered possible.

226
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Lymphoid hyperplasia in the mandibular lymph nodes of both male and
female rats occurred with similar frequency in both the vehicle control and
high dose groups. Changes consisted of numerous prominent germinal centers
in the cortex surrounding large numbers of plasma cells in the medullary
areas or the nodes. The changes represent a relatively localized immune
stjmulation of unknown etiology.

Inflammatory changes in the lungs of male and female rats from both
verdcle control and high dose groups suggest infection from an adventitious
microbial agent.

CONCLUSION

Under the conditions of this study. meta-cresol was not found to cause
any chemical-related lesions.

ext~gu~k-----r(
Lucas H. Brennecke. D. V.M.
Diplomate. AC.V.P.
20 March 1986

f) ') ~j
f"':r ~... ,
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRCHIC TlD:ICl1Y OF HETA-CRESOl

,r:::. IN SPFAGUE-M.lLEY FATS

Project Summary Tab! e
S1WARY: Incidenc! of NEOPLASTIC and NIl'H,EOPLASTIC Nicroscopic Findings

PROJECT 10. NO: MCRESOL FATES: All
DAYS: ALL S£<: I"ALE

GROUP: OI1G/KG 50NIi/l(S tSONG/KG 4S0H6IKS
NlNBER Of A'lII"ALS: 20 9 4 2D

I 4 3 I
BFA IN I Ex 20 0 0 2lI
~R1M'1GE 0 0 0 I

SCIATI CNEI?JE lEx 20 0

Sl'1rt:lL CDRD • Ex 20 0 0 20

BCHE I Ex 20 0 ~

Il'NE I"ARRIll I Ex ZQ 0 0 20

:ALlVAR'I GI..#lD I Ex 20 D 20

~DI BJJlAR LYNPH NOOE I Ex 20 0 0 20
H'YPERPLASIA, LYMPHOID 17 0 0 IB

1lftlruS lEx 20 0 0 20
HEI10RRl¥lGE 4 0 0 5

IWlCREAS I Ex 20 20
HEI10RRIIAGE 0 I
INFtm'ATI ON I CHRONI C 3 0

PITUITAR'I I Ex 17 0 0 19
CYST I PAIlS INTE~EDIA 0 0 0 1
mOPLA91 ICVACUO. ,PARS OIST 0 0 0 I

(Report Cent inuedl
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PATHOLOGY ASSOCIATES, INC.

mOy NO. 5221.07
SUBCHR~IC T~ICITY OF NETA-eRESOl

IN SPRAGUE-MILEY PAlS
,r--:':-:--

c_~_~.__
Project Summary Tabl e

SlI't'ARY: Incidence of NEOPI1lSTIC and N~.;lEOPI1lSTIC Microscopic Findings

PROJECT ro. NO: HCRESOL FATES: AU
DAYS: AlL SEX: /'ALE

GROUP: DHGlKG 50MGlKG 150l16/KG 450l1t'K6
tu!BER OF H'lII'ALS: 20 ~ 4 20

I I i i
TJ!YROIO I Ex 20 0 0 19

B1BRYtNAL OUCl CYST 3 0 0 6
A1ROPHY 0 0 0 I
LYMPHOCYTIC INFILTRATE I 0 0 0

PARATJ!YROIO I Ex 12 0 16

TRACliEA I Ex 20 0 0 20

ESCP~GUS I Ex 20 0 21

ADR8'W. SlA'lO I Ex 20 0 0 20

L~G i Ex20 0 0 2!1
ml6ESTI~ 0 0 0 1
LYMPHOCYTIC INFILTRATE,PERIV 17 0 0 10
INTERSTITlAL INFlm'AT1~ 5 0 0 4

HEART I Ex 20 0 0 2B
INFlItI. ICHR~IC, l1YCrAROIlti 7 0 0 7

AORTA I Ex I~

CCL~ I Ex 20 0 20

OUCDeMi I Ex 20 l'

FO REST IJ"ACH I Ex 20 19

GI.A'lOULAR STIJ"ACH lEx 20 29 :? :c~ {)
1I-2



PATHOLOGY ASSOCIATES, I !'Ie .

STUDY NO. 5221 .07
. SUBCllRIJIIC TIlX!CITY OF MfTA-CRESOL

IN SPFAGUE-O¢j"ILE"f PATS

Pr-ojec:t Surnrnar-y Tabl e
SlJ11ARY: Incidence of NEDPLASTlC and NIJI-NtOPLASTIC Microm, ic Findin95

PRDJECT 1D. NO: MCRESOL FATES: ALL
CAYS: ALL SEX: MALE

GROUP: IlNIiIKG 5lll't6lKG 150M6IKG 451lMIiIKS
t1U18ER OF ;t;IMALS: 20 9 4 20

I I I I
SKIN I Ex 20 0 0 ~

MA"t'ARY 61.ItlD I Ex 12 12

SKELETAL MUSCLE I Ex 20

LIVER 1Ex20 7 3 20
HEPATODIAPHRAG'ATIC NODULE 0 0 0 1
i£l'ATOPOIETIC CELL PROLIF. I 0 0 0
LYMPHOCYTIC INFILTRATE 0 I Q 0
MOPLA91IC IJACUOLATICN 4 2 2 0
NECROSIS 0 I 0 0

SPLEEN I Ex 20

KlttlEY I Ex 20 2 0 ~

LYl1PHCCYTIC INFILTRATE Q 0 0 QNEPHRDPATlfl' 7 2 0
REGS-lERATlIJi, ReI<\L TUBULES 0 0 B
CYST I 0 0

lRI~RY BlADDER I E~ 20 0 20

TESTES I E~ 20 ~

ATRlJPHY ,SEJ'lINIFEROUS TUBULES I

PROSTATI I Ex 20 a a 2V
LYl1PHOCYTIC IHFILTRATE 3 a 0 3

(NARlES lex B

II-3
(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO, 5221,07
SUBCHR~IC TOXICITf OF HETA-CRESOL

IN SPPAGUE-~EY PATS

Project Summary Table
Sltt'ARY: lndd~nci of NEOPLASTIC and N~-!iEOPLASTlC Microscopic Findin~

PROJECT ID. NO: HCRESCL
r.<YS: ALL

FATES: ALL
SEX: !'ALE

GROUP:
tiLI'lBER OF A'i I!'ALS:

UTERUS

CEI\'J1X

EYES

ONGlKG
20

I
I Ex a

I Ex a

i Ex 19

50HGlKG 150HGlKG 450H6IK6
9 4 20

I I i
009

o

(Ripor! Cont j nUidl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRIJ'lIC TllXlCITi OF NETA-CRESOL

IN SPP.AGUE-~lE1' RATS

P~oject Summa~y Table
SIMIlY: Incid,nct of NEOPLASTIC and tiCli-tlEOPLASTIC Microscopic Finding~

PROJECT ID. tiO: HCRESOL
MYS: ALL

FATES: ALL
SEX: ~E

GROUP:
IdI1BER OF ~J~LS:

OTHER TISSUES ttlD LESIlllS:

GHIiIK6
20

II-5

5OM6IKG 150HB/KG 450HIiIXG
9 4 20

I



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHR~IC TrD:IClTY OF IiETA-£RESOL

IN SPF;AGUE-CFilLE'f F;ATS

Pl"oj ec t Summa.I"Y Ta.ble
Sltt'A1lY : Incidence of NEOPLASTIC .nd IillHiEOPLASTIC Microscopic Findings

PROJECT 10. NO: NCRESOL FATES: AU
DAYS: ALL SEX: FB'>ILE

GROUP: OIiGlKG SOIiGlKG 150NGlKG 4~OliGlK6

~eER OF FtiII'ALS: 20 2 2 20

I I I I
BRAIN I Ex 20 0 0 20

SCIATIC NEM I Ex 20 0 20

SPI~L CORD I Ex 20 0 29

BlJiE I Ex 20 0 0

8~E I'ARRCU I Ex 20

SALlVAR'l 6LmO I Ex 20 20

1't'Yi01BULAR LYMPH NODE I Ex 20 0 0 21
Il'(PERPLASIA, Li'NPHOID 13 D 0 18

THYMUS I Ex 20 0 0 2t
Ie\ORRt;:;6E 9 0 0 3

~CREAS lex 20 0 0 21
ACI~A cm ATROPHY I 0 0 D
INFlJt'tt\T1l1l, CliR~IC 0 0 0 I

PITUITARY I Ex 20 19

THYROID I Ex 20 0 a 21
B18RYrN:1L DUCT CYST 8 0 0 9

PARATHYROID I Ex 13 0 0 13

~) --{ /~
~" ...... x

II-6
(Report Co~t i nued)





PATHOLOGY ASSOCIATES, INC.

STUOY NO. 5221.07
SUBCHRlJlIC TDXIClTY OF NETA-CRESOL

IN S?f1AGUE-Dl'ULE'f RATS

Proj e c t Summar)" Tab 1 e
S~R'I: Incidence ot NEOPLASTIC ind NCN-NEOPLASTIC Hicroscopic Findings

PROJECT 10. NO: HC~E50L FATES: AU
DAYS: ALL SEX: F~LE

GROUP: QHIi/1(G SOHG/KG ISOIWKG 4SQHG/K6
MBER OF <lNJI'ALS: 20 2 2 20

I N I I
SKELETAL MUSCLE I Ex 20 0 0 ZO

lllJER I Ex 20 0 I 20
HE?ATODIAPHllil~TJC NODULE 0 0 1 9
IMFLA't'ATI eN I 0 0 0
H8'ATOPOJETI C CElL PRDLIF. 1 0 0 9
lYl'lPHOCYTIC lNFILTRATE 4 0 0 0
FAffi CfWlGE 0 0 0 I

S?LEEN I Ex 20 0 20

KICNEY I Ex 20 0 0 ZO
lYNPHOC'fTI C lNFILTRATE 1 0 0 0
NEPHROPATHY 1 0 0 (1.;
REGrnERA11 CN, RENAL TUBULES 0 0 0 1
HYDR<JiEPHROSIS, llilLATEAL J 0 0 0
CYST 0 0 0 1

URI~RY BLAODER I Ex 20 0 0 ZO

TESTES I Ex 0

PROSTATE lEx 0

IJJARI ES I Ex 20 20

tlTERUS I Ex 20 0 0 ZO
DILATATICN 2 Q 0 1

CERVIX lex 20 0

') '16'..... ~...
II-8
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHRl:NIC TIlXICm OF HETA-CRESOL

IN SPPA6UE-~LEY PATS

Project Summary Table
Slr'HlRY; Incidpnc! 0-1 NEOPLASTIC and NON-NEOPLASTIC Hicroscopic Findings

PROJECT 10. NO: HCRESOL
DAYS: ALL

FATES: AU
SEX: F~LE

GROUP:
ruiBER Of ANIt'ALS:

EYES

OHG/KG
20

I
I Ex 20

5OHG/K6 150HG/KG 450NalK5
2 2 20

I I I
o 0 20

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUaCHR~IC TllXICm OF HETA-CRESOL

IN S?RAGUE-OI!UI.EY MTS

P~oject Summary Table
Sll'tt\RY: Incidence of NEOPLASTIC and NIJHlEOPLASTIC Microscopic Findings

P~OJECT 10. NO I MCRESOL
CAYS: ALL

FATES: AU
SE(: F~LE

GROUP:
~BER OF P,'W'ALS:

IlTllER TISSUES ~O LESIlNS:

Ol1G/KG
20

SOliG/KG l:OH1iIKG 4SONGlK6
2 2 20

.-·i

\l\GI~C'fST

liEDIASTINAL LN-HEMORRI11GE
J'EJlNltHIO~L

a
o
o

Q

1
a

Q

Q

I

1
o
o

II-IO
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PATHOLOGY ASSOCIATES. INC.

