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SUBJECT: Pavaquat: Additional bata for the j-Ganeration Rat
Reproduction Study (No. CTL/P/719; Deccember 22, 1982;
Accesgion fNumbers 249911 and 249912} aand the Rat Chronic
Peeding/Oncogenic Study (Mo, g2/1LY217/328; Octaober 27,
1683; Accessiun tumbers 292372-252384}).
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FROM: Krystyna K. Locke, Toxicelogist y:) ')
Section 11, Toxicology Branch ‘*prC\ \;,, L&)LLMLa

Hiazavd Evaluation Division (18-T69y

TO: Robert Taylor, Product Hanager 025 :
' Registration Division {(1TS-767) 4{
THRU: Edwin R. Budd, Section Head B{% -

' Saction 11, Toxicolegy Branch %ﬁ\}
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Hazard Evaluation Division {TS-769) Q;y / ifﬁﬁﬁh I,;/ﬁb
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Theodor¢ Farber, Chief

foxicolegy Branch .

Hazard Evaluation Division {T5-769)

; In September 1984 and in August 1985, Toxicology Branch/Hazard
gvaluatior. Division requested additional data for the J-qeneration
rat reproduction study and the rat chranic foeding/oncogenic study,
respeetively, in order to finalize the evaluations of these
studies. The current submission (Record No. 158397} includes the
following data: .

1. “Chevron Raspnnse to EPA Comments on the Rat Reproduction
Study.” Volume IY; Accession No. 259284, :

"
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2. “Paraquat: Three-Generatisn Reprnduction Study in Rats
- Individual Animal Data.® Parts I and IT; Volume I;
Accession Nos., 259285,.259297 and 25929%3.

3. “Chevron Response to EPA Comments on the Rat
~ Chronic/Oncogenicity "Study.® Volume III; Accession No.
259299, o ~ : " :

-

Data concerned with “he vaproducticn study were examined and
found satisfactory. (Please see ADDENDUM TO THE REVIEW OF A 3~
GENERATION RAT BEPRODUCTION 41ITH PARAQUAT: attached). Data
eubmitted for the rat chronic feeding/oncogenic study were also
: 2

satistactory, '

Regarding “'l.e rat cheanicsoncogenicity study, only a listing
of the numbers of or  jaru/ticsiss examined in each group was
submitted. Thex- usia were requested in point 1 of the memorandum
dated August 1§, :9#58 {att:chcdl. Vata requested in points 2
and 3 of the sam» miasrandum heve nut yet been submitted.
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2DDENDUM TO THE REVIEW OF A 3-GENSRATION RAT REPRODUCTIOR
STUDY WITH PARAQUAT

.”
Tox. Chem. No. 634
p Project No. 413

.o

In September 1984, Texicology Branch/HEDw»completed an
evaluation of a reproduction study tntitled “Paraquat: :

Mult igeneration Reproduction 5tudy in Rats--Three Generations"
Report No. CT;{P/?lQ; December 22, 1932. EPA Accession NOs.:
24991 and 249912; Record do. 16071. The NOELS and Core Classifi-
_cation of that study were as foliows: .
Provisional reproduction NOEL: 150 ppm (highest tested)

Reprcductive LEL effects: Not determined.

Provisional systemic NOEL: 25 ppm . ’
Provisional systemic LZL: 75 ppm (alveolar histiocytosis in
. male and female parents). ’

Core Classification: Supplementary
The“following comments were also made in that review (p. 31):

wToxicology Branch accepted the NOELs as provisional because
of absence of individuzl data and because of deficiencies and/or
ambiguities which were detailed in the review. The provisional
NOELs and core classification will be updated upon the receipt
and evaluation of the following data:

. ®3}, Summary table showing number of males mated and siring
i live young; number of Eemales mated, killed or died,
nonpregnant and those rearing young to weaning; and
number of females with total resorption and total litter
loss. The data should be separated for each level and
generation. : ‘

%2, Table(s) showing number of‘dffsprings;'stillbirths and
live births for:each female. )

n3. pistribution of sex between 1itters.,

%4, Individual body weight or body weight gain data showing
adjustments for missing values.
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bata showing when,- in which test group(s), and for how
many animals ad)ustments were made in the food consumption

data. - .

.

Gross necropsy findings for adult rats (and their ID

. numbers) and for the offsprings.

.

Clarlfxcatlon of data by supplylng Footnotes and/or
axplanations, Detalls appear in the review."

The currept sutmission. (Record No. 158397) contains the
requested data. It includes the following documents~

1.

2.

"Chevron Response to EPA Corments on the Rat Reprodu-:lon
Study." Volume II; Accession No. 259284.

"paraguat: Three-Generation Reproduction Study in Rats -
Individual Animal Data.” Parts I and II; Volume I;
Accession Nos. 259285, 259297, and 259298.

