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Review 21-day dermal toxicity study with methyl parathion on
rabbits. '

conclusion

Methyl parathion was evaluated in a 2l-day Germel toxicity study in
rabbits at dosages of 0 (vehicle control, 1% carboxymethyl-
cellulose), 1, 5/ 10 and 100 mg/kg/day.

There were no mortalities or clinical signs of toxicity Guring the
study.” No adverse effects were apparent based on kody veight, hody
weight gain, food consumption, clinical patholagg?‘ parameters or
organ weights. Hist@@athaloqtc*evaluaticms of—the-kidneys, liver
and skin from high~-dose rabbits did not reveal any treatment=
related effects.
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No dermal effects wvere seen in treated males, however, slight
erythema -and edema was induced in 1, 5 and 10 mg/kg/day females;
one 10 mg/kg/day female also had slight fissuring. The severity of
these reactions did not increase with dosage. No dermal reactions
were reported in 100 ng/kg/day females. Although no dermal effects
were seen in treated males, the noted effects in females obviates
the establishment of "a NOEL for local dermal toxicity in this
study.

Treatment-related RBC cholinesterase inhibition was seen in 10 and
100 mg/kg/day males and ferales.

The LOEL for systemic toxicity was 10 mg/kg/day based on RBC
cholinesterase inhibition in both sexes and the NOEL was
5 mg/kg/day under the conditions of this study.

-A definitive NOEL for local dermal toxicity could not be determined
in this study.

cors ~lussificztiom: supplementary. This study does not satisfy
guide .ne regquirements for a 21-day dermal toxicity study (82-2}.

“hi= :udy may be upgraded when the registrant provides the purity
. . test material. :
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Wm STATES gned and dated Quality hssurance and GLF
liance statenents Were jncluded on nages
6 and 3 of th3 report, respectivelY.

Methyl parathion was evaluated in @ 21-day dermal toxicity gtudy in
rabbits at dosages of o, 1, 5 i€ end 1090 rg/kg/G8Y .

There wers no mortalities or clinical signs of toxicity during the
atudy. MO adverse cffects were apparent based on body veight,

seight gain, fOO% : ~ e OF
organ waights. His @gw&tholoqi«;: evaluations of the kidneys, liver

and skin from high-dose rabbits dla not reveal a0¥ rreatment-
related effecte.

alihough nO dermal effects wWere seen in ereated mam@, dermal

irt*ita?ﬂ@ﬁ‘mdmrm@‘ in 1, 5and 10 mg/Ry/esY females; no irritation

Tx‘eatmantwr@latad REC cholinesteraaa inhibition wag seen in 10

and
100 mq/kq/&&y pales and females.
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The LOEL for systemic toricity was 10 mg/kg/Gay based on RBC
cholinecterase iphibition in both sexes and the ROEL was
5 wg/kg/day under the conditions of tuis study.

A gefinitive NOEL for Jocal dermal toxicity could not b determined
in this study.

The test material provided by the registrant was a yellow liquid
(lot no. 95-I&-84). purity was not provided im the report. A
reference standard, provided as & solid, was reported to be 99.3 %
pure (lot no. 4022702} «

The vehicle was carboxymethylcellulose (CMC: lot no. OG3114KX,
Alérich Chew. Co.J

tability:

Sonicated suspensions of the test material in 1% CMC were analyzed
for stability on days 7, 10, 14 and 22.

1t was shown that methyl parathlon was stable at room Lemperature
at concentrations of G.9 and 109 ng/wl for 22 days.

&WMM@MMM&M%@.@@%

The sonicated suspensions used for stability tests were also usead
+to determine the homogeneity of the test naterial. Aliguote frum
the top, middle and bottom were analyzed in duplicate by gas
chromatography (GC).

The analytical results showed that all measure concentrations vere
well within 10% of target concentrations in both suspensions.

vr admninistxations

pose suspensions of 1, 5, 10 and 100 ng/mY in 1% CNC were prepared
once (except the 100 pg/ml which broke on day 14} during the test.
The vehicle control was 1% CHC. Thess suspensions were analyzed via

GC gn@ day prior to the start of dozing and after the last day of
aGosing.

The deta chowed that all concentrations were withim 10% of the
theoretical concentrations throughout the dosing period.

Male and female New Zealand white rabbits were obtained from
Hazleton Research Products, Denver, PA. Animals were placed in
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guarantine for a minimum of 7 days and vere observed durimg this
period; body wveights were obtained prior to randomization. Each
animal was identified with numbered ear tag and a corresponding
cage card. Body w&iqhts-were,2.2~2v4Akg~(avezaqe-z,z kg) for males
and 2.0-2.3 kg for females (average 2.2 kg) at the initiation of
the study. The age yange of the animals was not reported. The
animals were housed jndividually in stuinless steel cages with wire
nesh bottoms.

purina Certified High Fiber Rabbit Chow #5325 and municipal tap

water were provided to each animal ad libitum.

The rabbits were housed in @ room with a l12-hour light cycle, a
ﬁ&mperatuxa~0£T19»29’6“and a relative humidity of 42-58%.

