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Coaclusious:

MCPL was admiaistered to B6C3F1 mice for a period of
2 years at dietary levels of 0, 20, 100, aad 500 ppm. This
came to average daily doses of 3.2, 15.7, aaudé 79.5 mg/kg ia
meles andéd 3.9, 19.5, aud ©7.2 mg/kg ia femzles over the eatire
2-veavr period. There were 50 aaimals of each sex per group ian
the mei.r study, 10 of each sex per group ia a satellite study
of 52 weeks ia dureatioa.

There was .0 jadicatioan of o.acogeaicity by the compouad-
vader the coaditioans of this study. Thevre wes aun iacreased
igcideace of .aoabumorous veaal lesioas in both males z2ad females
at the 500 ppm dose level, which was couasidered to be compouad
rtelated.

Clessificatio.: Core-Mianimumn
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Oacogeaicity NOEL 500 ppm (72.5 ma/kg/day

ia meles, 97.2 mg/kg/day ia females)

Chro.aic toxicity LEL = 500 ppm, based on reasl
lesioas observed microscopically.

0

hroaic toxicity NOEL = 100 ppm (15.7 ma/kg/day
340 males, 19.5 mg/kg/day 3ia females).




00€9¢5

Test Compouad - Batch #T.B.H., test substaace .o. B3/4¢.
FPurity: 945.6%. Supplied by Diamo.ad Shamrock Compa.ay Ja
U.X., Fraace a.ad wWest Germaay. & techaical grade prepa-
ra-io. was stored at 30, 40, aad 50 °C for 2 years and
fouad to be stable. The substaace actually used ia this
study was tested at the begiaaiang of the stuly, at 1 year
2.4 at the time of completioa of the study- 1t is claimed
sarratively (ia Vol. 1, page 27 of the report) that .o
decliane ia achtive iagredieat was seea. Data to support
the zbove claims were uaot submitted but are oa file with

the compa.ay.

Test_hnimals - Species: Mouse; Strain: Fq-CRL BR, which

is & B6C3F1 form. Age: 42 days; Weight: 18 to 24 g
meles, 15.5 to 20 g females; Source: Charles River,

wWilmiagton, MA, U.S.A., veceived oa Juae 28, 18%84.

The study was proloaged from aa ianitially plaaaned 78

weeks to 104 weeks, appareatly because of aa excelleat survival
rate ia every group.

1.

following test groups:

Iaterim

Maia Stugdy Sacrifice

Dose ia _ 104 weeks _ __52 Weeks

Test_Group Diet (ppm) Male Female Male  Femzale
1. Coautrol 0 50 50 10 10
2. Low (LDT) 20 50 50 10 10
3. Mid (MDT) 100 ' 50 50 10 10
4. High (HDT) 500 50 50 10 10

Basis for Dose_Selection - A narvative summary of a
4-moath prelimianzry raage-findiang stuvdy was preseated
without eay deka. Males aad females received 0, 100,
300G, 900G, aad 2700 ppm ia the diet. Number of mice per
group, age, aand body weight were aot iandicated. “Weuro~
lJogicel sigus" were observed by the thivrd dey of the study
ia the 2700 ppm group. Body weight at the coaclusioa of
the study "was below the initial weight" ian mice of both
sexes receiviug the two highest doses. Iacreased serum
GTP aad ELP activities were seeua &t 2700 ppm. Decreased
red cell couant, hemoglobin aad hemztocrit were seea at

€00 aad 2700 ppm. Bt aecropesy, mice iu the 2700 ppm

N
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group had "iavolutioas of spleea, testes, uterus aad
ovaries."

Histopathology chaages ia liver wevre see. with
2700 ppm coasistiag of "isolated cell .aecroses aad cloudy
swellianags.™

3. Diet Preparation - Diet was prepared at 4-weewr iatervals
5.6 stored, appareatly, &t voom temperature. Samples of
treated food were aaalyzed for stability and coaceatratioan
st 811 dose levels. Stability of all diet preparatious
over & 32~day period was tested prior to the start of the
study, after the study begaa, thea every 3 moaths for the
duratio. of the study.

Results - Data are showa in volume 6 of this report, ia
Germa.a, aot traaslated.

