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Methyl parathion was fed to nale and fenale BCF; mice for 2 years
at dietary levels of ¢, 1, 7 or 50 pon, corresponding to averaye
compound intakes of 0, 0.2, 1.6 and 9.2 mg/kg/day in uales and @,
0.3, 2.1 and 13.7 mg/kg/day in ferales. Survivel at 104 veaks was
52-98% and 65-92% in troated nales and foumles, respactively. There
was no significant evidence of a carcinogenic effect in elther sex.
7e dosages were conslidered adeguate based on advarse offents
ohoerved &t & distary level of 78 ppm in tvo %S-week studies.
Sporadic chelinergic effects were ebuzgved in high-dose animels.
The NOEL and LOEL for cholinesterase inhibition were 1 and 7 ppa
respectively. : !
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Core &l ton: - Core~guidsline. Thie study satisfies the
requirements set foxth under Subdiviscion F Guidelines for &
carcinogenieity study in mice (83-22).
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DATA EVALUATION REPORT

STUDY TYPE: Combined chronic toxicity/carcinegenicity study im mice

Methylparathion

: 622164-01

T 4027023
SPONSOR: CHEMINOVA AGRO A/S, Leuwvig, Demmarik
TESTING FACILITY: BAYER AG, Fachbereich Tonicologle, Wuppertsl, Cermany

Study for Chroumic Toxicity and Carcinogenicity in B6C3FL

May 17, 1991

CONCINISTONS: Methylparathion was fed to B6CIFL mice for 2 years at dietary
levels of G, ¥, 7, oz 50 ppm, correspounding to average compound intakes of O,
0.2, 1.6, and .2 wg/kg/day in males and 0, 0.3, 2.1, ard 13.7 mg/kg/day in
females. Survival at 104 weeks wss 928-98% in dosed meles and 8§6%-92% in
dosed femsles. HNo carcinogenic offect was obzerved in either sex. Ths dosing
wag consldered adequate besed on results of twe F-wesk studles where s dietary
level of 75 pypm caused an increase in tresors and poor general condition. In
the present study, tremors wers obzerved inm one 50-ppm anivel and chelinergic
effecte were infrequsnt. Howsver, at 12 sud 24 months ezvikrocyts
cholinesterase activity was depressed 40%-57% In both sexes at 7 ppe and
76%-89% at 50 ppm. Brein cholinestexass activity wes deprassed 85% smd 67% in
high-dose males and 46% and 62% in high-dose females at 12 and 24 months,
respectively, compared to controls. Plasma cholinesterase was simﬂcam;ly
(p<0.05) depressed in high-dose groups. Body weighte were slightly increased
-~ . -in high-dese males and females but food consumption tended to be slightly
decressed in the high-dose femsles. Thers were no eoffects of clear . . .
- - -———tgricological importance on clinical lsboratory paremcters or orgsn mights.

The grose end histelogic findings were normsl for smimsls of this strain and
age.



-~ — Weight at initiation: WVeights rauged from 17 to 24 g for males

/ \\

Guidsiine Sexies 83~2r Oacogenicity Sludy iu Hice

A NOEL for systemic toxicity wes mot estahblished. The LOEL for cholinssterasse
depression waz 7 ppm (1.6 and 2.1 ng/kg/dsy in msles und females,
respectively), and the NOEL for both sexes combined was 0.25 mg/kg/day.

"ORE_CLASSIFICATION: Core Guideline. The study satisfies the guideline
requirements (83-2) for an oral carcinogemicity study in mice. It is Core
Supplementary for Guideline Series 83-5 (combined cercinogenicity/ hrenic
toxicity study), since all required parameters were not investigated end a

NOEL for systemic toxicity was not achieved.
009730

Name: Methylparathion

Lot number: 233690479

Parity: 95.5%

Physical propexty: Clear, yellsw-brown liquid

Stability: Stable when sﬁoreé at &°C in the sbeence of light
2. Dist Preparation

Methylparathion was mixed weekly with the sninals’ food (Altromin®
1321 flour, Altromin GubE & Co. KC) using & Loedige pellevizing
pizer. Included in the uixture was peanut oil (1%) to winimize dust

formation. Mixes were znalyzed priox to intitiacion of the study teo
insure homogeneity of the test compound.