STUDY NO. 5221.07
SUlJC~RCNIC TOXICm OF NtTA-CRESDt

IN SPPAGUE-~LEY PAiS

Tabulated Animal Data

PROJECT JD: NCRESOl GROUP: OliGlKS SEX: !'ALE MYS: ALL
PAGE I FATES: AU

ANll'AL 10. NO: 3411 3412 3413 3414 3415 341. 3417 3418 3419 3420

BllAlN N Ii Ii Ii Ii N N N N Ii

SCIATIC NEJilJE Ii H N N N Ii Ii Ii H N

5P II¥tL CORD Ii Ii Ii Ii N Ii Ii N Ii II

-!',- SCNE Ii Ii H H Ii Ii H Ii Ii N

Bl:tIE I'ARRW H N Ii Ii Ii Ii H Ii Ii Ii

SAl!VARY GI.A'<D Ii Ii N N H H H H Ii N

t'RiDl B1JlAR L'il'IPH NODE N II
HYPERPLASIA, L'Il1PH01D 2 3 2 3 3

lHYHUS H N H Ii H H N H N
HEMORRHAGE (2)

I'A'ICREAS Ii H Ii Ii H Ii H H
INFlJJ1"AlI (N, CHR[JilC (2) (2)

PITUnARY H H U H Ii Ii Ii U Ii Ii

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRtrilC TaxlCITY OF KE1A-CRESOL

IN SPRAGUE-OAULEY RA1S

Tabulated Animal Data

PROJECT 10: KCRESOL GROUP: Ill'1G1KG SEX: r'ALE DAYS: AU
I\\GE 2 FATES: AlL

~!l'AL 10. NO: 3411 3412 3413 341~ 3415 3416 3417 3418 3419 3420

THYROIO N N N N N N N H
E/iBRi'Cl1'\L DUCT CYST (l) (3)
L~PHOCYlIC INFILTRATE (3)

I\\RA1HYROI D N U N Ii U Ii N H H

TRACHEA N H N N N Ii N N N N

ESOP~US N N N N N N Ii H H Ii

AOR~L Gl#lD N 1'1 H N N 1'1 H H Ii H

L~6 H H
LYKPHOCYlIC IHFILTRATE,PERIV (2) m m (2) m m <3l (l)

!t(TERSTlTIAL INFUtt'ATI I:N (2) m (2)

HEART Ii Ii 1'1 H N N
lNFlPI1.,CHRI:NIC, rffOCAROIlJ'i (2) (3l (l) m

AORTA N N 1'1 N N N Ii Ii 1'1 1'1

COLI:N Ii N 1'1 N N H Ii N N 1'1

OUODENlJ'i N N 1'1 N N H 1'1 1'1 Ii Ii

(Revort Coni inuedl
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PATHOLOGY ASSOCIATES, INC.

STUDY HO. 5221.07
SUBCHRlIlIC lClXICm OF HETA-CRESOL

IN SPPA6UE-C~lE'f PATS

Tabu 1 ate d An i rna 1 Data

PllOJECT 1D: HCRESOL GROUP: ONGlKG SEX: l'f\LE DAYS: ALL
PAGE 3 PAlES: AU

~II"AL ID. NO: 3411 3412 3413 3414 3m 341. 3417 3418 3419 3420

FORESlIWlCH N H N N N N N N N N

GlA'1DULAR S'Tcr'ACH N H H H N H N N N N

SKIN N N N N H N H H H N

I'A't'iiRY GlA'11l H N H N N U H 0 U N

SKELETAL HUSCLE H N N N N N N N N N
~ ,

LIVER N N N N N N N H
CfTDPLASiIC VACUOlATl~ m m

SPLEEli N N N N N N N N N N

KIttlEY N N N N N N
NEPHROPATH\' (l) <2l <2}
cm {2l

URl~RY BLADOER N H N N N N N N N N

TESTES N H J'I N N N N N N N

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221. 07
SUBCHRl:NIC TOXICITY OF HETA-CRESOL

IN SPRAGUE-MIlLEY RATS

Tabulated Anima1 Data

PROJECT 10: HCRESDL GROUP: OHG/KG SE<: /'ALE DAYS: All
!'AGE 4 FATES: ALL

Itlll'AL 10. NO: 3411 3412 3413 3414 3415 3416 3417 341B 3419 3420

PROSTATE N N N N Ii N 1'1 II
LYNPHOCYTIC INFILTRATE m <3}

l1JARlE5 I I I I I I I

tIlERU5 f I

CE~IX f f f f I I I

EYES N Ii II N II II Ii U N Ii

(Rpporl Conlinupdl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRCllIC TOXICIlY OF HElA-CRESOL

IN SPRAGUE-QAULEY RATS

Tabulated Animal Data

PROJECT 10: HCRESOL
PAGE 5

GROUP: IlHGlKG
FATES: Al.L

S8<: ~LE DAYS: AU

~ll¥iL JD. NO:

lTHER TISSUES ~D LESilNS:

.-'->'

3411 3412 3413 3414 3m 3416 3417 3418 3419 3420

(Report Con t inued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
~ ~...... SUBCHRI:tm TOXICrrr OF HETA-CRESOl

IN SPF:AGUE-I:''tOlEY RATS

. Tabulated Animal Data

I'ROJECT 10: HCmOL GROUP: OMS/KG SEX: ~LE CAYS: All
PAGE 6 FATES: All

~lI"AL 10. NO: 3421 3422 3423 3m 3425 3426 3427 3428 3429 3430

BRAIN N N Ii N N N N Ii II N

SCIATIC liE~E Ii N N II II N Ii N N N

SPl~L CORD N Ii N N Ii N Ii II Ii II

B~E N N Ii Ii Ii N Ii II II N

11IM ~RRIlI N Ii N II N Ii II N II N

SALIVARY GLmO N Ii N Ii Ii II Ii II Ii N

HANOIBULAR LYMPH NODE N
IfYPERPLASIA, L'r11PHOIO 2 2 2 2 2 2 2 2

T~US Ii II Ii N N N Ii
H8'tORRI'AGE (I ) (]) (I)

~EAS Ii Ii II N II N II II N
IIlFVIt'.ATI~, CHR~IC {2)

PITUITARY II N N U N II N N II II

(Report Continued)
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PAiHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
-- SUBCHRlliJ CT£r(l cm OF HEiA-CRESDl

IN SPPAGUE-Ct'iIlEY RATS

iabulated Animal Data

PROJECT ID: HCRESDl GROUP: ONG/KG SEX: !'ALE OAYS: All.
PAGE 7 FATES: All

~Jl'Al ID. NO: 3421 3422 3423 3424 342S 342. 3427 3428 3429 3430

THYROID Ii Ii N Ii N Ii Ii Ii Ii
~BRYltW. DUCT CYST (2)

PARATff"~OIO Ii N U U U U N N N

Ii N N Ii N N N Ii Ii Ii

E50PWlGU5 N Ii N N Ii N Ii N N Ii

.", ;
,ldl RSW. 6lA'lD Ii Ii Ii Ii Ii Ii Ii H H Ii

ll1lG Ii
lYNPHOCYTIC lNFllTRATE ,PERlV (2) <2> (2) <2) (2) <2) (2) <2) <2l
INTERSTITIAL INFlJlt'ATICll (2) <2)

HEART Ii N N Ii N Ii Ii
lNFlA1.,CHRClIIC, HYOCAROIlJ1 <2} (I) (IJ

AORTA Ii N U Ii Ii Ii Ii Ii Ii Ii

COlCll Ii H Ii Ii Ii H Ii Ii Ii Ii

DUODENlJ1 Ii Ii II Ii Ii H Ii N Ii Ii

(Repor t Con t inued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRllilC TDXICIiY OF HETA-CRESOl

IN SPRAGUE-CAULEY RATS

Tabulated Animal Data

PROJECT ID: HCmOl GROUP: OI161KG SEX: HALE DAYS: ALL
PAGE 8 FATES: ALL

~1l'AL In, NO: 3421 3422 3423 3424 3425 3426 3427 342B 3429 3430

FOREST~CH N N N N N N N N N H

6lAtOULAR STCWlCH N N N N N N N N N N

SKIN N H N N N H N N N H

Im'ARY 5~0 U N U U U N U N H Ii

SKELETAL HUSClE Ii N N N N N N N N H

LIVER N 11 N 11 N N 11 11
HEHATOPOIETIC CELl PROLlF. (2)

CYlOPLA91!C VACUOLATllli (2) <D

SPLEEN 11 11 N Ii N N N N N N

KI DHEY N N N N N N
NEf'HROI'ATHY m <2> (2) (I)

URIti<1RY BLADDER N 11 N Ii N N N N N N

TESTES N N N N N N N N N
ATROPHY ,58'11NIFEROUS TUBULES (2)

lRrpart Cantinurdl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.Q7
SUBCHRCtllC IllXlClT'I OF liETA-CRESOL,

IN SP!lAGUE-I:ill,Lff !lATS

Tabulated Animal Data

PROJECT ID: NCRESOL GROUP: .QNG/KS SEX: ~LE DAYS: AU
PAGE 9 FAlES: ALL

;tlll¥lL 10. NO: 3421 3m 3423 3424 3425 3426 3427 342B 3429 3430

PROSTAIE N N N N N H N H N
LYNPHOCYTIC IHF1LTRA1E (2)

C'JARIES I I I I I I I

UTERUS I f f I f

CEIi'JIX I f I I f I f I

EYES N H N N N N N N N N

(R~pert Cent inuedl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBtHRttiIC TQXICm OF HETA-CRESOL

IN SPAAGUE-OPULE't RATS

Tabulated Animal Data

PROJECT ID: HCRE50L
PAGE 10

GROUP: otiS/KG
FATES: ALL

SEX: t'ALE DAYS: AU

~It'AL ID. NO:

THER TISSUES A~D LESI (}IS:

3421 3422 3423 3424 3425 3426 3427 3429 3429 3430

(End Itt Reportl
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PATHOLOGY ASSOCIATES, INC.

STUOY HO. 5221.07
SlJBCllRCNIC HIXICm OF NETA-CRESOL

IN SPI1J1GUE-MJW PATS

Tabulated Animal Data

PROJECT 10: HCRESOL GROUP: ONIiIKG 58<: FB;\LE ~YS: AU
PAGE 1 FATES: ALL

,:HII'AL 10. NO: 3541 3542 3543 3544 3545 3546 3547 3548 3549 3550

BRAIN H H N H H N N H H N

SCIATIC HERVE H H H N H H N N H N

SPlWiL CORO N H H N N N H H N H

H N N N N N H N N N

BCNE t'IlRRW N N H N N N N N N Ii

!:AllVARY GI..A'\l) N N N N N N N N N H

IWIOIBULAR L'tl1PH NODE H
IlYPERPlASIA, LYNPHOIO 2 2 2 3 2 2

TIfil1US H H N N N N
HEliORRf1\GE m (2) (J) <2>

~CREA5 Ii Ii N N Ii N N N Ii
ACl~R CELL ATROPIIY (2)

PITUITARY H N N N N N N N N N

(Report Cont i nuedJ
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PATHOLOGY ASSOCIATES, INC.

S1UOY NO. 5221. 07
SUBC~RCtHC TOXICITf OF NETA-CRESOL

IN SPJlAGUE-I);j,IL:f PATS

Tabulated Animal Data

I"ilOJECT 10: NCRESOL GROUP: DNGlK6 SEX: FEl1c\LE MYS: ALL
PAGE 2 FATES: All

~11'AL ID. NO: 3541 3542 3543 3544 3545 3540 3547 3548 3549 3550

lXYROIO Ii Ii Ii Ii Ii Ii
EliBI!YWlL CUCT em m (2) (l) m

PARATHYROI C Ii U Ii Ii Ii Ii U Ii U Ii

TPACHEA Ii 11 Ii Ii 11 11 Ii Ii Ii Ii

ES OPI'AliUS Ii Ii Ii Ii Ii Ii Ii Ii Ii Ii

AOR~L G!.J:/>IO Ii Ii Ii Ii Ii Ii Ii Ii Ii Ii

LlNS
LYMPHOmlC lliFILTIlitTE I PERIV m m <2> <l) (1) m {l) m m (3)
INTERS1IT1AL lliFLlWAlll:W (I) (l} (l)

HEART Ii Ii Ii Ii Ii Ii Ii Ii Ii Ii

AORTA Ii Ii Ii Ii Ii Ii Ii Ii Ii Ii

COLON Ii Ii Ii Ii Ii Ii Ii Ii Ii Ii

OUOOEN1l1 Ii Ii Ii Ii Ii Ii Ii 1'1 Ii Ii

FOREST(l'ACH 1'1 Ii Ii Ii Ii Ii Ii 1'1 Il Ii

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY 110. 5221.07
SlJ8C11RCt/]C TIlXICI1Y OF NE'TA-CRESOl

IN SPRAGUE-ctW.<1 PATS

Tabulated Animal Data

PROJECT 10: HCRESOl GROUP: OI'lGlKG SEX: F~LE MYS: AU
PAGE 3 FATES: ALL

~II'AL 10. NO: 3541 3542 3543 3544 3545 3546 3547 3548 354~ 3550

GlJNOULAR Sf(]'.A CH N N N N N 11 11 N 11 N

S1<IN N N N N N N N N N N

tW1'ARY GtJtlO N N N N N N N H Ii N

Sl<ElETAL MUSCLE N N N N 11 11 11 H Ii N

LIVER H N N 11 11 H 11
INFl.#t'ATI Ct/ ( 1)
HB"ATOPOIETIC CELL PROLIF. (2)

LYNPllOC'!TIC lNFILTRATE {2)

SPLEEN 11 N N 11 11 11 11 11 11 11

KI Ct/<1 N H N 11 11 11 11 11 11
NEPHROPATHY (2)

HYDRCt/EPHROSI S, llilLATERAl 3

URINARY BLADOER N H 11 11 N 11 11 11 11 N

TESTES f f f f f

PROSTATE f f f f f f f f f

(Report Cont i ftUfdJ
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCrfflllUC T[;(IClTI OF HETA-CRESOL

IN SPIlAGUE-M.'LEY RATS

Tabulated Animal Data

PROJECT 10: HCRESOL GROUP: OH6IKS SEX: F8"ALE CAYS: ALL
PAGE 4 FATES: AU

A'lII'>lL JO. NO: 3541 3542 3543 3544 3545 3546 3547 3548 3549 3550

ClJARIES N N N II N N N II N II

UTERUS II N N N N N II N II N

CE~IX N N II N II N II II N N

EYES N H II N N N II N N N



.--..,.

PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221. 07
SUSCHRiJ'f! CTIlXIClTf OF HETA-C.ESOL

lH Sl'PAGUE-M,KEY PATS

Tabulated Animal Data

PROJECi 10: HCRESQL
PAGE 5

GROUP: OHSf1(G
FATES: All

SE:< : FEli'\LE OAYS: ALL

>tlI~L ID. NO: 3541 3542 3543 3544 3545 3546 3547 3548 3549. 3550

THER TISSUES ~O LESHNS:

(Report Con! inu!dl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.D7
SU8CHR(}lIC illXlCm OF HEiA-CRESOl

IN SPPAGUH~lE'l' PAiS

Tabul ated An irnal Data

PROJECi 1D: HCRESOl GROUP: 1lI16/KG SEX: F~lE DAYS: ALL
?AGU FATES: AU

A'ilWiL 10. NO: 3551 3552 3553 3554 3555 3556 3557 3558 355~ 3560

BRAIN N N N N N Ii N N H H

SCIATIC NEM N N N N H Ii N Ii N ~

SPl~l CORD N N N Ii N N N N H N

B(}lE N N N N N N N N N N

m I'ARRW N N N N N N N N N H

SAll VARY ElmO H N N N H N N N N N

MANDIBULAR LYMPH NODE N H H N N N
HYPERI'lASIA, LYMPHOIO 2 2

i1l't1iUS H N N N N
HEJiORRHAGE (J) (2) <2l (l) (2)

iW'l~EAS N H N H N N H H H N

PITUlTARY N N N N N N H N N Ii

THYROID N N H N N N
EHBRYtmL DUCT CYST (2) m (2) (2)

(R!port Cantinu!dl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221,07
SUSCHRCNIC TOXICITY OF META-CRESOl

IN SPRAGUE-MJL.EY RATS

Tabulated Animal Data

PROJECT 10: HCRESal GROUP: OH6IKS SSt:: FEi"ALE OAYS: ALL
PAGE 7 FATES: AU

~1r'AL 10. NO: 3551 3552 3553 3554 3555 3556 3557 355B 3559 3560

PAAATHYROIO II U U U II U N II ~l N

TRACHEA II II II II II II II II II N

ES OPWtG US II II II II II II II II II II

AOR~L G~O II N II II II II II II II II

ltt!S II
l'I'HPHOCYTIC lliFILTP.ATE,PERIV m m (l) m (2) m iJ)

INTEllSTlTIAL IIIF1..m'ATJ CN m (2) m
l£l10RRlJASE m

HEART II II II II II II II II II II

AORTA II II II tf II II II II II N

COLCN II II II II II II II II II
MEiAZrA'I PARASITE P

OUODENlJ1 II II II II II N II N N N

FORES1CMCH II N N II II II II II II II

(Report Continued)

III -17



PATHOLOGY ASSOCIATES. INC.

STUDY NO. 5221.07
SlIBCHR(}I! CTOXI cm OF HETA-CRESOL

IN SPRAGUE-CAULEY RATS

Tabulated Animal Data.

PROJEIT 10: NCRESOL GROUP: OHG/KG SEX: FB'ALE DAYS: AU
PAGE 8 FATES: ALL

,:Nlr<AL ID. NO: 3551 3552 3553 3554 3555 3556 3557 3558 3559 3500

GLANDULAR STOMACH N II II II N N N N II N

SKIN N N N N N N N N N N

twf'ARY GLAND N II N N N N N N N N

SKELETAL MUSCLE II II N N N II II II N II

.,""
LIVER II N N N N N N

LYMPHOCYTIC INFILTRATE {I) <J) (I)

SPLEEN N N N N N N II II II N

KI~EY II II N N N N N N
LYMPHOCYTIC INFILTRATE (2)

HYORONEPHROSIS, UNILATERAL 2 2

URII¥\RY BLADDER N N N N N N II N N N

TESTES J J J

PROSTATE J • J J J • J • *

IJJARI ES II II N N N II II II II II

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUOY NO. 5221.07
S1J8CHRCNIC IOXlClTY OF tlE"TA-CRESOL

IN SP!lAGUE-tl;ULf!' RA1S

Tabulated Animal Data

PROJEC1 ID I HCmOL GROUP: OHG/~G SEX: FEllALE CAYS: AU
PA6£ 9 FA1ES: ALL

,:HI/'AL ID. NO: 3551 3552 3553 3554 3555 3556 3557 3558 3559 3560

U1ERUS N N N N N H H H
DlLA1ATlCN 2 2

CEMX H N N N N H N N N N

EYES N H N N H N N N N N

(Report Continued)

258
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PATHOLOGY ASSOCIATES, INC.

STUOYNO. 5221.07
SU8CHRl:tiIC TOXICI1Y OF META-CRESOL

IN SPRAGUE-OfiULEY fIATS

Tabulated Animal Data

PROJECT 10: HemOL
PAGE 10

GROUP: ~IlIKG

FATES: ALL
SEX: F9"ALE rAYS: AU

~l~L 10. NO:

1HER TISSUES ~O LESIIllS:

3551 3552 3553 3554 3555 3556 3557 3558 3559 3560

(End of Report>
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PATHOLOGY ASSOCIATES, INC.

STUD'f NO. 5221,07
SUBCHRCliIC TOXIeIn' OF HETA-tRE5OL

IN 5PRAGUE-M'LE'f RATS

Tabulated An i rna 1 Data

PROJECT ID: HCRESOL GROUP: SOliS/KG S8<: /'ALE t!\'fS: ALL
PAGE 1 FATES: ALL

Rlll'AL ID, NO: 3443 3444 3445 3449 3450 3454 3455 345. 3457

BRAIN

SCIATIC NE!\'JE f f f f f f

SPII'AL CORD f f f I f f

elliE f f f f I f f f

BltIE I'ARRlll f

~LllJAR'fGl,:tlD f I f f f

f'FM)IBUlAR L'fHPH NODE f

TJm1US f f f f f f f f

PRlCREAS f f f f

PlTUlTAR'f f I f f f t

TH'l'R01O f f I t f f f

PARATHYROIO f f f f f f t

(Rtport Cont inutdl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.cr7
SUBCHRltnC TOXIClTY OF META-tRESOl.

Iii SPRAGUE-~LEY RATS

Tabulated An i rna 1 Da.ta

PllOJECT 1D: HeRE SOL SROUP: 50l'1G/K6 58<: !"ALE DAYS: ALL
PAGE 2 FATES: AU

A'HHAL 10. NO: 3443 3444 3445 3449 3m 3454 3455 3456 J457

TRACHEA t t t t

E50Pl'AGUS t t t t i t t t

ADR~L 6li'1iD t t

LIllS t t t t t t

\£ART t t

AORTA t t t t • t i

COLIll t t

OUOOEHUH t t t .t t f t t

FORE5T~CH t t f f

G~OULAR ST~CH t t f f f f f

SKIll t t t f

I'A't1ARY G~O t t t t i t t

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.D7
SUBCHRONIC TOXICITY OF HETA-CRESOl

IN SPRAGUE-OtiJlEY PAIS

Tabulated Animal Data

PROJECT lOt HCRESOL 6ROUP: 5ll11G/1iG S~: ~LE DAYS: ALL
PAGE 3 FATES: AU

~I~L ro. MO: 3443 3444 3445 3449 3450 3454 3455 3456 3457

SKELETAL MUSClE f f f f f f

LIVER f N N f N
LYHPHOCYTIC INFIL1RATE (2) .-
C'fTOPlilS'lI CVACUOlilTHtl (2) m
NECROSIS m

SPtE8'f f J J f f •

KlrNEY J J f f f

NEPHRO?ATHY :2

lRlIl¥lRY BLADDER J

lESTES J f " f f i f

PROSTAlE I J J J

OJARIES I I J f f I J f f

UTERUS " f f f

CE~IX J f i f f J *

(Report Contin~.d)
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PATHOLOGY ASSOCIATES, INC.

S'TU~Y NO. 5221.07
SUBCHRaHC TOXICm ~F META-CRESOL

IN SPRAGUE-[lCj,jlf( RATS

Tabulated Animal Data

PROJECT 1~:IiCmOL GROUP: 5011GJKS SEX: ~LE MYS: ALL
PAGE 4 R\TES: AU

~l~L ID. NO: 3443 3444 3445 3449 3450 3454 3455 3456 3457

EYES I

(Repor t Con t inuedJ

N I I
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PATHOLOGY ASSOCIATES. INC.

STUDY NO. ~221.07

~~r.HR(NIC TOXICm OF HETA-CRESOL
IN SPRAGUE-CAULEY RATS

Tabulated Animal Data

PROJECT ID: MCRESOL
~GE ~

GROUP: 50NIlIKG
FATES: ALL

SEX: /'ALE MYS: AU

A'lItt\l ID. NO:

THER TISSUES A'lO lES!CNS:

3443 3444 3445 3449 3450 3454 3455 3456 3457

(End ~ R!por tl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SllBCHRttlIC TID:ICl1Y OF /'tflA-CRESOl

IN SPRA6UE-~lEY MTS

Tabulated Animal Data

PROJECT 10: KCRESOL
PAGE 1

ifill'Al 10. NO:

8RAIN

SCIATIC HEM

SPII'f<L CORD

!WE

E~E t'ARRW

:AllVARY GlmD

I'A'lDIBULAR LYMPH NODE

GROUP: SONG/KG
FATES: ALL

3571 3573

f

f

f

f

f

SE(: FEl'ALE om: ALL

TIl1?fUS

P~CREAS

F!TUI1ARY

THYROID

FARATHYROIO

f

f

f

f

f

f

f

(Rlpor t Con I inuldJ
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PATHOLOGY ASSOCIATES, INC.

STUDY NO, 5221.07
SUBCHRON1C TOXICITY OF META-CRESOL

IN SPRAGUE-CAULEY RATS

Tabulated Animal Data

PROJECT ID: MCRESOl
PAGE 2

A'iI~L ID. NO:

TRACHEA

ESOPWlGUS

ADRI:1JAL GI.#lD

HEART

AORTA

CllL~

FOREST~CH

6t..AAOllLAR STllVlCH

SK!f'1

GRQUP: SeliG/KG
FATES: AlL

3571 3573

t

I

t

I

+

I

•

I

58:: FIWILE MYS: ALL

(Repor t Con t inutdJ
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SllBCHRCt/1 C Tm:1 em OF tiElA-CRESOl

III SP!IAGUE-~lEY RATS

Tabulated Animal Data

PROJECT 10: MCRESOL
Pl\lit 3

~IMl 10. NO;

SKElETAL HUSCLE

llvtR

SPLEEN

KJ~Ei'

UR INARY BLADDE.ll

1ES'TES

?RDST~TE

GROUP: 5O!'iIilKG
FATES: All

3571 3573

f

f

f

t

SEX: F8'!AlE MYS: All.