Tt is claimed anarratively that aanalytical coaceatratioas
were correct within ¥ 10 perceat, except ia two

jastaaces with the 20 ppm diet at 5 aad 14 moaths whea
the dosage was estimated at > 10 perceat above the target
dose-. (Volume 1, pages 19 aad 27 of submitted report) .

4. Ruimals rveceived food aud water &d libitum.

5. sStatistics - The followiag procedures were utilized ia
aanalyziag the aumerical data: AROVA, followed@ by Duaunett's
test for feed coasumption, body weight, aand compound iantake.

For hematology, t-test with Nalimov's correction were used.

~ & sigaed Statemeat of Coafideatiality Claim was provided.
- B sigaed Statemeat of Complizuce with GLP was provided.
- & sigaed Quality Assurauce Statemeant was provided.

Methods auad Results:

1. Ubservatioans - Laimals wervre iaspected daily for sigas of

toxicity aad twice daily for mortality. Ia additioua they
vaderweat palpatioa aad examiaatioa oace weekly.

Toxicity/Mortslity (Survival) - Survival rate ia the maia
study is showa at quarterly iatervals for each group ia
the taeble which follows. ’
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study.
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clianical sigas
duriagc the course of

Raimzls were weighed weekly for 12

every 4 weeks. 1
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body

weight i.a males became slightly lower thaa coatrols ia

miad (p < 0-05)
deys 21 to 84.
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1.8 or 2.0 g less

days 252 aud €44,

Fiaezl body
than

coatrols
groups but ao gigaificaat differeuce.
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aad hich (p < 0.01) dose groups betweea
weight was agaia
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of males were
the two highest dose
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the high-dose
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group, such as betweens days 7 aad 21 (p < 0.05 to 0.01),
weeks 77 aad 84 {(p < 0.05). No sigaificaat differe.aces
ia body weight of females were seea at termianation day
73%5. NKo decreases i.a body weight were seea ia the
satellite studies which had oaly 9 or 10 of each sex

pevr aroup.

Food_Cousumption and Compouund Iantake - Coasumption was
determianed aad mean daily diet coasumption was celculated.
Efficieacy auad compouad intake were calculated from the

coasumptio.a s8ad body weight gaia data.

e L e T R e e L T el - —— e e o . . . . ot e .

were a0 effects o.a food coasumpitioa at &auay time period
with aay of the three dose levels duriag the eatire course
of this study.

Compouand iatake avevaged over the euatire course of this
study for each dose group was as follows:

________ Males _______ | _____ _Females ______
Dose | ‘Maia | satellite | Maia | setellite |
(ppm) _|___Grouwp | __ Group | _ Group I _ Group _ |
| l |
20 | 3.2 ] 3.6 | 3.9 i 4.4 |
100 | 15.7 | 17.2 | 19.5 | 22.2 |
500 | 79.5 ] 6 | 97.2 | 108.5 |

Results are givea ia mg/kg/day.

211 surviviag aaimals ia the satellite group were used at

52 weeks, 10 of each sex per group of the maia study were
used at 104 weeks. Blood was obtaianed from the retroorbitsal
sious before killiang, without prior fastiag.

Measuremeats
(Thromboplastia time)
(Clottiang time)
{Prothrombia time)

volume (MCV)
Reticulocyte couat

a. Hematology
% z
|X] Hematocrit (HCT)* |X] Leukocyte diffevrential
I%x] Eemoglobia (BCE)* P count*®
%l Leukocyte couat (WBC)Y* [X] Mean corpuscular HGBR
|X] Erythrocyte couat I (MCH)
I (RBC)* X! Meaan corpuscular HGE
[X] Platelet couat* b coaceatratioa (MCHC)
I | Blood Clottiag Xl Meaza corpuscular
I I
| 1
|
I

*Feguired for sukchroaic aad chroaic studies.

G



l1a the satellite groups ao effects oa red or white
blood cell] perameters j.a eithev males or femzles were

seea.

12 the meia groups, some cha.ges wevre aoted but they
were coasidered sporadic auad aot compouad related
because of a.a ebseace of dose relatioaship, values ob-
obhtaiased were withia normazl limits, @ad such chaages
were aok .aoted i both sexes. The cha.oges recorded
iacluded iacrease ia MCV ia low-dose males (p < 0.05),
iacrezse ia hemoglobia ia mid-dose females (p < 0.035),
iacreased ervthrocytes ia mid-dose females, iacreased
hemetocrit ian females at low- {(p < 0.05) aad mid-dose
{(p < G.01), aad decrease ia leukocyte couuat ia low-dose

males (p < 0.01). Sporadic effects were also seea in
differential white cell couat.