The test compound was steble in diets at storags periods of
0, 4, 7, 10, and 14 days of storsge. Homogeneity was acceptable;
semples from the left-fromt, right-front, and right-rear of the mixer
vere tested at nominal levels of 1 and 60 ppm, yielding
concentrations that were 6822.1% and 97:0.0% of nominsl levels,
respectively. Analytical data for 10-13 sasples at each dietary
level gave mean values (:SD) of 0.931:0.117 ppa, 7.000s0.283 ppw, and
48.2024.29 ppw at nominal levels of 1, 7, and 50 ppu. These values
wsre cslculated by the reviewers and excluds ssmples not accepted for
study and cemples to check stabilicy (scudy xepert, p. 102).-

Spacies: HMouse

gcrain: B6CIFL/CrlBR

Age: Mice were approximately 4~6 weeks old at initiation.

(zsan
21 g) and from 15 to 23 g for females (mean 19 g). o

Source: Versuchstierzucht Charles River Wigs CubH ia Sulzfeld
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Guidsline Soriss #3-2: Onvogonicitv Study in Misop

Animals were scclimated to laberatory conditioms, and heslthy,
sympton-free animsls were assigned to the following groupsgggp?g@

Dose Hain Scudy Satellits Study
in (24 months) (12 mooths)

Test Diet
Group (ppm) Hales Females Hales Females
1 Control ¢ 50 50 15 1s
2 Low-dose (LDT) 1 350 &G 15 15
3 .Mid-dose (DT} 7 50 50 } 15 15
& Righ-dose (HDT) 50 50 59 i5 15

The enimsls were houszed im an envirommentally controlled rvoem
matatained st -22%:2°C and 50% reletive humidity. There were 10 air
changes per hour and a 12-hour light/dark cyeles.

for dos an: Doses were selected on the bagsis of
r@sulm fx:om tvm Q-agmk feeding studies uaing B6CIFL mies at doses
of 0, 2, 8, 32, 120, and 400 pps In ons study and G, 30, and 73 ppa
ir the other. Deses of § ppm in males and 3Z ppm in fomelss were
volerated without adverse effects. Cholinseterase activicy
irhibition was chbasrvad in 21l enlmals at 50 ppe; end dosse of

75 ppm or greater led to redused weights, insressed wortalivy,
tremors, and & depression of gensrel conditlon.

Means snd standerd deviaetions were caleculatsd from individusl eniuvel
results, and 95% and 99% confidence levels were indicsted. The
Whitney-Menn U test was used to conduct & two-tzlled comparison with
contrel data. Survival curves vere analyzed with the BHDP Routine
1L, and the survivel was compaved with coutrol valuesz with the
Breslew test (generslized Wilcoxon test). Cholinesterase activicy
data were tested for homogeneity of variance with a one-way analysis
of varisnce followed by Dummett's test. Heterogensous date were
transforwed to obtain homogencous varisuces. For analysls ef organ
weight data, outlier values were censored if the values ware five

times greatsr than the mean because of & tumox. Inplausible data
points vers also elininated.

A signed and dated (Msy 14, 1951} quality assurance statesemt was
providsd.
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Guidaline Sories 83-2: Oncogenicity Study in Mice
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Anfmals were inspected twice daily for mortality and moribundity,
and clintcal symptoms snd anomslies were recorded.  Detsiled
indfvidusl examinations, inspecting body surfeces, body openings,
posture, Tensral behavior, respiration, and excrelory products, vwsre
conductes weskly. Animsls found slck or exhibiting nooplasue that
could lead to death were set sside and obsexved more frequemtly.
Koribund animals were sacrificed prematurely.

lga: A poor gemsral conditiom wm ‘obasyved primarily in enimals
that dled or becams moribund during the latter part of the study.