I1JAIlI ES

U1ERUS

EYES

t

f

f

H

t

(R~port Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRIJHC TOXICITY OF HEl'A-CRESOl

IN SPRAGUE-QAWLEY RATS

Tabulated Animal Data

PROJECT W: l'lCRESOL
PAGE 4

~II'AL 10. NO:

OTHER TISSUES "tJD LE5I~S:

HEDJASTIti\L I){-HEl'lORRl'AGE

GROUP: 5Dl'lGlKG
FATES: All

3571 J:in

3

SEX: F~LE DAYS: ALL

(Eild of Report)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221. 07
SUBCHRIJII CTllXI em OF HETA-cRESOL

IN SPRAGUE-I'IiILEY RATS

Tabulated Animal Data

PIl0JECT 1D: ~CRE50L GROUP: 150HIiIKG SEX: ~LE DAYS: ALL
PAGE 1 FATES: ALL

r.>lIr'l\L ID. NO: 347B 3479 3484 3488

SPAIN

SCIATIC NEIiVE I

SP (/tAL CORO J

BiJ'E J I J

ElM ~RRW I J I

!:ALlVARY GIA'lD I I I

/WiD1BULAR LYHPH NOD E I J

TllYHUS J I J f

I'¢I'iCR~S I

PITUITAI<'( f I I f

THYROID

PARATHYROID I J J J

(RfpDr t Cont inufdJ
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
.:":(: '

SU8CHRlJUC TlDClCITY OF HETA-CRESOl
IN SPRAGUE-~LEY 11A1S

Tabulated An irna 1 Da.ta.

PROJECT 10: HCRESOl GROUP: 1~IlHIi/l(G SEX: ~LE DAYS: ALL
PAGE 2 FATES: ALL

~IHAl 10. NO: 3478 3479 3484 3488

lRACHEA f f f

ESO?I'AGUS f

AOIIDW.GtAiO f f f

LltiG ! ! !

~RT f !

AORTA t t f f

CllLa-l f

OUODENLt1 f f !

FORESTIHllCH I f f

GtAiDULAR STONACH I J

SKlN f f

i'Wft'lRY G~O I f f f



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
5UBCHRO'i!C TllXl ClTY OF META-CRESOl

IN SPRAGUE-D/lllLEY PATS

Tabu 1 ate d An i rna 1 Data.

PROJECT 10: MCRESOL GROUP: 15aMlilKG SEX: tt:\LE DAYS: ALL
PAGE J FATES: AU

~I~L 10. NO: 3478 3479 34B4 3468

SlIELETAL HUSCLE I I

LIVER I H
mOPLASiIC VACUOUlT!tN (2) (2)

SPLEai I I

KI~EY I f

URINARY BLAOOER I f I

TESTES f

ATROPH'I ,SelINI mous TUBULES (3)

PROSTATE I I f

OVARIES I I I

UTERUS f I

CEIiVIX f I i i

EYES I i

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHR~IC TIlXICIlY OF HE'TA-CRE50L

IN SPRAGUE-CAULEY RATS

Tabulated Animal Data

PROJECT ID: I1CRESOL
PAGE 4

~II'AL ID. NO:

lTIiER TISSUES (liD LESHNS:

GROUP: ISOHGlKG S8(: WiLE
FATES: ALL

me 3479 3484 3488

~YS: ALL

(End of R.port)
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PATHOLOGY ASSOCIATES, INC.

STlJOY NO. 5221.07
5lJBCHRCNIC TOXICm OF I1E"TA-CRESOL

IN SP~GUE-tW./lEY !lATS

Tabulated Animal Data

PROJECT 10: I1CRESOL
f;'lGE I

IIWI:=lL 10. NO:

BRAIN

SCIATIC NEIilJE

SP!~L CORD

B~E I'i\RRW

S!\LIVARY GLA'iD

MANDIBULAR LYNPH HOOE

nrmus

PITUITARY

TlffROID

PARATHYRDl 0

GROUP: 150NG/KG S8<: Fe'ALE
FATES: ALL

3602 36(14

I

I

I

I

I

!

I

Cl\YS: AU

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUSCHRDHIC TOXICITY OF META-CRESOL

IN SPRAGUE-OAULEY RATS

Tabulated Animal Data

PROJECT ID: HCRESOL
PAGE 2

~IML ID, NO:

TRACH~

ESCP~GUS

ADRm;L Gl.JfiD

LlNS

HEART

GROUP: tSONG/KG SEX: FEMALE
FAlES: ALL

3602 3604

,

I

I:AYS: AU

AORTA

COLrtl

FOREST(tlJ\CH

&JtolOULAR STa"AOi

SK1N

I

t

:iI

,

I

t

<R!port Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
S1J8CHRCtlIC TOXICITY OF META-CRESOL

ltf SPRAGUE-LWILEY PATS

Tabwlated Animal Data

PROJECT ID: HCRESOL
PAGE 3

INIt'AL ID, NO:

SKELETAL MUSCLE

LlvtR
HEPATODIAFHAAG'ATlC NOOULE

SPLEEN

KICfiE'i

III It'AR'f BLADDER

TESTES

GROUP: ISONG/KG S8<: FE!'ALE
FATES: ALL

3602 3604

P

•

t:'lm:AU

PROSTATE

IYJARIE5

UTERUS

CEIWX

EYES

•

•

I

•

(Repot't Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221,07
SlJ8CHRlJollC lUXICm OF liETA-CRESOL

IN SPRAGUE-~EY RATS

Tabulated Animal Data

PROJECT 10: NCRE50L
1'AG£ 4

4iII'AL 10. NO;

IiER TISSUES AND lE5ICllS:

JEJlNLN-NO~L

GROUP: 150NSlKG SEX: FB;:iLE
FAleS; ALL

3602 3604

p

DAYS: All

(End 01 Riper tl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. ~221. 07
SJJBCHRCtllC TOXICITi OF ~A-CRESOL

IN SPRAGUE-CAULEY RATS

Tabulated Animal Data

PROJECT IDl KCRESOL GROUP 1 4~~6IKG SEX: MALE DAYS: AU
PAGE I FATES: ALL

~lJ'IAL 10. HOl 3501 35Q2 3~03 3504 3505 35D6 3507 3508 35D9 :lS! D

BRAlN H If If N If If H If N If

SCIATIC HERVE H Ii H Ii If Ii Ii N H Ii

5PI~L CORD Ii Ii H Ii Ii Ii If Ii Ii Ii

Bl:NE Ii Ii N Ii N H Ii Ii Ii N
-.,.

BCtiE I"ARR~ Ii Ii H Ii Ii Ii Ii Ii Ii N

&illVARY 61Jt1D H Ii Ii Ii If Ii Ii Ii N H

MANDIBULAR LYNPH HODE If Ii
~PERPLASIA, LYNPHOJD 2 2 2 2 2 2 2 2

- Tlfl'NUS Ii N Ii N Ii II
HEl10RR~GE (2) <Z) <2) <2)

~CREAS Ii If If H H Ii Ii Ii H
Iie'lDRRfI:\GE <2)

PITUITAil"t If Ii Ii Ii Ii Ii N Ii H Ii

(Report ~n t i nuedl
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PATHOLOGY ASSOCIATES, INC.

STUDY MO. 5221.07
SUBC"Rl:tl(C TllXlCITt' Ilf HETA-CRESOl

IN SP~SUE-QAUlEY RATS

Tabulated Animal Data

PIlOJECT 10: HCRESDL 6ROUP: 450t\61K6 SEX: !'AlE MYS: All
PAGE 2 FATES: AU

ml~l 10. MO: 3501 3502 3503 3504 3505 3506 3507 3508 3509 3510

1HYROID M N M U N
ENBRY~l DUCT rm <2} (2) (2) <2l
ATROPIi'f [31

PARAili'fROI D N N N N U N N N N N

TRACHEA N N N N N N N N N N

E>OPflAGUS N N N N N II N N II N

AOREIW. EL.>tiD N N N N N N N N N N

llJjG N N N N N N N
ClJ'i 6E5T IIII [31
LYHPHOCYTIC IHFIliRA1E,pmv m m
ItlTERST mAL IHFlJI't'Aillll (2)

HEl1RT N N N H N
JNF~. ,CHRlllIC, lfl'OCAIroILtl (1l (2) m (2) (J)

AORTA H N N N N H N H N N

COLON N li N N N N N N N N

DUaOENlr1 N N N A N N H H N N

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBC~RIl'lIC TlI<ICm OF META-CRESOL

IN SPRAGUE-MolLE"!' RATS

Tabulated Animal Data

PROJECT ID: NCRESOL 6ROUP: 45ONGlK6 SEX: I'ALE DAYS: ALL
PAGE 3 FATES: AU

#/1J'AL ID. NO: 3501 3502 3503 3504 35D5 350. 3507 3508 3509 3510

FOREST~CH II II II II N N II N II II

GL#lDULAR ST~CH II II II II N II II II N II

s:<11I II II II N II II N II II N

I'A't'ARY GL#lD II U U N II U II Ii II U

s:<ELETAL HUSCLE II II N II II N II Ii II II

LIVER N II II II II II N II II
~PATDDIAPHRAIJ"ATI CNOOULE P

SPLEEN N II II II N II II II II II

KI~EY II II II N II II
LYl1PHDCYTIC INFILTRATE (I} m
RE6ENERATI Il'l, RENAL TUBULES (2) (2)

URI~RY BLADDER II II II II II II N II II N

TESTES II II II II II N II N II
ATROPHY ,S81INIFEROIlS TUBULES (2)

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHRlIHC TlIJ:!CITi OF META-CRESOL

IN SPRAGUE-~lEY RATS

Tabulated Animal Data

1'l10JECT 10: MCRESol GROUP: ~5OHSI~G S8<: !'AlE DAYS: All
Pl\GE 4 FATES: ALL

~I~L 10. NO: 3501 3502 3503 3504 3505 3506 3507 3508 3509 3510

PROSTATE Ii Ii N Ii N Ii N N Ii
LYMPHOCYTIC INFILTP.ATE (2)

IJJARIES f f f

UTERUS f f f f f t

CEI\IJIX f f f

EYES Ii Ii Ii N Ii Ii N N N H

(R~porj Conlinu~d)
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PATHOLOGY ASSOCIATES. INC.

STUDY NO. 5221.07
SU8CHRI}HC TOXICITY OF HETA-CRESOl

IN SPAAGUE -M./lEY RATS

Tabulated Animal Data

PllOJECT 10: HCRESOl
PAGE 5

GROUP: 45OH6IKG SEX: !'AlE
FATES: ALL

OAYS: All

~1!'Al 10. NO:

THEil TISSUES ~O LESHNS:

3501 3502 3503 3504 3505 3506 3507 3508 3509 3510

(Repor t Con t iRuedl

~? 8 1
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
--. SUBCHR~IC TIlXI CITt OF META-CRESOl

>.