Za iacreese ia Howell-Jolly bodies of red cells were
seea ian 1, 2, 4, 8ad 0 males, 2, 0, 0, aud 5 females

of coatrol, low-, mid-, aad high-dose groups, tvespec-
tively, in the maia 104-week study. This suggests a
pessible iancrezsed juacidence ia the high-dose females,
especially because 3/10 animals ian the high-dose female
group &lso showed some red cell associated morphologi-
cal chaages. However, there were a0 coasisteat fiad-
iangs of aunemia or au asemic process ia these five high-
dose femzles. The iavestigators believe this, too,

is an iacidentel fiadiang.

b. Clianicel Chemistry - Not performed.

€. Uriaalvsis - Kot performed.
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Gallblacdder*#
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espivatory
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Lung*
Nose®
Pharayx®
Lavayx®
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. Sacvifice aad Fatholooy -

atioan

k12

sacrificed oa
exami.a
collected for histological

aad

____________ were weigched.

by
Cardiovasc./Hemal.
% | Borta*
[XX] Heart?
| | Bo.e marrvow?
{x | Lymph .aodes*
{x%] Spleea*
¥ | Thymus?*
| Urocgeaital
[x | Uriaary bladder*
[Xx] XKidaeys*t
|XX] Testes*t
] | Epidiéymides
|X | Prostate
|%x | semiaal vesicle
I | Ovariest
[ | Uterus?

aaimals
schedule were subject
tthe CHECKED (X)

examijaatioan.
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died 2ad that
Lo gross patho-
tissues were

that

The (XX} orgaas
X
Neurologic

jxx| Braia?
| | Periph. .aerve®
Ix Spiaal corgd

(3 level)*s
X Pituitery?®
X cyes {optic

aerve)* §

|
I
fx |
! i
I
jax] Adrenals*
| Siaagular
{ | Lacrimal gland
{x | Mammary glaad*#
[X | Parathyroids*tt
| | Thyroids*
| oOther
[x | Bouet*#
[X | Skeletal muscle*
[ | Skia*#
{x | 211 gross lesioas

aad masses?*

* Required for subchrouic aad chroaic studies
°,Required for chroaic ianhalation

F Ia

1t Orgaa
ttSOragzaa

subchroaic studies,
toxicity or target orgeza

examiaoned oanly if
iavolvement.
weights reguired ia subchroaic aad chroaic studies.
weight required for .aoarodeakt studies.

jndicated by sigas of

Complete histopathology of all orgaas was performed oaly for
coatrol aand high-dose groups- Ia: sddition, histopathology
of trachea, liver, kidaeys aad thyroids were performed

for low- aud mid-dose groups as well. Meseanteric lymph
apo0des aad other lymph aodes aear tumor locatioas were
examiuned ia all esaimals with tumors.

Stetisticeal

a
o]
-‘
Q
m
=

weight -

aasalvses were performed

(to brzin) orgeu weights-
Sigaificaant differeaces fouad for absolute orgaa

weignts were similar to that fouand for relative orgaa
weights, except where iandicated below. Therefore,

the tables which follow, extracted from the submitted
report, show ouly zbsolute orgaa

weights.



LBSOLUTE ORGAR

Keert (ag)

Liver (g)
Kidaeys (g)
Spleea (g}
Testes (g)
Braia

(g)

ARdéreaal (g)