“The incidences were 1, 2, %, end § in wmeles veceiving 0, 1, 7, and

50° ppi, respectively, and 5, 3, 5, snd 1 in females of the ssme
groups. Halr loss vas obsexved in 6~9 msles end 10-16 females in
the various-greups; there was no dose-rselzved change in incidence.
Cholinergic signs werve infrequent; oms feir's receivimg 7 ~wa
digplayed parslysis, and ome mele st 50 ppz was ochgervea - %
tremors; piloerection was obssrved in 2 males each in the comtxol .
and 7-ppm groups and in one femasle inm the l-ppm group. Ne increases
in the incidence of mssses were cbgerved in the dosed groups. Other
oheervetions wers gporvadic and infreguent.

Table 1 summarizes dete en mortality incidesces amd pevcent survival
st representative intervals. Persent survival wes greater than 954
in a1l groups et week 52. Aftexr the Interim sscrifice (days
370~372), the mumber of animele in sll groups was adjusted te 30 and
percent survival vas besed on 50 as the demominater. At 104 weeks,
survival ranged from 80% to 92% in male groups and from 86% te 92%
in femsle groups. No dose-related effect on survivel wes seen.

Body weights were recorded for individusl animals weekly throughout
the study. Food consumption was determined individually for the

20 sn‘msls in cach group with the highest numbers. Consumption
values for these smim:is (10-20) were totaled, divided by the unumber
of days end enfmals, end veluss were expressed as g/snimal/day or
g/kg body welght/day (besed en body veight at the first day of the
vaek when food wes offered)., Weekly and cumulative fced comsumption
date (for the entize study) were tabulated. Weter consumption weg
neasured every fourth week and tsbulated by group as g/animal/day or
gfeg/day; cunulative values were slso celculated.

Table 2 summsrizes mean body weight dats at selected study
intervals. The body wsights of ths 1- and 7-ppm groupe were
comparable to these of the comtrel groups in both semes. In the - -
high-dose group, both sexes were significemtly heavler tham centrel
snima’s during the lattey eWu-thirds of the stidy, reaching levels
up to 21% higher for males and 20% higher for females at week 68.
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Although statistically significant fncreases and decreases im food
consumption values were observed in the mid- and high-dose groups of
both sexes, values were gensrslly within 10X of the control values
in ell dosed groups. The overall food comsumption was decreased in
the high-dose groups slthough these groups tended to have increased
mean bo. weights. The sverege foed conzsumption values wexe 6.4,
6.5, 6.8, and 6.0 g/eningl/day in males recelving G, 1, 7, and

50 ppm, respectively, and 8.6, 8.5, 8.0, end 7.9 g/enimel/day in
foueles at the seme doses. Oun & body weight basis, 50-ppm femsles
consured 15% less food than controls. TFood efficlency vas erhanced,
but dete on efficiency were not provided. Water i{ntake vwas varisble

from vesk to wesk, but no important differences between control and
dosed groups wers: observed.

The. mean compound inteke was 0.2, 1.6, and 9.2 vg/kg/dey for 1-, 7-,
and 50-ppm meles and 0.3, 2.1, and 13.7 ng/kg/day for femsles of the
sepe dose Eroups.

- Blood samples tor hematology and eclinical chemlstry parameterg wers

obtasined from ti-s vetro-orbital vencus plexus of ,

10 animals/sex/group at 12 and 26 wonths. For glucose
determinations, semples from nonfasted snimals were drawn from the
caudal veln. The checked (X} paramsters were examined.

(a)

Leukeeyte differential coumt™
Hesn corpusculsr HGB (HCH)
Mean corpusculsr HGE concen-

£ Hematocrit (HCI)®

X Homoglobin (HGB)®

% Leukeeytes count (WEBC)*

¥ Erythzocyte count (RBOY" - tration (MCHC)

% Platelet count® - % Mean corpuscular volume (MEV)
RBeticulecyte count (RETIC) Coagulation:thromboplastin