STATISETCH

ctatistical analyses of food consumption, body weight,
cholinesterase, hematology and clinical chemistry data wvere
snalyzed. 1in all cases, males and females vers coansidered
geparately. Differences awmong the groups in body weight, food
censumption, cholinesterase, hematology and clinical chenlstry
values and orgs : welghts were determined by 2 ona-vay anmalysis of
variance. If there were gtatistically significant differences auong

the groups at p < 6.05, a Duncan's multiple conparisons test was
perforned.

BX
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Inimals vere assigned to Groups 1-5 on the basis of body wveight
using a computer randomization program. Flve animales per sex were
assigned to each of the following groups:

Group
1 vehicle centrol
2 i
3 5
4 1i¢
& - — T 7T 160 e -
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Treatment: .

The fur was clipped from the_dorsal trunk area ("10% of the total
pody surface area") of each rabbit prior to the first dose and
approxinately weekly thereafter.

Treatment grev s vwere administered cne of four dese levels: 1, 5,
10 or 100 mg/kg of active ingredient. Control groups were
administered a volume of vehicle control (1% CMC) egual to the test
volume administered to the high dose group. The dosing volunes vere

adjusted once a week according to the body weight of the animals
taken that same day.

The animals received 21 consecutive daily doses (5 days/week for 3
weeks) for 6 hours/day. Test material was placed either directly on
the skin or to gauze which was appllied to the skin sgite. The test
article was held in contact with the skir using porous eight-ply
gauze dressing secured by non-occlusive :dhesive <evrrgical or
bandage tape, or equivalent non-occlusive tzpe. After =.. exposure
period, the wraps were renoved and the residual test article was
washed from the site using liguid hand soap, warm water and gauze
SPONJGEs .

Clinical observetions and mortality:

The rabbits were observed once daily for syst-mic and dexmal
toxicity as well as mortality. Climical observations included
changes in wucous membranes, respiratery, c¢astrointestinal and
meuremuscular systems as well as general behavior.

Bosvlts:

The only clinical sign noted by the investigator was increased
aceivity in 1 Group 3 female and 1 Group 4 female. No animal died
or was sacrificed during the study.

The application site on each animal was examined daily for
erythemna, edena, desquamation, atonia, fissuring and egchar. The
ccale used to evaluate the severity ol skin reactions was provided
in Appendix C of the report (Appended page 1).

Beselbst

permal reactions are summarized in Table 7 from the report
(Appended page 2). One Group 1. male had erythema and partial eschar
on day 21; no dermal effects were observed in any other male.

one Group 2 female had slight erythema and edema, 2 Group 3 females

had slight erythema and edema, 4 Group 4 females had slight
- -grythena, 3 had slight edema and 1 had slight fissuring. No dermal

reactions were seen in Group 1 and Group 5 fomales.
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Tndividual body weights were measured on days 1, 8, 15 and 22 (day
of necropsy) and food consunmption was neagured weekly. Food was
available ad libitum -throughout the study, but was withheld prior
te necropsy ar” blood collection for pre~study cholinesterase

assays.

Regultas

Body welights and food consunmption were comparable between groups
for both sexes throughout the study.

pPra-test blood sanples were cbtained from an ear artery or vein for
baseline serum/plasna and erythrocyte (RBC) cholinesterase
analyeas. Plasma, _RBC and -brain samples were collected at the

termination of the study for analyses.

Reguliet

D@@r@a&@% in plasma cholinesterase in & and 100 ne/kg/day nales (29
and 27% beloyw contrels, ;

regpactively} were statigtically
significant (Appended pages 3, 4, % end 6; Table g from the
report). The decrease at B mgtkgl/day does not appear to be

toxicologlically significant sinco it was not part of a dose-
response trend, one value (animal § 2913} waz a low cutiler and the
mean pre-test value tor this group was 11% below the corresponding

control. Treatnent-related RBC cholinesterase inhibition vas seen

in 10 msg/kg/day nales (-35%) and females (-30%) and 100 g/ kgfday
paleg (=37%)

and females (=38%).

Blood vwas collected from each rabbit on the day of scheduled
sacrifice (day 22) for evaluation of selected hematology and
clinical chemistry parameters. The animale were fasted overnight
priox to blood sample collection. Blood samples wers obtained via
cardiac puncture. The following parameterg Ware evaluated:

Bematelogy

grychrocyte count Hematocrlit

Homoglobin concentration Meoan corpusculay volune
| (HCV)

Mean corpuscalar henoglobin (MCH) Mean corpuscuelay

hemoglobin concantration
{(MCHC)

platelet count - — - = )
leukocyte counts

'i‘.‘aﬁ@;}.waﬁg_ ﬁi_ﬁf@mmﬁ&l
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albumin ‘ Blood creatinine
calcium Chloride ‘
-Glucose Phosphorous
Potassiunm Serumglutanic-oxaloacetic
transaminase (aspartate
aminotransferase} (AST)
Sediun Serum glutamic-pyruvic
. transaminase (alanine
aninotransferas:) (ALT)
pilirubin (totsl & direct) Total serum protein
Urea nitrogen
Rosults:

Hematology.