Meega

SD

Mezu
SD
N

Mean
SD
N

Mean
SD
N

Mea.a
SD

£F p < 0.05
% p < 0.01

WEIGHTS AFTER

———

1.341
.1343
35

.676
.0734
45

.082
.0426
43

.231
-0501
43

- 495
.0153
45

.0061
-.00158
44

104

WEEKS

1.28¢
.127¢€
43

.677
-0€60
47

.075
.0248
46

.22¢€
-013¢
47

-49¢
.0136
47

-00G6€0
.061€7
47

OF TREARTMENT

1.222 ¢
.1344
40

.660
L0741
47

.076
.0355
46

.218
.0202
47

.4°%6
.0171
47

.0068
.00139%
46

1.2E8
-1586
38

.680
-0663
41

-.079
0331
41

.218
.0226
41

.49%
-0160
41

.0060
.00158
41



Group 0 Group 1 Group 2 Group 3
_.0_ppm 20 _ppr 100 _ppm 200 ppm
Hearit (g} Meena -162 .156 <149 £% -150 #
SD -.01QE& -0185 .0194 .0203
N 42 41 40 3¢9
Liver (g) Mea.a 1.275 1.204 1.1¢7 1.264
SD -1782 «1477 .2052 .2291
N 32 39 35 34
Kidaeys (g} Mez.a .4587 -451 -441 -4%9p &%
SD -0474 .0535 .0413 -0557
N 40 40 39 37
Spleea (g) Meaan <182 -134 <131 -149
SD .0672 -0506 .D442 .0531
N 35 38 35 33
Braia (g) Meaa .502 +501 -496 .498
SD .0183 -0182 .0205 .0157
N 42 41 40 39
Adreazl (g) Meaa .0083 .0083 -.0076 .0079
SD .00178 .00204 .00180 .00200
______________ R 41 41 39 39
# p < 0.05
¢# p < 0.01
Heart weights were sigaificaatly lower thaa coatrols
ia high-dose males aad ia mid- and high-dose females.
Liver weights were sigaificaantly decreased i.an mid-dose
males, uwot in high-dose males aor ia any treated female
groups. No e€effect oan absolute testes weight was seen
ia the teble above but relative testes weight was
reduced (p < 0.05) ia high-dose males. All of these
orga:l weight effects were counsidered to be of ao
bioloaical relevauce because there was a0 dose dependeacy
2ad a0 histopeaethology chaages. However, the kiduey
weight ijacrease seea for high-dose females (p < 0.01)
ia the above table, were coasidered as compouad
related because of accompaayiang renzl histopathology
cha.uges.
L. Gross Pathology - Ko chaages were aoted ia either sex.
c. NMicroscopic Pathology

1) Non-aeoplastic - The oaly orgaa with treatmeat-

related lesious appeared to be the kidueys,
predomiaaatly at high dose level. This iacluded
iacreesed iuacideaces of dantratubular calcification
a.d tubular hyezliae-proteianaceous casts ia both

/0

-40-
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males aad females. There was also a.a 1acreased
iagcidence of reaal tubular epithelial {ocal
hyperplasia jia high dose males, aud ia mid aad
high dose females.

The table which follows, extracted from the submitted.
report, is a summavy of these reual lesioas obsevved

ia el)l] a2aaimals oa test ia the main study.

Iacideace of Xpa-Xeoplaestic Lesioas - Maian Study Groups

T Twsle T Eemzle

Dese Growp_______ 0 i "2 3 0 A 2 3 _

Baimsls " T"T77Ep "5 _ 50 __ 50 ___50___50__ 50 ___50__
Kidaeys S0 50 50 50 | 50 50 50 50
Vacuolizatioan 4 . 1 . { . . .
Calcificatioa s 11 11 27 | . 1 2 9
Hyaliae Grauules, ep. 1 . . . b2 . . 1
Byaliae Cast, Tubular 26 32 25 36 | 15 14 26 33
Cyst 1 6 11 s | 8 2 . .
Eydrounephrosis . . . . | . 1 . .
Iafiltrates 23 20 18 11 | 18 24 19 15
Byperplasia 9 12 10 32 | . . 7 4
Pyelitis 1 - . . | . - . .
Yephritis, Iaterst. 2 7 6 4 { 4 5 1
Kepropathy . - 1 . i . . . .

2)

I the satellite groups killed at 52 weeks, there
was a0 iacreesed iuacideuce of aany orgaa lesiona
form woted, iacludiang the kidueys.

Neoplestic - A summary teble of all neoplastic
lesioas ia all ovrgans of all saimals, takea from
the submitted report, follows.

Leydig cell tumors ia the testes occurred ia two
high-dose males, aoane ia the couatrols. This
would aot be expected to be stetistically

sigaificent.