X Bed cell morphelogy : tize (¥I)

oM

e epesential blood eowts wase alss pozforasd on sueers Srem 10/sen/gIoup 6%
16 msotlie. )

dod by S, iivsaten ¥ (Novesber 1984) Goidelines

s: Ho effacts on hemstology valuss that wers of any

- - biclogic importance were cbaserved. Slight ghifes in the e
percentages of monocytes snd lymphocytes wore obssrved &t .. -
16 months st the 7- end 50-ppe dose levels, but thess changes

were not lazge enough to indicate &n effect of dosing.



o (b)

Enayneg v XTBME Bilfrubin®™
P : - Dirvect bilirubin
L X Alkeline phosphatase (ALE} " X Totsl protein’

- b _X-cholinestersass o Triglyceridss
o Creetinine phosphokinase £ N
Lactic acid dehydrogensse . .
. X Serum &lsnine aminotransferase (SCPT)
. % Serum aspsrtate sminotrensferase (SGOT)™
.S “Gesma glutamyltransferase (66T}

/ , *Rescamendsd by Subdiviston ¥ (NovasBer 1964) Geidoblnes.

pasulte: Table 3 sumwarizes soan: dete for cholaaterel, urea,
L glucose, and insulin levels. Thera wes sn sppavent trend for
\ s increased serun cholestercl levels in msles and fomales at 7 and

: S0 ppm. The incresses vere sigpificent (p<0. 01} in 50-ppn males at
12 months and in females receiving 7 and 50 ppm at 24 momthe. The

. biological importance of the incresses are not clesr since the
fncreases were slight and not consistent for all intervals.

- ———
-

. Blood urea levels were significantly decreased (p<0.01) at 54 weeks
in males receiving 50 ppm; no marked dscrezse was seen in 50-ppm
meles s* 104 weeks snd no effects were observed in fenales. The
insulin level was signiffcently increased (p<0.01) in males at
50 ppm; this chengs wes caused by relstively high levels in
2/10 mice; & corresponding chenge was mot obssrved in females.
Dacresses in sspertic eminotrensferese sctivity were chesrved in
50-ppm meles &t 12 and 26 wonths end in 50-ppn females at 24 months;
{ncreasss in tho activity of this enzyue, not decresses, are an
irdication of & toxic effect on liver. Othsr changes im clinical
chomistry perameters vere sporedic snd mot considered related to

docing with methylparathiom. - =

(c)

e Urinery paremeters ware not examinad.

N >

e e _Plagua ap: sryihrecyte cholinesterase activities were measured Toy
S 10 enimsis/zsn/group (vaing blood ssmples drewn for climical
= 1sboretory studies) st months 12 end 24 (terminsticn). Brain
cholinesterase was determined for 3 randomly selected

¢



Guldeline Series 83-7; Oncopenteity Stady i.i.e

- ) animsls/sex/group at both ,m‘.intmrm‘iﬁd«mmzm saevif:i«_ .. The
o modified Ellmen method was used. ~ SSUTRO

tg: Table & susmarizes data for cholinestersar: -.o -7

. Plases cholinesterase activity was significantly dé.cz.s:” :n otk

S . males and femsles recelving 30 pps and 26 momtn.. Pl mell
cholinesterese activities were significantly depressed & .o and

\ 26 momths in both sexes receiving 7 or 50 ppm. The decresses ranged

\ from 40 to $0% compsred to-controls. Brain cholinesterssa activity

) was significantly depressed at both intervels im msles receiving 7

’ and 50 ppm end in femsles receiving 50 ppm. :