IN SPRAGUE-MollE)' RATS

Tabul ated An imal Da.ta

PROJECT 10: MCRESOl GROUP: 450MG/KG SEX: MALE DAYS: ALL
PAGE. FATES: All

;/'lIr'Ill 10. NO: 3511 3512 3513 3514 3515 351. 3517 3518 3519 3520

BRAIN H N H H H H N Ii N
H8'lORR~GE (I)

SCIATIC HERVE H N H N N N H N H Ii

5PlltiL CORD Ii H Ii Ii Ii Ii Ii N Ii Ii

IlIJ"E Ii H Ii H Ii H H N Ii N

B~E r'IlRRI),j H Ii N H Ii N Ii Ii Ii H

SALIVARY 6l#I0 Ii N Ii N Ii Ii Ii N Ii H

MANOIBULAR LYHPH NODE
HYPE,PLASIA, LYMPHOIO 2 2 2 3 2 2 2 2 2 2

THYMUS H Ii Ii Ii H Ii Ii Ii Ii
HEl10RRPA6E (3)

PANCREAS Ii Ii N N Ii Ii Ii Ii N H

PrTUITARY Ii Ii N Ii Ii N Ii U
CYST, PARS Irffm1EDIA (2)

CYTOPLA911 CVACUa. ,PARS DIST (2)

(Rfport Co~tinued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHRll'iIC TOX1CITY OF HETA-CRESOL

IN S?RAGUE-CIlI.ILE'f RATS

Tabu 1 ated An ima 1 Data

PROJ ECT 10: IiCRESOL GROUP: 45llHGlKG SEX: r'ALE !lAYS: AU
PAGE 1 FATES: ALL

I'iill'Al 10. NO: 3511 3512 3513 3514 3515 3516 3511 3518 3519 3520

TlfIROIO N N N N N N N N
818RYlH=lL DUCT CYSl (2) (2)

PARATlfIROID N N N N N U N U N U

TRACHEA N N N N N N N N N N

ESO?~GUS N N N N N N N ·N N N

ADR9-f:\L 6lA'lD N N N N N N N N N N

lltlS N N
LYNPHOCYTl C mFI LTPATE ,fERIV (2) m m (2) (2) (2) (2) (2)

INTERS'TlTlAl INFlPIf'ATI ll'i (2) <2} {2}

HEAIlT N N N N N N N Ii
lliFl#l.,CHRllilC, MYOCARDllI1 (2) <2}

AOIlTA N N N N N N N N N N

COliJI N N N N N N N N N N

DUODENlIi N Ii N N N N N Ii Ii N

(Rtport Continutdl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
S1J8CHRCtllC 10XICITf OF I1E'TA-CRESOL

IH SPRAGUE-C\'lolLE'i RA1S

Tabul ated An imal Data

PROJECT 10: HCmOl GROUP: 45~G1KG S8(: !'AlE DAYS: ALL
PAGE a FAlES: ALL

>HIl'AL ID. NO: 3511 3512 3513 3514 3515 3516 3517 35l B 3519 3S2Q

FORESTlJ'ACH H H Ii H H N H U Ii Ii

~OULAR S'TIl'ACH H Ii Ii Ii N Ii Ii H Ii Ii

SKIN Ii N N Ii N Ii Ii Ii H H

~Rr 6Lh10 U U U Ii Ii N Ii Ii N U

SmE'TAl MUSCLE H Ii Ii H Ii N N N N Ii

LIVER H N Ii H Ii Ii Ii Ii H Ii

SPLEEN Ii Ii H Ii H Ii Ii Ii Ii Ii

KICtlE'l' Ii Ii Ii Ii H H Ii Ii
NEPHROPATHY (2)

RE6ENERATIIJI, R~L TUBULES m

URIIWlRr BLADDER H Ii Ii H Ii Ii Ii Ii Ii H

lESTES H H Ii Ii Ii Ii H Ii Ii H

PROSTATE H Ii Ii Ii Ii H Ii H
LYHPHOCYlIC IHFILTRATE m m

(Rrpcrt Continurd)
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PATHOLOGY ASSOCIATES, INC.

5T1JDY 110. 5221.07
SUBCHRtNIC T(t(]Cl1Y OF META-CRESOL

IN SPRAGUE-CAULEY RATS

Tabulated Animal Data

PROJECT 10: HCRESOL GROUP: 45DHGlKG SEX: !'ALE DAYS: AU
FAGE 9 FATES: ALL

~I!'AL 10. NO: 351l 3512 3513 3514 3515 3516 3517 3518 3519 3520

C1JARIES J J f J f i J J f f

UTERUS J f i i f f i

CE~IX t • t t J t f t

EYES N N N N II N II II II N

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCliRtli!C TOXICITY OF NtiA-CRESOL

IN SPRAGUE-tl:lILEl' RATS

Tabulated Animal Data

PROJECT ID: HCRESOL
!'AGE 10

GROUP: 450HGlKG SEX: ~LE
FATES: ALL

MYS: ALL

;tIINAL 10. NO:

JTHER TISSUES ;tiD LESI[JiS:

..~ "

3511 3512 3513 3514 3515 3516 3517 3518 3519 352U

(End of Report>
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PATHOLOGY ASSOCIATES, INC.

SiUDY NO. 5221.07
SlJIltHIltNIC TOXIClTi OF /lETA-CRESOL

IN 5PMGUE-~EY PATS

Tabulated Animal Data

PROJECT ID: HCRESal GROUP: 450HGlKG SEX: F~LE DAYS: All
PAGE 1 FATES: ALL

Itlll'AL 10, NO: 3631 3632 3633 3634 3635 3636 3637 3639 3639 3640

BAAllf N If If N If If If N N N

SCIATIC HEM N N N N N If N N N II

SPJ~L CORD II II II II N N II II II H

Il(tjE II II II II N II N II II II

8ll'lE I'J1RRIl; N II N II II II N N t~ N

~LJVARY GL#iD N If N N N If Ii II N N

~D!aULAR LYMPH NODE N
I«PERPLASIA, LYMPHOIO 2 2 3 2 2 2 2 3

THYMUS N II N II If N N
H~ORRflAGE (2) (2) (I)

~CREAS N N If II II N II II II
lNFLANNATION, CHRONIC (2)

PITUJTARY II N If N N N U N N II

(R~por t Con t i nu~d)
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PATHOLOGY ASSOCIATES, INC.

~";~
STUDY NO. 5221. D7

SUSCHRCtH CTIlXI cm DF HETA-CRESOl
IN SP~GUE-DflUlE'r RAlS

Tabulat@d Animal Data

PROJECT 10: HCRESOl GROUP: 450l1G1~G SEX: FEl'AlE ~YS: All
PAGE 2 FATES: AU

~J~L 10. NO: 3631 3632 3633 3634 3635 3636 3637 3638 3m 3640

1HYROID N N N N N
EHSRY(ffiL DUCT CYST (2) <2) (2) (2) {2)

PARATIil'RD1O Ii Ii U N N U N U N N

TRACHEA Ii N Ii Ii N N N N Ii H

ESOPfJAGUS Ii N N N Ii N N Ii Ii N

>

~.

ADR~L G~D Ii Ii Ii Ii Ii Ii N N N H

LLNG N Ii N
LYMPHOCYTIC lliFILTRATE,mIV (2) (2) (2) (2) (2) {I}

INTERSTITIAL lliFlA't'ATJ rr1 (2) (l)

HEHORR~GE (l)

HEART Ii N Ii Ii N Ii Ii Ii Ii Ii

AORTA Ii Ii Ii Ii N N N Ii Ii Ii

COLeN Ii Ii N Ii N Ii Ii Ii Ii
HETAZOAN PARASITE P

DUODENlI1 N Ii Ii N Ii N Ii Ii Ii N

(Report Cont inuedl
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PA7HOLOGY ASSOCIATES, INC.

' . STUDY NO. 5221.07
•>

SUBCHRttl!C TOXIem OF HETA-CRESOl
IN SPRA6UE-C!<LlLEY Il<\TS

Tabulated Animal Data

PROJECT ID: HCRESOl GROUP: 450MGIJ(G SEX: FEl'ALE MYS: All
MOE 3 FATES: ALL

~II'AL !D. NO: 3631 3632 3633 3634 3635 3636 3637 3638 3639 3640

FORESTIJ'ACH N N N N N N N N N
SQ~O'JS em (2)

Gl.tNDULAR STIhlCH N N N N N N N N N N

51( IN N N N N N N N N N N

l1Pffi'\ RY G~D N N N N N N N H H N

S1<ELETAL NUSCl.E N N N N N N N N H N

LllJER N N N H N N N N N N

SPlEeI N N N N N N N N N N

Kll:tlEY N N N N N N N N N
CYST <3>

URI~RY BLADDER N N N N H N N N N H

TESTES 'i 'i 'i f .. ..

PROSTATE .. f .. • .. f I .. I

(Report Conlinu.dl
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PATHOLOGY ASSOCIATES, INC.

.~._.... STUDY NO. 5221.07. --
SU8CHRCNIC TIlXICITt OF META-CRESOL

IN SPIlAGUE-M.lLEY RATS

Tabulated Animal Data

PllOJECT 10: NCRESOL GROUP: ~50NG/KG SEX: FE!'l'1LE DAYS: ALL
PAGE ~ FATES: ALL

~1l'AL 10. NO: 3631 3632 3633 363~ 3635 3636 3637 3638 3639 3640

I1JARI ES N N N N N H N H N N

UTERUS N N H N H N H N N
01 LATA1I Cli 3

CERJIX H N N H N H N N H N

EYES H N N H H N N H N H

(Report COlltinuedl
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PATHOLOGY ASSOCIATES, INC.

STUOY NO. 5221.07
SlJBtHRtrlIC T(t{ICm OF HETA-CRESOL

IN SPFAGUE-c.<I.ILEY RATS

Tabulated Animal Data

PROJECT 10: HCHESOL
PAGE 5

GROUP: 450HG/KG SEX: F~LE
FATES: ALL

MYS: AU

~II'AL JD. NO:

frlER TISSUES fflD LESIONS,

3631 3632 3633 3634 3635 3636 3637 363B 3639 3640

(Report Continued)

,~ 0. {
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PATHOLOGY ASSOCIATES, INC.

~-- '., STUDY NO. 5221.07
SUBCHRIliI ClOX] cm OF META-CRESOl

IN SPRAGUE-~LEY RATS

Tabulated Animal Data

PROJECT ID: HCRESOL GROUP: 45OHGlK6 SEX: F~LE DAYS: All
PAGE 6 FATES: AU

~1l'AL 10. NO: 3641 3642 3643 3.144 3.145 364.1 3647 3648 3649 3650

BRAIN II ~ N N N N N N N N

SCIATI CNE~E N II II II N II II II II N

SF IlJAl ClIRO N II N II Ii N N N N II

BCNE ~ II N N II II N II N N

8lM ~RRClI ~ Ii N N Ii Ii II N II N

:.\LII,'ARY GLMO N II Ii II Ii Ii N Ii N N

~D JBULAR l'1l1PH NODE ~

HYPERPLASIA, L'1l1PHOID 3 2 2 2 2 2 2 2

1H'I'litJS Ii N N ~ Ii N N II II N

~CREAS N Ii Ii ~ N N II N Ii N

mUllARY N Ii N Ii N N N N N N

THYROID Ii II N N II Ii
El1SRY(J1:jL DUCT CYST m (2) (l) m

(R.port Continu.dl
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PATHOLOGY ASSOCIATES, INC.

mOy NO. 5221.07
5U8CHRCtl]C TOXICIn' OF NE1A-CRESOL

IN S?RAGUE-~LEY !lATS

Tabul ated An imal Data

PROJEC, ID: NCRESOl GROUP: 450NGlKG SEX: F9'AlE CAYS: AU
MGE 7 FATES: ALL

~IML ID. HO: 3641 3642 3643 3644 3645 ' 3646 3641 3648 3649 3650

PARAiH'iROIO N N N U U U N N H

lAACHEA N N N N N N N N N N

ESO?~GUS N N N II N H H N N H

1lJ)~ 6lJHO N N H N N H N N N N

LLl'I6 N N H
lYNPHOCYTI C INFllT!lA1E ,?ERIV <2l m m m (2) (2) <2>
INTERSTITIAL INFVtt'ATl tN (I)

N H N H H N N H H N

AORTA H H H H H H H H H H

COLtN H H H N H N H H N H

OUODENlJ1 N N H H N N N H H N

FORESTI1"ACH H H H " H H N N N "
GLmOULAR STU"ACH N N N " " N H N N N

(R~port Cant iny~d)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TI])(ICm OF liE'TA-l:RESOL

IN SPAAGUE-OfIJlEY RATS

Tabulated Animal Data

PROJECT 10\ MCRESOL GROUP: 450li6lKG SEX: FEl'ALE DAYS: ALL
PAGE 8 FATES: AU

>tlll'AL 10. NO: 3641 3.42 3643 3644 3645 3646 3647 3648 3649 3650

SKIN N N Ii N N N Ii N N N

I'#f'ARY GI.A'lO N Ii Ii Ii Ii Ii Ii Ii Ii Ii

SKElE'THL MUSCtE II Ii N N N N II N N N

LI~ER N N N N II II II II II
FATTYCfW'/GE {l)

SHEEN II N N II N II N N II H

Klt:lIEY N N II N II II II r, II
REGENERATION I ROOL TUBULES {l)

URll>'\RY BLADDER N N II N II N Ii N Ii II

TES'lES , I I I f I *

PllOSTATE I I I I I I

LPJARIES II II II Ii II N II N II N

llTERUS II II II II Ii II II II II N

(R@port Continu@d)
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PATHOLOGY ASSOCIATES, INC.

moy NO. 5221.07
5lJBCHR(t;]C lllXlcm OF NE'TA-CRESOL

IN SPRAGUE-~EY ~TS

Tabulated Anima1 Data

PROJECT 10 : NCRESOL
MGt 1

GROUP: 4SIJ/'flilKG SEX: FFJ'ALE
FAlES: ALL

MYS: ALL

~II'AL rD. NO: 364] 3~42 3643 3644 364~ 36463647 3648 3~41 3050

CERVIX

EYES

N

N

N

N

N

N

N

N

N

N

N

N

N

N

N N

N N

(Repor t Con tin ue dl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. ~221.a7