Sporadic etatistically significant changes in hematologic
parameters noted in the report do ncht appear o be treatment-
ralated. Decreases in seguented neutrophils in Group 2, & and
s fewmaleg were not dose-related and the p-value was probably
influence by two high individual control values. Increased
cosinophiis in Group 3 ané 5 males appeared to be dus to 2
high values in Group 5, 1 in Greup 3 and 4 relatively low
contrel values. The small number of anlimals per group must
aigo be considersd in these pairvise couparisons. Also, the
investigator did not analyze pre-test blood samples to
generate baseline data which could have been used for an
additional comparison.

The reported gtatistically significant changes in the
investigated paransters do not appear to be treatment-related.
pecreased chloride in Group 4 males, increagsed chloride and
sodium in Group 4 males and increased phosphorous in Group 4
& 5 females were not doge-related changes. Increased AST and
ALT in Group 5 females (mot statistically significant) were
due to increased velues in one animal (# 2949) ; this animal

did not have any noteworthy histopathologic changes reported
for the liver.

A gross necropsy on day 22 included the following: all orifices,
carcags, cranial cavity, external and cut surfaces of the irailn,
external surfaces and all viscera and glands.

organ weights wevre ckztmﬁ@d for the ﬁx;aigs, kmmﬁrs; liver, testes
without “epididve g and -ovaries~ “of all animals; paired organs
were welghed together.

g
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The following organs and tissues from each animal wers =r . a2xad in
102 neutral buffered formalin: gross lesions, xidr. ./:  ..ver,
gonads, treated skin and untreated skin.
Resulis:

The gross observations reported do not appeur to be treatment-
related (Appended page 7; Table il from the report): kidney
foci im 1 Group 1 male, 1 Group 2 female and 2 Group 4
females. A mottled red and tan caudate lobe of the liver vas
reported in 1 Group 5 female; the report author indicated that
thig liver appeared to have undergone torsion.

Gragan yeiohis

Keither the absolute nor relative oxrgan weight data showed a
'&:r@&tm@n%;mr@lm&ﬁ effect.

Histopathelogy:

The liver, kidneys, treated skim and untreatsd siin from comtrel
znd high-doge animals and the gross lesions from rabdits in all
groups wore ecxamined microscopically.

Ragnites

The reported histelegic changes did not appear te be associated
with treatment (Appended pages 8 & 9, Table 14 from the report).
Fecl of chrenic inflammation of the kidneys were reported inm 2
croup I males, 1 Group 5 male, 1 Group 2 female and 2 CGrouw,. 4
females. One Group S5 female had local renal inflammation. The
investigator indicated that the foci of chronic interstitial renal
inflommation, typlcal of Encephalitozoon cuniculi infection, were
characterized by focal interstitial infiltrater of nacrophages,
lyrphocytes, some plasma cells and fibrocytes, and occcasional
hetervophilla. These focl were primarily seen in the renal co tex,
byl gomn wers slge esen in the medulls.

Minismel i nild hepatic extramedullary hematopoiesie wag reported
in 5 Gzoup 1 males, 4 Group S males and 3 females each in Croups 1
and 5. Yhe report indleated that thiz obsexvation wes typified ber
prinerily  periportal or  centrilobular eccunulations of -
hematopoietic cells of all sories, but primarily ncterophils.

The 1 Group & female, in which a-mottled red and tan caudate lene
of the liver was noted above under gross necropsy, had mild te
roderate centrilobulsr necrosis and chronic inflammation, which vas
associated with torsion of that liver lobe by-tho investigator.
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Methyl parathion was evaluated in a 21-day dermal toxicity study in
rabbits at dosages of 0, 1. 5. 10 and 10¢ mg/kg/day.

There were no mortalities or clinical signs of toxicity during the
study. No adverse effects were apparent based on bedy weight, body
weight gain, food consumption, clinical pathology paraneters or
organ welghts. Histopathologic evaluations of the kidneys, liver
and skin from high-dose rabbits did not reveal any treatment-
related effects.

Ho dermal effects were seen. in treated males, however, slighc
erythema and edena was induced in Group 2, 3 and 4 females; X Group
4 females also had slight fissuring. The severity of these
reactions @id not increase with dosage. No dermal reactions were
reported in Group 5 females. Rlthough no dermal effects were seen
in treated males, the noted effects in females obviates the
establishment of a NOEL for local dermal toxicity in this study.

Treatment-related RBC ¢~ .inesterase inhibition was seen in Group
£ and 5 wales and fewmalias.

The LOBL for systemic tonicity was 10 ng/kg/day based on RBC
chelinesterase inhibition iwn both sexes and the NOEL was
5 wg/kg/day under the cond:iions of this study.

k dsfinitive HOEL for lecal dermal toxicity could not be deterwined
in this study.

core clossificetiens supplemental. This study does not satisfy

guideline reguirements for a 21i-day dermal toxicity study (82-2).

Thiz study wmay be upgraded whea the registrant provides the purity
of Lu® test material.
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Page is not included in this copy.

Pages Z, through /§~ are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
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.

-

L////;nforﬁétion about a pending registration action.
) 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 respomnse to your request.