I+« was coacluded by the iavestigstors that there
were a0 differeuces betweean coatrol or treated
grvoups o.a iacideace of say tumoc type, iadividual
or total tumors, o differeunce in aumber of aaimals
with tumors, iacludi.ag beaniga, maligaaat, or
metastasiziag. The aumber of auimals with oae
primary tumor, with more thaan oue primary tumor, or
with vescular tumors, were a0 differeant ia coatrols
ve. treeted aaimels. The iavestigators further
couacluded that MCPA asdmiaistered via the feed at a
coaceatrabtioa uvp to 500 ppm had ao oacogeaic potea-
tial ia EBEC3F1 mice.

e - Vi
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Page is not included in this copy.

Pages §§§ through -5‘3 are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.

_____ Identity of product inert impurities.

_____ Description of the product manufacturing process.

o Description of quality control procedures.

____ Identity of the source of product ingredients.

_____ Sales or other commercial/financial information.

A draft product label.

_____ The product confidential statement of formula.
Information about a pending registration action.

:;Zi: FIFRA registration data.

____ The document is a duplicate of page(s) .

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please
contact the individual who prepared the response to your request.
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This study was origianally desigaed as aa 18-moath study
wiith B6C3F1 mice but was exteanded to a 2-year study, &ppareatly

beceuse of the excelleat survival rate. Evean after 2 years,
survival rate was BO perceat or better jia every méle or female
group of the study. There was a0 sigaificaat effect of
compouad treaimealt at aay dose level ou survival.

Doces selected were 0, 20, 100, aad 500 ppm in the diet,

e

hic ceme to &.a average daily doséege of 3.2, 15.7, aad
2.% mg/kg for males, 3.9, 19.5, aad 27.2 mg/kg for females
f the maian study. These doses were selected oa the besis
of & prelimianary 4-moath study ia which doses of 900 &aad
2700 ppm resulted in unacceptable toxicity for both sexes.
In the meia 2-year study, thevre were 50 of each sex per
group. 1.0 a satellite study, 10 mice of each sex received
ideatical treatmeats but were killed after oaly 52 weeks.
Hematology was performed at 52 weeks with blood from eal1l
sarvivors ia the satellite study, aad at 104 weeks with
blood from 10 of each sex per group ian the maia study-

2lthough there were ao apparent decreases ia food iatake
by the treated maia study groups, there was evideuntly a
decrease i.a body weight that was siguificaat at aumerous time
iatervals in mid- and high-dose-treated males aud high-dose-
treated females. No sigaificaunt differeances ia body weight

were seea i, males or females duriag the last weeks of the
study or at terminal kill oa about day 728.

I.a hematology pervformed for the 2-year maia study,
sporadic chaages, meialy iacreases ia red cell parameters,
were see.a that were aot dose related. There was ao i1adication
of such ¢chaages ia the satellite 1-year study. Iax the
preliminary 4-moath study, decreases i.a red cell parsmeters at
200 2.6 2700 ppm were described aand these appeared to be
compouaded related at such high doses. Decreases ia red cell
parameters were aot seeun at auny of the dose levels ia this
2-year mouse study with doses up to 500 ppm. ]
Decreases ia orgaa weights, such as heart ia males &ud
emales maialy at high dose, liver i.a females at mid-dose are
co.acidered sporadic because there was ao dose relatiouship

they were .aot eccompaaied by histopathology chaages.
owever, the sigaificaat iacrease ia kiduey weichts ia high
cse-treated females was cousidered compound related even
though it was .ot evideat in males, because it was accompaaied
by histopathology chauges.

Ko gross pathology chauages were observed ian aay male or
female treated group of the satellite or maia study.

o /
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male aad female treated groups killed after 2 years This
included iacreas
@aad tubular b

was _8lso aa iacreased chndence of Treasl tubular ethhe]la]

fOCa] hlggiggasn

R

L/fve_rm-.g_es. Reaal
‘'study even at 50

There was

iax aay

orgaas or

treated groups.

ppm ia
years.

the diet,

ed incidence of JntxaLubular Ca]PJflcaiJO)
: s

chaages were seea oaly in kidaneys of high-dose

ine-prote Jnaceous cath dia b both sexec. Thcte

a7 a thh dosé males and ia mad amd high cose

Tesioas were .10t seea i the 1- vear :ate]l:te

0 ppm.

a0 jadication of aan iacreeased iacideace of tumorvrs

in aumber of 2aimals with tumors ia aay
The iavestigators coacluded that up to 500
MCPA was nouoncogeanic ian B6C3F1 mice after
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