&JBCHR(tUC TlD:1 em OF HEJA-CRESOL
IN SPRAGUE-~lEY RATS

Tabulated Animal Data

PROJECT ID: HCRESOL
PAGE 10

GROUP: 4jOHGlKG SEX: FEMALE
FAlES: ALL

MYS: AU

~I~L 10. NO:

JTHER TISSUES AND lESIGNS:

3641 36-423643 3644 36~5 3646 3647 364B 3649 3650

<End of Report>
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation o~ Gross & Hicro Findings

~ROJECT 10: MCRESOL
~AGE 1

GROUP: ONG/KG
FATES: ALL

SEX: MALE DAYS: ALL

~NIMAl NO: 3411 PATHOLOGY 10. NO: 853411
~NIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>LIVER-SLIGHTLY PALE AND SWOLLEN

RELATED HISTOPATHOLOGY:

LIVER- CYTOPLASMIC VACUOLATION

ANIMAL NO: 3412 PATHOLOGY ID. NO: 853412
ANIMAL FATE: SCHEDULED SACRIFICE
P~~~ABLE CAUSE OF DEATH:

.:-.-~

PATHOLOGIST: LHB

DAYS ON TEST: 90

REF- ~.·.ENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

ANIMAL NO: 3413 PATHOLOGY ID. NO: 853413
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERE."ICE TO NECROPSY RECORD:

>I'IGL

RELATED HISTOPATHOLOGY:

ANIMAL NO: 3414 PATHOLOGY 10. NO: 853414
AI'IIMAL FATE: SCHEDULED SACRI FI CE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>

RELATED HISTOPATHOLOGY:

1'1-1
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STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation oT Gross & Micro Findings

~ROJECT ID: MCRESOL
~AGE 2

GROUP: OMG/KG
FATES: ALL

SEX: MALE DAYS: ALL

~NIMAL NO: 3415 PATHOLOGY rD. NO: 853415
~NIMAL FATE: SCHEDULED SACRIFICE
~ROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS 01'1 TEST: 90

~EFERENCE TO NECROPSY RECORD:

>LIVER-SLIGHTLY PALE

RELATED HISTOPATHOLOGY:

NO COROLLARY CHANGE DETECTED

~NIMAL NO: 3416 PATHOLOGY 10. NO: 853416
~NIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>,',:,: 'IEY-1 (5X5MM> CYST IN CORTEX OF
Fer KIDNEY

>LIVER-SLIGHTLY SWOLLEN

RELATED HISTOPATHOLOGY:

NO CYST WAS NOTED IN THE KIDNEY
CORTEX

NO COROLLARY CHANGE DETECTED

ANIMAL NO: 3417 PATHOLOGY 10. NO: 853417
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO I'IECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(Report Continued)
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STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Cor~elation oT G~oss & Mic~o Findings

ROJECT ID: MCRESOL
e.GE 3

GROUP: OMG/KG
FATES: ALL

SEX: MALE DAYS: ALL

NIMAL NO: 3418 PATHOLOGY 10. NO: 853418
N!MAL FATE: SCHEDULED SACRIFICE
ROBABLE CAuSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

EFERENCE TO NECROPSY RECORD:

HISTO-SLIGHT ROUND 3 X 3MM DARK
DISCOLORATION IN CORTEX OF RT.
KIDNEY

RELATED HISTOPATHOLOGY:

NO COROLLARY CHAI'IGE DETECTED. THE
CAUSE OF THE KIDNEY DISCOLORATION
NOTED GROSSLY WAS I'lOT DETERM I NED.

,NIMAL NO: 3419 PATHOLOGY 10. NO: 853419
,NrMAl FATE: SCHEDULED SACRIFICE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

;i~-'~' "-;NCE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

NIMAl NO: 3420 PATHOLOGY 10. NO: 8534:20
,NIMAL FATE: SCHEDULED SACRIFICE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFERENCE TO N~CROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

~NIMAL NO: 3421 PATHOLOGY 10. NO: 853421
~NIMAL FATE: SCHEDULED SACRIFICE
~R08A8lE CAUSE OF DEATH:

PATHOLOGrST: LHS

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

) t'-I '""

RELATED HISTOPATHOLOGY:

IV-3
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Pfr",i"LJLOGY .ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICIr( OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correla~icn of Gross & Micro Findings

ROJECT 10: MCRESOL
AGE 4

GROUP: OMG/KG
FATES: ALL

SEX: MALE DAYS: ALL

NIMAL NO: 3422 PATHOLOGY 10. NO: 853422
NIMAL FATE: SCHEDULED SACRIFICE
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

:EFERENCE TO NECROPSY RECORD:

LIVER-PALE AND SWOLLEN

RELATED HISTOPATHOLOGY:

LIVER- CYTOPLASHIC VACUOLATI~I

NIMAL NO: 3423 PATHOLOGY 10. NO: 853423
NIMAL FATE: SCHEDULED SACRIFICE
'POSABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

'EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

~NIMAL NO: 3424 PATHOLOGY ID. NO: 853424
~NIMAL FATE: SCHEDULED SACRIFICE
'ROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD:

>f'IGL

RELATED HISTOPATHOLOGY:

;NIMAL NO: 3425 PATHOLOGY 10. NO: 853425
;NIHAL FATE: SCHEDULED SACRIFICE
~R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

,<EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(Report Continued)
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PATHDLO~Y ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Corr~lation o~ Gross & Micro Findings

'ROJECT ID: MCRESOL
'AGE 5

GROUP: OMG/KG
FATES: ALL

SEX: MALE DAYS: ALL

.NIMAL NO: 3426 PATHOLOGY 10. NO: 853426
,NIMAL FATE: SCHEDULED SACRIFICE
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

;NIMAL NO: 3427 PATHOLOGY 10. NO: B53427
;NlMAL FATE: SCHEDULED SACRIFICE
~ROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFEREl'JCE TO NECROPSY RECORD:

>.

RELATED HISTOPATHOLOGY:

;I'I! MAL NO: 3428 PATHOLOGY I D. NO: 853428
;NIMAL FATE: SCHEDULED SACRIFICE
~R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>HISTO-TESTES HAVE SOFT CONSISTENCY.

RELATED HISTOPATHOLOGY:

TESTES- ATROPHY,SEMINIFEROUS TU8ULES

;NIMAL NO: 3429 PATHOLOGY 10. NO: 853429
;NIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS 01'1 TEST: 90

~EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(Report Continued>
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PATHOLOGY ASSOC:l.-,TES, INC.

STUDY NO. 5221.07
5U8CHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Co~~elation o~ G~oss & Mic~o Findings

ROJECT 10: MCRESOL
AGE 6

GROUP: OMG/KG
FATES: ALL

SEX: MALE DAYS: ALL

NIMAL NO: 3430 PATHOLOGY 10. NO: 853430
:N IMAL FATE: SCHEDULED SACR I FICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD:

·L IlJER-SLI GHTLY PALE AND SWOLLEN

RELATED HISTOPATHOLOGY:

NO CAUSE OF THE PALENESS SEEN AT
NECROPSY WAS NOTED

(End of Repol't)
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PATHOLOGY ASSOCIATES. INC.

STUDY NO. 5221.07
SU8CHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation oT Gross & Micro Findings

'ROJECT 10: MCRESOL
'AGE 1

GROUP: OMG/KG
FATES: ALL

SE'''<: FEMALE DAYS: ALL

NIMAL NO: 3541 PATHOLOGY ID. NO: 853541
,NIMAL FATE: SCHEDULED SACRIFICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

:>'NIMAL NO: 3542 PATHOLOGY 10. NO: 853542
:>'NIMAL FATE: SCHEDULED SACRIFICE
~ROpABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~E:., ,ENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

ANIMAL NO: 3543 PATHOLOGY ID. NO: 853543
ANIMAL FATE: SCHEDllLED SACRIFICE
PR08ABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

REFERS~CE TO NECROPSY RECORD:

>i'IGL

RELATED HISTOPATHOLOGY:

ANIMAL NO: 3544 PATHOLOGY ID. NO: 853544
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHS

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>r

RELATED HISTOPATHOLOGY:

IV-7
(Report Continu~d)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation of Gross & Micro Findings

ROJECT 10: MCRESOL
AGE 2

GROUP: OMG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

NIMAL NO: 3545 PATHOLOGY 10. NO: 853545
,1'1 IMAL FATE: SCHEDULED SACR I F I CE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD:

·t'-IGL

RELATED HISTOPATHOLOGY:

.NIMAL NO: 3546 PATHOLOGY ID. NO: 853546
,NIHAL FATE: SCHEDULED SACRIFICE
'ROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~~C~RENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

cNIMAl" NO: 35·17 '. _PATHOLOGY I D. NO: 853547
~NIMAL FATE: SCHEDULED SACRIFICE
~R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,<EFERENCE TO NECROPSY RECORD:

)NGL

RELATED HISTOPATHOLOGY:

C\t'-JIHAL NO: 3548 PATHOLOGY I D. NO: 853548
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

MYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

)NGL

RELATED HISTOPATHOLOGY:

IV-8
(Report Continued)



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation of Gross & Micro Findings

'ROJECT ID: MCRESOL
AGE 3

GROUP: OMG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

NIMAL NO: 3549 PATHOLOGY ID. NO: 853549
,/'llMAL FATE: SCHEDULED SACR I F ICE
'ROBA8LE CALISE OF DEATH:

PATHOLOGIST: LH8

OAYS ON TEST: 90

~EFERE!'ICE TO NECROPSY RECORD:

,TRIM-DILATED PELVIS, RIGHT KIDNEY

RELATED HISTOPATHOLOGY:

KIDNEY- HYDRONEPHROSIS, UNILATERAL

NIMAL NO: 3550 PATHOLOGY ID. NO: 853550
NIMAL FATE: SCHEDULED SACRIFICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

;1'1 I MAL NO: 3551 PATHOl..OGY I D. NO: 853551
~/'IIMAL FATE: SCHEDULED SACRI FI CE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>TRIM-OILATED PELVIS, RIGHT KIDNEY

RELATED HISTOPATHOLOGY:

KIDNEY- ~(DRONEPHROSIS, ~JILATERAL

ANIMAL NO: 3552 PATHOLOGY 10. NO: 853552
ANIMAL FATE: SCHEDULED SACRIFICE
PR08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS 0/'1 TEST: 90

REFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(R@port Continued)



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221,07
SU.8CHRONI C TOXI CI TY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

_....~,'-------------------------------------

Correl.tion of Gross & Micro Findings

'ROJECT 10: MCRESOL
'AGE 4

GROUP: OMG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

~NIMAL NO: =5~3 PATHOLOGY 10. NO: 853553
~IMAL FATE: SCHEDULED SACRIFICE
~R08A8LE CAUSE OF DEATH:

PATHOLOGIST: lH8

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

)NGL

RELATED HISTOPATHOLOGY:

~NIMAL NO: 3554 PATHOLOGY 10. NO: 853554
ANIMAL FATE: SCHEDULED SACRiFICE
PROBABLE CAUSE OF nEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:
i)~

RELATED HISTOPATHOLOGY:

ANIMAL NO: 3555 PATHOLOGY ID. 1"l0: 853555
ANIMAL FAiE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

)TRIM-DIlATEO PELVIS, RIGHT KIDNEY

RELATED HISTOPATHOLOGY:

KIDNEY- HYDRONEPHROSIS, UNILATERAL

ANIMAL NO: 3556 PATHOLOGY 1D. NO: 853556
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFEREl'ICE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

~/~i _

<R@port Continued)
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PA,HOLOGY ASSOCIATES, lNC.