' 5.
TSR Animals. thet died spontaneously end-those thst were sscrificed
- moribund or sacrificed by design at the interim or terminal
sacrifice were necropsied and received & detailed gross pathology
T sssessment, The organs marked belew with sn X were fized and
;  gtained for microscopic examimatfon. In addition, the tissues
S porked with X% were weighed at terminal sacrifice; only braim,
e 1iver, kidneys, adrencls, end testes were vwiighed at the interim
VA ' sacrifice. ‘
X Tongue , % forea” - .. #L Brain (3 lovals)
- % Salivery glands® X Heasrt® I % Peripheral nszve
% Esephsgus” ¥ Bone mavgow” - ‘ (scistic narve)”
X Stomach® % Lymph nodes (wesenteric X Spinal coxd
% Duodenus” and mandibular)® (three levels)”
X Jejunus® X Spleen X Pituitary”
% Tleun® X Eyes (optic nerve)®
h:4 Gmmm" i 1y gl
% Colen"
% Rectum %X Kidneye"
| ¥X Liver” X Urinary bladder®
1 -Gallbladdex’ %% Testes XX Adrensls’
% Pancreas % Epididymes” %X Lacrinmsl gland
£ Frostate % Henmary
Bogniretary % Semingl vesicle X Thyreids™
XX Cvaries B rathyroids®
¥ vraches” ¥ Utexus® X Hsrxderian glands
X% Lores® % Vegine o
Dehex
£ Bous (sternusn and femur)®
% Skeletal muscle®
¥ &kin
X A1l gress lesions &nd miases
X Zysbel glamé —— — ~ ° ° e

S i acad e e it e

fuhdivinion ¥ (Bovesbiew 19843 Guidelines




R S =

_tended to be GRCEEERTCL
pot considered of toxicol
They ere probsbly the 3
high-dose maled end femal
 impevtent changes veL ‘

(b)

o coxteolegicatly laporta
in the ﬁxgﬂ 312 &6 e o ’

mice were more freq

‘gouales compared £o ¢
in color and size were

‘, o
[ €

. “for gross
ester amounts o adipes ﬁ‘:‘“ e Were

end Eopales; the incidence at te 3

o hes vas 14/62 7or males sud /06 for fearice receiving 50 ppm
compared te no giniler findings in %3 contrel males and 44 contrel
females. e e e = ) |

(c)

N vic: Teble 7 gvemarizes nonascplastic findlags. Round
esll infiltration was & frequent £inding in several organs; thers
was mio-dose-relsted pattern elthough the incidence was significently
increased (p<0.05) in a fow tissues for high-doge aniwals. The
sites st which round csll infilcrastion ves most frequent were
kidnoys (782~90% in mele groups and 70%=-80% in feasle groups),
p@xi;bmmhm}. (64%-72% in groups of both sgexes), sslivery glands
(605-92% in male grovps and 42%-58% in femsle groups), bladder
(26%<36% in male groups and §27-70% in fom:ls groups). and liver
(148~26% in pele groups and 44%=-56% iv female groups). Im general,
chege werse 0o éomatcmmgfji;m«@xwws was frequent im soverEl

tigsuss. These and other mo nasplastic findings ohserved are
related to aging snd probably of uo toxicologic consaquencs.

Hasplastis: Teble & ﬂimﬁx@mfmé@mtﬁiﬁﬁ gindings !
grocps. He oncogenic Tesponss wes observed, i
peoplesme VeS within the nor® r 86

s¢hin the noreal réngs. for BEC3FL
{nterin sacrifice (15 enisale/oos/grovp . gn pver

6
obgerved in one 7-ppm femsle end a@&!“m@;ﬁol’;tﬁé{ﬁa n gh
wore found in one mele and ons® gmmmgm Leppm gRoupE.

stely conducted and reporting vesd £ satisfactory; -
“of the dats the revievers velidated vas supportsd by
sningl dsta. ‘The study suthor indtested that the

: ’ ' tgﬁnm‘mhﬁwvé@w nsles end fensles compered to
centrols were due t¢ & cest substance-related. chengs in anabelie

e e i0
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Suideling Seryes 83-23 Gacegenicity Study in Woe

wotaboliss. This wss baseé on af {ncrease in the $nsulin level in high-
aose meles. The revievars assess that the dats do mot suppoert this
conclusion since the increase mfinsutmf 1evel seen in high-dose pales
was cauged by Bigh valuss im 2 of 10 mice; & similar sffect vas mot
cbserved in femsles, there wes To.spperent trend in blood glucose levels.
and emes‘,\iﬁ*cbﬂwt@ml jevels vere slight with no sbnormally high
individusl values. Tho incresses in ebsolute weights of ‘iver and
kidaeys in nigh-dose mice of both sewes was 1ot conaidered of coxicologic
importance. ihe chengss wers dus to 80 incressad body veight end the
orgen-to-body weight ratios weré close to contrels and in sll cascs
slightly lovet. S ‘ ‘

The reveiwers agree with the study suther’s conclusions that there vas no
evidence of cmmi,ncg@mci v -and that sonneoplastic ieslons weXe related
to aging end Aot 8 COnSoquUence of doging. A woRk for gyscenic coxicity
was not established. The LOEL exd EOEL for cholinesterasé sctivicy
depression gre 7 pp8 end 1 pps. rcswcﬂmly.