These data were examined and found satisfactory. Therefore,
the above NOELs are no longer provisional and the Core Classification
is now changed to that of Guideline. . .
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MEMORANDUM - ) ,. - . ~ r:s*ncu.nzi AND TOXIC SUBSTANCES

SUBJECT: Request for Additional Information from the Registrant
‘(Chevron Chemical Company) with Respect to the Following
Studd: Paraquat: Combined Toxicity and Carcinogenicity
Study in Rats. Report No. R2/TLYZ217/328; Life Science

Research, Stock, England; Octoher 27, 1983.
. Tox Chem. # 634

FROM: . FEdwin R. Rudd, Section Head Y. K4
" Section 2, Toxicology Branch \%)
Hazard Evaluation Division (TS-769) %Q9
TO: Robert Taylor, Product Manager #25

Registration Division (TS-767)
X .

THRU: THeodore M. Tarber, Chief
Toxicolagy Branch
Hazard Evaluation Division (TS-769)

In order to complete the Toxicology Branch review of the
subject stucly, additional information described below under
items 1, 2 and 3 is absolutely essential. Please request
this information from the registrant (Chevron Chemical Company) .
immediately. This information is urgently needed as soon as

ossible in order to meet critical Agency time commitments on
this chemical. ’ . '

In order to avoid possible misunderstandings regarding
- technital specifics of this request, it is strongly recommended
that a copy of this memorandum, in its entirety, be sent to
the registrant. ) ,

1. With-respect to the reportina of histopathological findings,
a listing of the total numbers of organs/tissues’actually
exanined, on an animal by animal basis, for each oraan/tissue
with individual listings Zor each Cosage level group and
sex. This listing should he comprehensive, include all
animals in the study and clearly indicate for each
organ/tissue, how many animals in each group were actually .
histopathologically examined. The data previously
presented, with the exception of eyes, only lists numbers
of animals in each group. The requested information is
absolutely essential for proper interpretation of study
results. o .
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Pue to severe time constraints, the above information is
requested to be submitted immediately for-fhe specific
organs/tissues listed below. The remainder of the
information, for all other organs/tissues, should be
submitted as soon as possible thereafter.r'

For All Animals In All Groups

.

Lungs Y

Adrenal gland

Pituitary gland

Thyroid gland

Skin and subcutis .

‘"Head region" .'(including skin, middle ear, "head-tissue™

hard palate and any other part in which squamous cell
carcinomas were observed) ‘

NOTE: This information' (item 1) was previously requested

to be zuhmitted to the Agency in a memorandum,

dated March 8, 1985, from Krystyna K. Locke
(Toxicology Branch) to Robert Taylor (PM #25) and
“subsequently in a- letter, dated April 25, 1985,

from Robert J. Taylor (FPA) to L. R. Stelzer [Chevron).
. As of this date, no response has been received

from Chevron.

“ . Y . s . : .
For all.animals identified in the study as having skin

tumors of epithelial origin (including papilloma, squamous

papilloma and squamous carcinoma) and all animals identified

. as having squamous cell carcinomas in the head region

(including skin, middle edr, “head tissue" and hard
palate), an individual listing for each animal, including
identification number, describing the specific type and
location of all skin tumors of epithelial origin (including

‘those described above). This information should be

submitted immediately. . .
Historical control data for neoplastic lesions for the
strain of rat used in this study. DPata for animals from
the same supplier and which were studied in the same
lahoratory as tnis study should be submitted if feasible,
The submitted data should cover consecutive long-term
studies in this laboratory for at least the past 5 years
and earlier if possible. Pertinent data for each individual-
study should be submitted, i.e., results from different
studies shotild not bhe podoled and presented in only that
form. For éach individual study, the following information
ghould be included. -
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t. a. Strain and source of experimental animals.

b. - Laboratory performing the study.

.

™

¢. Date of initiaticn of study.
d. buration of study.

? L e. Number of male and female znimals in the control groups..
3 N . ‘ . .;. »
£. ' A listing of types, locations and incidences of
all neoplastic lesions noted during histopathological
examination for the male and female groups separately.
. » .
g. If available, for neoplastic lesions in each
. : “‘organ/tissue, the numbers of animals in ea~h group
) I " that were actually histopathologically examined.

Due-4@-eevére time constraintsg, the above information is
requested to be submitted immediately for the specific
neoplastic lesions listed below. The remainder of the
information, for all other neoplastic lésions, should be
submitted as soon as possible thereafter.

Lungs - . .- Bronchio-alveolar adenoma/carcinoma
Adrenal gland- - .JBeniqn/malignant pheochromocytoma
Pituitary gland =~ = = Adenoma}carcinoma.

L3
Parafollicular adenoma/carcinoma
Follicular adenoma/carcinoma

Thyroid éland

v "_.'(V.
‘Skin and subcutis Fibroma, fibrosarcoma, mesenchymal

fibrosarcoma

.

o ; ’ . - Pavilloma, sguamous papilloma,
3 squamous carcinoma

e Lipoma, hasal cell tumor, ‘unidentified
R ‘ ' carcinoma

3 "Head region” {Including skin; middlé ear, "“head
. . ' tissue" and hard palate)

- Squamous cell carcinoma
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