STUDY NO. 5221.07
SU8CHRONIC TOXICITY OF r-1ETA-CRESOL

.IN SPRAGUE -DAWLEY RATS
.""':-'-. ---------------------------------

Correlation o~ Gross & Micro Findings

'ROJECT ID: MCRESOL
'AGE 5

GROUP: OMG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

,NIHAL NO: 3557 PATHOLOGY ID. NO: 853557
.,NIMAL FATE: SCHEDULED SACRIFICE
~ROBABLE CAUSE OF DEATH:

PATHOLOGIST: lHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

~N IMAL NO: 3558 PATHOLOGY I D. 1'-10: 853558
~NIMAL FATE: SCHEDULED SACRIFICE
~ROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LHS

DAYS ON TEST: 90

"(EFERENCE TO t'IECROPSY RECORD: RELATED HISTOPATHOLOGY:

~NlMAL NO: 3559 PATHOLOGY ID. NO: 853559
ANIMAL FATE: SCHEDULEC"SACRIFICE
PROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LHS

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

ANIMAL NO: 3560 PATHOLOGY ID. NO: 853560
Ai'HMAL FATE: SCHEDULED SACRI FI CE
PR08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(End 0-1' Re-pol"t)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation of Gross & M.cro Findings

'ROJECT ID: MCRESOL
AGE 1

GROUP: 50MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

N I MAL NO: 3443 PATHOLOGY I D. NO: 853443
;NIl"lAL FATE: SCHEDULED SACRIFICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFERE!'ICE TO NECROPSY RECORD:

LIVER-SLIGHTLY SWOLLEN

RELATED HISTOPATHOLOGY:

LIVER- CYTOPLASMI C VACUOLATION

~IMAL NO: 3444 PATHOLOGY ID. NO: 853444
,NIMAL FATE: SCHEDULED SACRIFICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

:L: .:NCE TO NECROPSY RECORD:

-KIDNEY-l (3X3MM) ROUND INDENTATION
IN CORTEX OF RIGHT KIDNEY.

RELATED HISTOPATHOLOGY:

KI Di'IEY- ~!EPHROPATHY

,NIMAL NO: 3445 PATHOLOGY ID. NO: 853445
,NIMAL FATE: SCHEDULED SACRIFICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD:

'EYE, LEFT-CORi'IEA PROTRUDING

LIVER-PALE AND SWOLL8'1

RELATED HISTOPATHOLOGY:

NO COROLLARY CHANGE DETECTED

NO COROLLARY CHANGE DETECTED

(Report Continued)
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PA.THOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Co~~elation o~ G~oss & Mic~o Findings

'ROJECT 10: MCRESOL
'AGE 2

GROUP: 50MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

NIMAL NO: 3449 PATHOLOGY I D. NO: 853449
4N I ~lAL FATE: SCHEDULED SACR I F ICE
~R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

'1EFERENCE TO NECROPSY RECORD:

:LIVER-SLIGHTLY SWOLLEN, PALE, AND
RETI CULATED

RELATED HISTOPATHOLOGY:

LItjER- NECROS IS

~NIMAL NO: 3450 PATHOLOGY ID. NO: 853450
~NIMAL FATE: SCHEDULED SACRIFICE
~ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

"""""RENCE TO NECROPSY RECORD:

>LI~~R-SLIGHTLY SWOLLEN

RELATED HISTOPATHOLOGY:

LIVER- CYTOPLASMIC VACUOLATION

~NIHAL NO: 3454 PATHOLOGY 10. NO: 853454
~NIMAL FATE: SCHEDULED SACRIFICE
~ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERE1'ICE TO NECROPSY RECORD:

>LIVER-MILDLY SWOLLEN

RELATED HISTOPATHOLOGY:

NO COROLLARY CHANGE DETECTED

ANIMAL NO: 3455 PATHOLOGYID. NO: 853455
-:'NIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFEREi'ICE TO t-IECROPSY RECORD:

>LIVER-ALL LOBES MOTTLED

RELATED HISTOPATHOLOGY:

LIVER- LYMPHOCYTIC INFILTRATE

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

.. ~ .._--------------------------------
Correlation of Gross & Micro Fitdings

'ROJECT ID: MCRESOL
'AGE 3

GROUP: 50MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

,NIMAL NO: 3456 PATHOLOGY ID. NO: 853456
;NIMAL FATE: SCHEDULED SACRIFICE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

,KIDNEYS-SLIGHTLY MOTTLED

RELATED HISTOPATHOLOGY:

KI DNEY- NEPHROPATHY

;NIMAL NO: 3457 PATHOLOGY ID. NO: 853457
;NIMAL FATE: SCHEDULED SACRIFICE
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

-R-PALE AND SWOLLEN SLIGHTLY

RELATED HISTOPATHOLOGY:

NO COROLLARY CHANGE DETECTED

(End of Report)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHRO~IIC TOXI ClTY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation of Gross & Micro Findings

'ROJECT 10: MCRESOL
'AGE I

GROUP: 50MG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

~NrMAL NO: 3571 PATHOLOGY 10. NO: 853571
;NIMAL FATE: SCHEDULED SACRIFICE
~ROSABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>THYMUS-DARK REO NODULE, 2X2 MM,
VENTRAL SURFACE

RELATED HISTOPATHOLOGY:

t-IED lAST! NAL LN-HEMORRHAGE. THE
NODULE, THOUGHT TO BE PART OF THE
THYMUS, WAS ACTUALLY A MEDIASTINAL
LYMPH ~IODE.

At -"'L NO: 3573 PATHOLOGY I D. NO: 853573
A~ L FATE: SCHEDULED SACRIFICE
PR08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

) I (2,'<2MM) ROUND YELLOW NODULE ! ~l

FAT NEAR LEFT OVARY

RELATED HISTOPATHOLOGY:

NO COROLLARY CHANGE DETECTED. THE
NODULE DESCRISEDAT NECROPSY WAS
MOST II KELY A FOCUS OF FAT NECROSr S.

( En d of Re p 01"' t>
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SU8CHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY PATS

Correlation of Gross & Micro Findings

RDJECT 10: MCRESDL
~GE 1

GROUP: 1SOMG/KG
FATES: ALL

SEX: MALE DAYS: ALL

NIMAL NO: 3478 PATHOLOGY 10. NO: 853478
NIMAL FATE: SCHEDULED SACRIFICE
R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

EFERENCE TO NECROPSY RECORD:

TESTICLE, LEFT-SOFT AND SMALLER
THAN RIGHT

RELATED HISTOPATHOLOGY:

TESTES- ATROPHY,SEMINIFEROUS TUBULES

NIMAL NO: 3479 PATHOLOGY ID. NO: 853479
NIMAL FATE: SCHEDULED SACRIFICE
f-~8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

.EFE:.KENCE TO NECROPSY RECORD:

LIVER-SLI GHTLY PALE At--lD SWOLLEN

RELATED HISTOPATHOLOGY:

LIVER- CYTOPLASMIC VACUOLATION

,NIMAL t--1O: 3484 PATHOLOGY I D. I'm: 853484
NIMAL FATE; SCHEDULED SACRIFICE

!R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

:EFERENcE TO NECROPSY RECORD:

LIVER-PALE. SWOLLEN SLIGHTLY

RELATED HISTOPATHOLOGY:

LIVER- CYTOPLASMIC VACUOLATION

~N!MAL NO: 3488 PATHOLOGY I D. NO: 853488
,NIMAL FATE: SCHEDULED SACRIFICE
'ROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

'L ~-SLIGHTLY SWOLLEN NO COROLLARY CHANGE DETECTED

IV-16



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Co~~.lation of G~oss & Hic~o Findings

'ROJECT ID: MCRESOL
AGE 1

GROUP: 150MG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

:NIMAL NO: 3602 PATHOLOGY I D. NO: 853602
,NIMAL FATE: SCHEDULED SACRIFICE'
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

LIVER-NODULE, IOXI2MM, MEDIAN LOBE

RELATED HISTOPATHOLOGY:

LIVER- HEPATODIAPHRAGMATIC NODULE

.1'1 I MAL NO: 3604 PATHOLOGY I D. NO: 853604
NIMAL FATE: SCHEDULED SACRIFICE
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

H:.· ~r-ICE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

-JEJUNUM-MUCOSAL SURFACE DARK RED NO COROLLARY CHANGE DETECTED

(End of Rl'portl
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICIr( OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation of Gross & Micro Findings

ROJECT ID: MCRESOL
<:\GE 1

GROUP: 450MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

>JI MAL NO: 3501 PATHOLOGY I D. NO: 853501
NIMAL FATE: SCHEDULED SACRIFICE
ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

EFERENCE TO NECROPSY RECORD:

LIVER NODULE, 5X5MM, MEDIAN LOSE

RELATED HISTOPATHOLOGY:

LIVER- HEPATOD I APHRAGMATI C NODULE

NIMAL NO: 3502 PATHOLOGY ID. NO: 853502
~IMAL FATE: SCHEDULED SACRIFICE
Rn8A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

Er- •.~NCE TO NECROPSY RECORD:

t'lGL

RELATED HISTOPATHOLOGY:

~lIMAL NO: 3503 PATHOLOGY I D. NO: 853503
NIMAL FATE: SCHEDULED SACRIFICE
ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHS

DAYS ON TEST: 90

EFERENCE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

:'JI MAL NO: 3504
NIMAL FATE: FOUND DEAD
ROBABLE CAUSE OF DEATH:

PATHOLOGY ID. NO: B53504 PATHOLOGIST: LHB

DAYS ON TEST: 4

EFERENCE TO NECROPSY RECORD:

S RED MOTTLED

PALE LIVER

BLOOD IN THE THORACIC CAVITY

RELATED HISTOPATHOLOGY:

LUNG- CONGESTION

PALE COLOR DUE TO MILD PM AUTOLYSIS.

(TISSUE UNAVAILABLE)



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUeCHRONI C TaXI CITY OF t-1ETA-CRESOL

IN SPRAGUE-DAWLEY RATS

Co~~elation OT Gro~~ & Micro Finding~

ROJECT ID: MCRESOL
AGE 2

GROUP: 450MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

,NIMAL NO: 3505 PATHOLOGY ID. NO: 853505
NIMAL FATE: SCHEDULED SACRIFICE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

:EFERENCE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

,NIMAL NO: 3506 PATHOLOGY ID. NO: 853506
,1'1 I MAL FATE: SCHEDULED SACR I F ICE
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

NIMAL NO: 3507 PATHOLOGY 10. NO: 853507
NIMAL FATE: SCHEDULED SACRIFICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

,i'IIMAL NO: 3508 PATHOLOGY ID. NO: 853508
~NIMAL FATE: SCHEDULED SACRIFICE
~ROBABLE CAUSE OF DEATH:

PATHOLOGiST: LH8

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>LIVER-SLIGHTLY SWOLLEN

RELATED HISTOPATHOLOGY:

THE CAUSE OF THE SWOLLEN APPEARANCE
OF THE LIVER WAS t'-IOT DETERMIt'-lED.

:; 1 G
(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Co~~elation o~ G~oss & Mic~o Findings

'ROJECT 10: MCRESOL
'AGE 3

GROUP: 450MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

~NIMAL NO: 3509 PATHOLOGY 10. NO: 853509
~NIMAL FATE: SCHEDULED SACRIFICE
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

-'RT. TESTI S-SLI GHTLY ENLARGED.

RELATED HISTOPATHOLOGY:

THE TESTIS SHOWING SOME ATROPHY IN
THE SEMINIFEROUS TUBULES IS THE
LARGER OF THE TWO TESTES. WHILE
MOST TUBULES SHOW ADEQUATE
SPERMATOGENESIS, ALL TUBULES ARE
MILDLY DILATED.

