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roxicology Branch/HED has completed an evaluation of the
fallowing study:

1. Paraquat: 321-Day Dermal Toxicity Studyvin Albino
gabbita. BHazleton Labaratosies America, IncC.;
Report Ho. 3107-132; October 25, 1985 '

"ehe subsitted report is an “Unaudited Draft.” It was subsitted
prioi to completion of the histopathology section, and it was
not reviewsd for GLP cospliance. This report was sgbnitted.
“...48 justification of our good faith efforts in meeting the
Paraquat Data Call-In and extensiocn request...* A completa
report will be submitted sn the future. Based on the unaudited

draft, this ztudy vas classified as Core Supplementary.

fhere wure few indications of compound-related toxicity at the
doses tested. The HOEL was defined as 1.15 mg cathon/kg/day.
ohe LEL was defined as 2.60 mg catton/kg/day at which dose there
was dosing site scabbing. At the 6.00 mg cation/kg/day dose,
there was slight to well-defined erythenma and scabbing which
began on day 11 and persisted and worsening duwning the study.
The males at this dose alsg had reduced absolute and relative

o

testicle waights of 17-22%, '~ ° ¢




Subacute Derwsl Toxicity

Study Type:

Study Title: Paraquat: 21-Day Derm=l Toxicity Study an
Albino Rabbits; Repuri Wo. 2107-132,

Accession No.: 1259878 * - )
Record No.: 1622914 . ’
R e AT A q *

Sponsor:t Chevron Chemrtcal Conpany
_ Richmond, California

Testing Laboratbryz Hazleton iaboratories Amerjca, Inc.
vieuna, Yirginia

Test Material: . ‘xguat Tackai al (S§X-1465)
iNOT CTdFAMISE QPECIPIED[

bl }

Date of Final Rep: 7. dwteher 25, 1385

PROTOCOL: J

Randomized groups of six male an' six female New Zealand White
raboits were dermally dored with Paraquat for & hours/day over
21 consecutive days at cation dose levels of O (control}, 0.5,
1.15, 2.60, and 6.00 pg/xg/d+y {nominal Paraquat doscs of 0,
1.5, 3.4, 7.8, and 17.9 ng/kg). They were cbserved twice daily
for ciinical signs, and weekly for food consumption. Dermal
irritation was graded prior to dosing and on days 1, 2, 4, 8,
11, %5, 18, and 21. 3ody weights were measured on days =7,.-4,
t, 4, 8, 11, 15, and 18, .The following clinical pathology
parsmeters were measured prior to dosing (day -6) and at atudy
termination (day 22):

Hematology ' - : s

Erythrocytes . Platelets '
Reticulocytes Leukocytes r ¢

Hemoglobin Differential leukocytes,
,Hamatocrit ' :

Clinical Chemistry

Fa
Bilirubin, total Alkaline phosphatase .
Bilirubin, direct CK {sic]
BUM , , LDH
Creatinine ° Triqucerides
Total protein - UAC [sic) .
Albumin Sodiunm .
«Globulin . * RotassLus 5
Glucose Chloride
AST . Calcium '

ALT Phosphoruu ' '
Total cholesterol .




At the termination of the study, all rabbits were necropsied
and the following organs were examined (weights were measuted
for asterisked organs}:

*frain . *Qvaries .
*Adrenals 1 * Tremted skin
*Lungs Untreatea skin
Heart - » Adipose tissuve °
Spleen w9 Bones (nct otherwise specified)
*Liver (with gallbledder) Stomach
#Kidneys - Culon
*Testes :
RESULTS: s

There were nc findings of erythema or edema in any rabbits at
the 2.60 mg cavion/kg/day dore, but scabbing was seen in two
nales (days 18 and 21) and 1 female (days 15, 18, and 21).
The rabbits dosed at 6.00 mg cation/kg/day . had very slignt to
well-defined erythema and scabbing beginnxag on day 11 ard
perststing and wersenzng during the study.

No clinical signs of toxicity were reported during the course
of the study at any dose, Body weights and food consumption
were similar for all groups throughout the study. There were
no indicaticrs of compound-related clinical pathology anomalies.
The only dose-related gross lesions were skin lesions at the
treated skin sites. These included scabs at the 2.60 and 6.00
mg cation/kg/day dose, and redness, thxckenlng and prominent
subcutaneous vessels at che 6.00 mg catxon/kg/day dose. Abso-
lute and relative organ weights were similar for all groups,
except for testicle weights which were reduced 18% for absolute
weights and 17% to 22% for testes to body weight and. testes

to brain weight ratios in the 6.00 ng cation/kg/day group. The
significance of'.this finding is uncertain in the absence of
indlvidual anlmal hxstOpathologxc and organ weight data.

NOEL = 1.15 mg cation/kq/day .

LEL = 2.60 mg cation/kg/day (dosing site scabbing without other
. evidence of irritation)

Core Classification: SUPPLEMENTARY, Because of the inherent

deficiencies in this "Unaudi:ed Draft,* this study cannot be

acceptable until all data is submitted. The study is lacking

an acceptable textual presentatlon of the study design, results,

discussion, and conclusién. It ,is lacking specifics on dosing

procedure,; such as whether the skin was abraded or occluded.

The age and weight range of the rabbits, arnd the purity and

formulation of the test article .were not given. ® Since there

was no mention of the formulatipn, it was irpossible. to deter-

mine whether the control rabbits were untreated or treated

with an unspecified vehicle. The clinical chemistry parameters

CK and UAC were not defined, ‘and therefore .cannot be interpreted.

The final report will contain the histopathology results, and

will then be suitable for Quality Assurance review. .