069790
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Table 1. Cumulative Mortellty and Pexcert Survival of Mice Fed

Methylparathion for 2 Years 009?9&
Week
Dose (ppm) 36 52 78% 105
Hales
(V]
Mortality 0 @ 1 8
Percent survival 100 160 o 86
1 .
Mortellity 41 4] ] 3
Percent survival 100 00 16 68
7 . ) .
Mortality 1 i i 10
Fercent survival 98.4 98.4 98 80
50
Movtelicy 4 & 1 &
Percent survival 93.9 93.9 98 92
Females
0
Mortality 0 1 p 6
Percent survival 100 $%5.6. 98 8%
1
Mortelity 2 Z G 6
Percent survival 9§.9 6.9 100 88
7
Mortality 4] ) 3 1 7
Parcent survival 160 95.4 98 86
50
Hortality Z 3 0 &
Percent survival 86.9 . 85.6 c 300 7' 8

Source: Study po. 16027023, pert i, ‘Table 2, p. 35

8gince the sabelllite groups were sacrificed at 56 woeks, subsuquent survival

dsts ave based ow 50 enimale at visks~ -

et

iz



\ Table 2. Mean Body Weights (g:SD) at Selected Intervals for Mice Fed

Methylparathion for 2 Years

| 009730
" ‘\‘ Week
o Daose
\ (ppm) o 13 26 52 104
! 0 21:1.5 27:1.3 30:2.1 33:3.5 32:3.2
1 2121.6 29:1.6™ 29:1.9% 3212.8 32£3.1
\\\ 7 2151.3 29:1.4™  30:2.5 13:3.1 31:2.5
' - 5o 2151.8 29:1.3*  34:2.5"  38:3.9"  38:5.1%
Fepales
0 : 18:1.1 - 2420.9 26:1.7 30£3.5 30:2.8
1 1951.1%  26:1.5""  26:2.5 29+3.2 3043.2
7 17:1.3™  25:1.7 2622.4 3014.4 3043.3
50 20:2.2°%  2641.9"  29:3.4™ 3447  32:5.1°

Source: Study no. T4027023, part 2, pp- 143-158

*Significantly different from control values (p<0.05)
*gignificantly different from control values (p<0.01)

ia



Table 3. Hean Cholesterol, Ures, Glucose,

Methylparathion for 2 Years

0097390

and. Insulin;avela of Mice Fed

Week
Males Females
Parameter/
‘Dose (ppm) 5& 104 54 10%
Cholestercl
(mmol/L)
0 3.66:0.283 3,70:1.145 2.65:0.281 2.2920.210
1 3.461:0.548 3.35:0.406 2.86:0.126 2.5620.247°
Y 3.6120.548 4.70:2.760° 2.81:0.362 2.66+0.263™
50 4.06+0.436™ 4.1240.332 3.00:0.501 3.10:0.437"
Urea (umol/L) :
G 10.09x1.055 10.03:1.313 7.97:1.507 10.2621.102
1 9.3810.872 9.91:G.918 7.97:0.838 ©.55+%.268
7 8.8251.359 10.19:1.785 7.77:1.17¢ 10.07:0.751
50 7.3410.685" 9.6921.266 8.17:%.377 9.56+1.345
Glucose (mmol/L)
’ 0 5.8020.775 5.74:0.537 5.5220.2644 5.0320.919
1 : 6.32:0.639 5.8820.643 5.9810.753° 5.2120.595
7 5.80:1.083 6.0120.695 5.59:0.527 5.4820.654
50 v 6.1220.738 5.95:0.676 5.5420.667 5,.5620,503
Insulin (ng/mL)®
0 0.5110.28 0.5220.27
1 0.47:0.25 0.5720.51
7 0.40:0.1% 0.462:0.27
50 1.87:2.21" 0.5620.28