~,:':'<' 'L NO: 3510 PATHOLOGY 10. NO: 853510
~~~ ,L FATE: SCHEDULED SACRI F ICE
~ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

~NIMAL NO: 3511 PATHOLOGY 10. NO: 853511
;NIMAL FATE: SCHEDULED SACRIFICE
~R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>t'JGL

RELATED HISTOPATHOLOGY:

(Report Continued)



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAlJLEY RATS

Correlation of Gross & Micro Findings

PROJECT 10: MCRESOL
PAGE 4

GROUP: 450MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

~NIMAL NO: 3512 PATHOLOGY 10. NO: 853512
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

)NGL

RELATED HISTOPATHOLOGY;

ANIMAL NO: 3513 PATHOLOGY ID. NO: 853513
ANIMAL FATE: SCHEDULED SACRIFICE
PR08ABLE CAUSE OF DEATH:·

PATHOLOGIST: LH8

DAYS ON TEST: 90

Rf~ERENCE TO NECROPSY RECORD: RELATED "HI STOPATHOLOGY:

ANIMAL NO: 3514 PATHOLOGY 10. NO: 853514
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

)NGL

RELATED HISTOPATHOLOGY:

ANIMAL NO: 3515 PATHOLOGY ID. NO: 853515
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFER~~CE TO NECROPSY RECORD:

)I'-JGL

RELATED HISTOPATHOLOGY:

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONI C TOXI CITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation o~ Gross & Micro Findings

~OJECT ID: MCRESOL
;GE 5

GROUP: 4S0MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

-IIMAL NO: 3516 PATHOLOGY ID. NO: 853516
~IMAL FATE: SCHEDULED SACRIFICE
~08A8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~FERENCE TO NECROPSY RECORD:

~GL

RELATED HISTOPATHOLOGY:

'lIMAL NO: 3517 PATHOLOGY ID. NO: 853517
~IMAL FATE: SCHEDULED SACRIFICE
~OBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~FERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

~IMAL NO: 3518 PATHOLOGY ID. NO: 853518
-lIMAL FATE: SCHEDULED SACR I FICE
R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

EFERE1'ICE TO NECROPSY RECORD:

RIGHT KIDNEY SLIGHTLY MOTTLED

RELATED HISTOPATHOLOGY:

THE CAUSE OF THE MOTTLING IN THE
RIGHT KIDI'IEY WAS f'JOT DETERMINED.

~IMAL NO: 3519 PATHOLOGY ID. NO: 853519
NIMAL FATE: SCHEDULED SACRIFICE
R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

EFERENCE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

(R@port Continu@d)

IV-22
318'



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation of Gross & Micro Findings

'ROJECT 10: HCRESOL
AGE 6

GROUP: 450MG/KG
FATES: ALL

SEX: MALE DAYS: ALL

,NIMAL NO: 3520 PATHOLOGY 10. NO: 853520
iNIMAL FATE: SCHEDULED SACRIFICE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

'NGL

RELATED HISTOPATHOLOGY:

(End of Report)
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PATHOLOG'( ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY PATS

Correlation of Gross & Mic~o Findings

'ROJECT ID: MCRESOL
'AGE I

GROUP: 450MG/KG
FATES: ALL

S8<: FEMALE DAYS: ALL

~NIMAL NO: 3631 PATHOLOGY 10. NO: 853631
;NIMAL FATE: SCHEDULED SACRIFICE
~R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

=<EFERENCE TO t'IECROPSY RECORD:

)UTERINE HORNS-DILATED, FLUID FILLED

RELATED HISTOPATHOLOGY:

lJTERUS- DILATATIOH

;NIMAL NO: 3632
~IMAL FATE: FOUND DEAD
PROBABLE CAUsE OF DEATH:

PATHOLOGY ID. NO: 853632 PATHOLOGIST: LHB

DAYs ON TEST: 89

RI... .ENCE TO NECROPSY RECORD:

)KIDNEY-l (lXIMM) ROUND INDENTATI ON
IN CORT8< OF RIGHT KIDNEY

RELATED HISTOPATHOLOGY:

THERE I S NO APPARENT INDENTATIOt'1 OR
OTHER LESION IN THE KIDNEY WHICH
WOULD CORRELATE TO THE INDENTATION
NOTED AT NECROPSY •.

ANIMAL NO: 3633 PATHOLOGY ID. NO: 853633
ANIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

)NGl

RELATED HISTOPATHOLOGY:

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation of Gross & Micro Findings

'ROJECT 10: MCRESOL
'AGE 2

GROUP: 450MG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

NIMAL NO: 3634 PATHOLOGY ID. NO: 853634
~nMAL FATE: SCHEDULED SACRIFICE
'ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFEREi'ICE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

NIt-tAL NO: 3635 PATHOLOGY I D. NO: 853635
INIMAL FATE: SCHEDULED SACRI FI CE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~E~~RENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

~N I MAL NO: 3636 PATHOLOGY I D. NO: 853636
;NIMAL FATE: SCHEDULED SACRIFICE
~R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

,<EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

~NIMAL NO: 3637 PATHOLOGY [D. NO: 853637
~NIMAL FATE: SCHEDULED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(Report Contin~ed)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation 04 Gross & Micro Findings

ROJECT ID: MCRESOL
AGE 3

GROUP: 450MG/KG
FATES: ALL

SE'A; FEMALE DAYS: ALL

NIMAL NO: 3638 PATHOLOGY 10. NO; 853638
f'llMAL FATE: SCHEDULED SACR I F ICE
ROSABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

:EFERENCE TO NECROPSY RECORD:

KIDf'IEY-I (3X3MM) CYST IN CORTEX OF
LEFT KIDNEY

RELATED HISTOPATHOLOGY:

KIDNEY- CYST

NIMAL NO: 3639 PATHOLOGY ID. NO: 853639
.NIMAL FATE: SCHEDULED SACRIFICE
'ROSABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST; 90

I' ~'ENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

Z,NIMAL NO: 3640 PATHOLOGY I D. NO: 853640
"NIMAL FATE: SCHEDULED SACRIFICE
~R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY;

AN I MAL NO: 3641 PATHOLOGY I D. NO: 853641
ANIMAL FATE: SC~E~wLED SACRIFICE
PROBABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

REFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY 1'10. 5221.07
SUBCHRONI C Tm(1 CITY OF META-CRESOL

IN SPRAGUE-DAlJLEY RATS

Correlation of Gross & Micro Findings

'ROJECT I D: MCRESOL
AGE 4

GROUP: 450MG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

~IMAL NO: 3642 PATHOLOGY ID. 1'10: 853642
,!'IIMAL FATE: SCHEDULED SACR I FI CE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFEREi'lCE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

N IMAL NO: 3643 PATHOLOGY I D. 1'10: 853643
,NIMAL FATE: SCHEDULED SACRIFICE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS m.J TEST: 90

IEFERENCE TO NECROPSY RECORD:

'I "..._

RELATED HISTOPATHOLOGY:

NIMAL NO: 3644 PATHOL,OGY I D. NO: 853644
NIMAL FATE: SCHEDULED S~CRIFICE

'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>I'IGL

RELATED HISTOPATHOLOGY:

~NIHAL 1'10: 3645 PATHOLOGY ID. NO: 853645
~NIMAL FATE: SCHEDULED SACRIFICE
'R08A8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

,EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

(Report Continued)
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221. a7
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS

Correlation oT Gross & Micro Findings

)ROJECT 10: MCRESOL
)AGE 5

GROUP: 450MG/KG
FATES: ALL

SEX; FEMALE DAYS: ALL

NIMAL NO: 3646 PATHOLOGY 10. NO: 853646
-I1'lIMAL FATE: SCHEDULED SACRIFICE
)R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

"NIMAL NO: 3647 PATHOLOGY 10. NO: 853647
,NIMAL FATE: SCHEDULED SACRIFICE
'R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFE:RE!'ICE TO NECROPSY RECORD: RELATED HISTOPATHOLOGY:

-INIMAL NO: 3648 PATHOLOGY rD. NO: 853648
-INIMAL FATE: SCHEDULED SACRIFICE
~ROBA8LE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

:;NIMAL NO: 3649 PATHOLOGY 10. NO: 853649
~NIMAL FATE: SCHEDULED SACRIFICE
~ROBABLE CAUSE OF DEATH:

PATHOLOGIST: LH8

DAYS ON TEST: 90

~EFERENCE TO NECROPSY RECORD:

>NGL

RELATED HISTOPATHOLOGY:

(Report Continu~d)



PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS
..

Correlation of Gross & Micro Findings

ROJECT ID: MCRESOL
AGE 6

GROUP: 450MG/KG
FATES: ALL

SEX: FEMALE DAYS: ALL

NIMAL NO: 3650 PATHOLOGY I D. NO: 853650
NIMAL FATE: SCHEDULED SACRIFICE
R08ABLE CAUSE OF DEATH:

PATHOLOGIST: LHB

DAYS ON TEST: 90

EFERENCE TO NECROPSY RECORD:

NGL

RELATED HISTOPATHOLOGY:

(End of Report)
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GROSS AND MICROSCOPIC FINDINGS
Interim Sacrifice

MALES

Ani mal llil.... ~QJl... G.r.lm. Observation Mjcroscoo jc Obseryatjon

3401 O,Omg/kg Kidneys mottled slightly Normal-No corresponding lesion

3434 50mg/kg: KIdney, right-small, tan Normal-No corresponding lesion
ncdule, 0.1 xO. 1em Note: The kidney lesion was not

found at trim.

3435 SOmg/kg Kidney, right-small, tan Nephropathy, focal, mild
nodule,O.lxO.lem Comment: The nephropathy in

the right kidney wes cctua Ily a
slight indentation,

Kidney, left-two, sma:l Comment: Nodules were not
tan nodu les, O. 1xO. 1em noted on either kidney. No

corresponding lesions were
noted in the left kidney.

3439 50mg/kg Kidneys-slightly mottled Infarct, chronic, focal, mild
Hemorrhage, focal, mild
Nephropathy, minimal

3466 150mg/kg Kidneys-mottled slightly Nephropathy, minimal

3496 450mg/kg Lungs-multiple foci on Lymphocytic infiltrate. multifccal,
all lobes, 0.1 cm moderate

Inflammation, interstitial, mu1tifocaI,
mild
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GROSS AND MICROSCOPIC FINDINGS
Interim Sacrifice

FEMALES

Animal tin.. ~Gll. ~Obseryatjon Microscopic Obseryatjon

3534 O.Omg/kg Spleen-mottled Normal-No corresponding lesion

3569 50mg/kg Kidney, right-small Hy1:!ronephrosis, moderate
amount of white fluid Nephropathy, mcderate
came aut of kidney when
scored.

3593 150mg/kg Kidney, right-pelvis Hydronephrosis, mcderate
, dilated slightly

3624 4S0mg/kg Kldney, left-small tan Norma! -No corresponding lesion
nodule,O.2xO.2cm

3625 4S0mg/kg (Nary, right-lOx 1Omm Cyst
fluid filled
2 Kidney, right-pelvis Hydronephrosis, moderate
dilated
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V QUALITY ASSURANCE REPORT
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QUAlI TY ASSURANCE STATEMENT

This histopathology project has been conducted in compliance with Good
Laboratory Practice regulations promulgated by the U.S. Food and Drug
Administration and the U.5. Environmental ProtectIOn Agency. Pathology
Associates, Incorporated has a functioning and responsive quality
assurance unit which has conducted appropriate inspections and reported
all findings to management The following is a record of those inspections
and reports:

Date Findings Reported
to Management

and Study P(lthologist.
01-03-86
01-09-86
01-14-86
01-14-86
02-19-86
02-19-86
02-19-86
02-10-86
03-21-86
03-2\-86
03~2 \ -86
03-21-86
04-01-86

Phase Inspected
Necropsy
Tissue Trimming
Processing
Embedding
Microtomy
Staining
Coverslipping
Labeling
IndlVidual Anlma] Data
Data Entry
Computer Validation
Draft Pathology Report
Final Pathology Report

Date of
In=pection '

**01-02-86
* 01-07-86
* 01-09-86
* 01-09-86
* 02-19-86
,.. 02-19-86

* 02-19-86
**02-10-86
**03-1 \-86
**03-11-86
**03-18-86
**03-20-86
**04-01-86

* General monthly phase inspection
** Inspection specific for Study Number

t In accordance with the PAl Quality Assurance Divls1on's Standard Operating
Procedures, phase inspections are routinely conducted on a random basis at a
minimum of monthly. Dates of inspection are reported for each study
according to the most recent phase inspection conducted during that period.

Apri 1 01, 1986

j/JU: Director, aJMity Assurance Unit

Study Number: 5221.07, "Subchronic Toxicity
Sprague Dawley Rats,"

Date

Study of Meta-Cresol in
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PATHOLOGY ASSOCIATES, INC.

STUDY NO. 5221.07
SUBCHRONIC TOXICITY OF META-CRESOL

IN SPRAGUE-DAWLEY RATS .

Reports Code Table

N Tissues within no,.mal histological limits

A AutolYsis p,.ecluding adequate evaluation

U Tissues unavailable/unsuitable fo,. evaluation

S Tissues not appl icable to animal

* Tissues not examined/not ,.equi,.ed by P,.otocol

min imal

2 mi 1d

3 mode,.ate

focal

diffuse

> mul t i focal

P p,.esent

8 Neoplasm, Benign

H Neoplasm, Malignant without Metastasis

C Neoplasm, Mal ignant wi th Metastasis

X Metastatic Site (+)

(End of Repo,.t)
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APPENDIX 2

ABBREVIATION LIST
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ABBREVIATION LIST

INFLAMMATION INFLAM.

PARS DISTALIS PARS DIST.

PERIVASCULAR PERIV.

PROLIFERATION PROllF.

VACUOLIZATION VACUO.
/-"~"
(,
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