Souzes: Study ne. 4027023, pert 1, Tebles 6 snd 7, pD. 46-87; part 2, pa. 169.178; paxt 2, 1. 346333

sipsulin levels waze sob soegured at wesk 56,
3¢ the ousliss value 11,76 seol/l (emimal $354

3.9123.28 maol/L.

*gignificently different fEen cemtvol valuce (<805}

) 1a caitted, the mean revaloulsted by the reviesess 19 o

o,

“tgigadficently differsut foex comtrol veluss (pe0.01)
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Table 6. Gross Findings in Mice (Main Groups) Fed Methylparathion for

2 Years®

Dietary Level (ppm) 009% 99
Males Femeles
Orgen/Finding
0 1 7 50 ) 1 7 50

Unilateral cataracts O 3 1 1 2 2 0 o
Lungs N

Podules 2 A & 5 1 ) 2 3
Red 3 Z 1 I 1 i 1 2
Liver ‘

Nodules 11 ] 12 12 7 4 [ 7
Foci 1 c 1 o ] 0 2 o
Pale 1 4 6 1 3 1 1 1
Kidneys

Cyst 0 1 1 (1] 0 i i 3
Pele 1 1 1 Z 2 i 1 1
Enlarged. 1 1 3 1 7 5 7 4
Nodules 0 1 i 2 2 1 4 3
Cysts & &4 & 2

Source: Study no. T4027023, part 3, pp. 549-623

*Fifey animals/sex/group were examined; findings that occurred at

of 9% were not necessarily tabulated.

*significantly diffevent from control imcidence (p<0.03)

an incidencae
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Table 7. Representative Nommeoplastic Histologic Findingz in Mice Fed
Methylparathion for 2 Years (Main Groups)
Dietary Level (ppm) 003730
Males Females
Organ/Lesion
0 1 7 50 (1] i 7 50
(45)® (45) (45) (45) (63) (45) (45) (44)
Calcification
in cerebrum 32 28 37 27 34 36 32 36
langs (50) (50) (50) (48) (50) (50) (50) (50
Hyperenia 31 34 30 32 22 30 23 28
Selivary glenge (50) (50) (50) (49) (50 (50) . (50} ¢(50)
Round cell
infiltration 30 38 31 46" 30 28 21 29
ywoh_nedes, mendibular (3%) (49) (43) (42} (45) (423 (69) (&7)
lemcsiderin pigment ] 4 & 6" 3 Z 4 3
Deposit of foreign : o
material 2 5 8 5™ 8 12 18" 17
Stomach,. glandul (50) (50) (50} (48) (50) (50) (50Y (50}
Round cekl :
infiltration 6 2 11 16* 6 13 13 16*
Livex (50) (50) (S0) (48) (50) (50) (50) (59)
HBepatocellular )
hyperplasia 1 6 2 2 ¢ (] 1 ¢
Hyperemia 38 36 40 43 39 38 47" 49"
Fat deposition o 0 i 4 0 o 2 3
Hecrosis 2 3 S 2 2 & 8° 4
Kidneys (50) (50) (50) (48) (50) (50) (50) (50)
Proteinaceous :
tubulay casts 23 36" 34" 38" 3% 33 30 29
Positive oll red
0 resction 8 12 12 26" 12 i1 12 13
Ovarios (49) (46) (50) (A7)
Cyate 15 16 13 s
_Sourssy Study mo. TA027023, pers 3, pp. 747-786
e5he mmbore in peventhoscs are the mushen of-saimals itk & specific tissus smusincd micrescepically.-
gy gnifiemely dif2irent. Lxce contral inoldenas (p€B.08) .~ . o - mow o ommmem
**gignigicantly differet frow cmtrel imeidence (p<0.C1¥
-« 18
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