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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTCN, D.C. 20460

(58

JUL 2 8 1993

OFFICE OF
FREVENTICON, PESTICIDES AMD
TOXIC SUBSTANCES

MEMORANDUM
SUBJECT: Pendimethalin: Reregistration-Toxicological Data
Requirements
TOX Chem No.: 4S4BB
PC No.: 108501
DP Code: D170935
Submission No: 54066583
FROM: William B. Greear, M.P.H. waem & 2 wose &7/33

Review Section IV, Toxicology Branch I
Health ‘Effects Division (H7509C)

TO: Walter Waldrop/Terri Stowe, PM Team 71
Reregistration Branch
Special Review and Reregistration Division (H7308W)

° Ve
THRU: Marion P. Copley, D.V.M., Section Head < 7 7 o
Review Section II, Toxicology Branch I'{éba”- %?f
Health Effects Division (H7509C) ;/ﬁ7’5_;
. 7
I. CONCILUSIONS

The toxicological data base is adequate and will
support the reregistration of pendimethalin.

iI. REQUESTED ACTION

Walter Waldrop, of the SRRD (Reregistration Branch),
in a memorandum generated in early 1993, has requested that
Tox I clarify the status of the toxicological data
requirements for the reregistration of pendimethalin.
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IIT. PRODUCT INFORMATION Pendimethalin, No. 454BB
Updated June 1993

Pendimethalin (3,4-xylidine, N-(1-ethylpropylj)-2,6—
dinitro) is a herbicide plant growth regulator and is used to
control germinating weeds. It is applied using both ground
and aerial equipment and depends on mechanical and natural
(rain) means for soil incorporation to be effective.
Pendimethalin has both terrestrial food crop and nonfood
uses. Tolerances have been established for residues of
pendimethalin on several raw food crops under 40 CFR 180.361.
Nonfood-crop uses include both ornamentals and tobacco.
Pendimethalin’s proprietary name is PROWL®. The current
formulation is PROWL 4E (42.3% a.i.), Registration No. 241-
243. Tts chemical structure is as follows: ‘

PENDIMETHALIN
HNCH(C,H= 5
O,N NG,
ThEs
CHs

The Chemical Abstracts Service Registry Number is
40487-42-1, and the TOX Chem No. is 454BB. The PC No. is
108501. It is a list A chemical.

Q)
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Iv. DATA REQUIREMENTS (40 CFR 158.340)
Pendimethalin, No. 45%4BE
Upcdated June 1993

Technical Required Satisfisd
81-1 Acute Oral Toxicity Y Y
81-2 Acute Dermal Toxicity Y Y
81-3 Acute Inhalation Toxicity Y b4
81-4 Primary Eye Irritation Y Y
81-5 Primary Dermal Irritation Y Y
81-6 Dermal Sensitization V4 Y
81-7 Acute Delayed Neurotoxicity (Hen) N -
82-1 Subchronic Oral (Rodent) 4 Y
82-1 Subchronic Oral (Nonrodent) Y Yi
82~-2 21-Day Dermal Y Y
82-3 90-Day Dermal N -
82-4 90-Day Inhalation : ;. N -
82-5 90-Day Neurotoxicity (Hen) | N -
82-5 90-Day Neurotoxicity (Mammal) S -
83-1 Chronic Toxicity (Rodent) P Y v
83-1 Chronic Toxicity (Nonrodent) 4 Y
83-2 Carcinogenicity (rat) 4 14
83~-2 Carcinogenicity (mouse) 4 ¥
83-3 Developmental Toxicity (rat) ' 4 Y
83-3 Developmental Toxicity (rabbit) 4 Y
83-4 Reproduction 4 Y
83-5 Chronic/Carcinogenicity - -
84-2 Mutagenicity - Gene Mutation r4 Y |
84-2 Mutagenici*ty - Structural Chromosomal Aberration { Y
84-4 Mutagenicity - Other Genotoxic Effects { 4
85-1 General Metabolism { 14
85-2 Dermal Penetration N -
86-1 Domestic Animal Safety N -

e chronic dog study satisfies the requirement for the 90-day dog study.

Y = Yes; N = No.
|
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VI. | DATA GAPS
None.
VII. ACTION TAKEN TO REMOVE DATA GAPS AND OBTAIN ADDITIONAL
: INFORMATION
None.
VIII. RZFERENCE DOSE (RfD)

The oral RfD is 0.04 mg/kg/day based on a NOEL of 12.5 =g/kg/day
determined in a 2-year dog study utilizing an uncertainty factor of 300 and =
modifying factor of 1. The verification date for the Agency RfD workgroup
review is September 16, 1987. It is anticipated that of new RfD workgroup
review of pendimethalin will be forthcoming.

IX. PENDING REGULATORY ACTIONS

There are no pending regulatory actions against this pesticide a=z=
this time that TB-I is aware of.

X. TOXICOLOGICAL ISSUES

A. The Peer Review Committee on Carcinogenicity met =n 3/18/%Z
and decided that pendimethalin was a Group C ~ possible human carcinogen and
recommended that for the purpose of risk characterization the Refersnce Dose
(RfD) approach should be used for guantification cf human risk (see
memorandum of William Greear and Ester Rinde dated 7/27/92).

B. A letter dated from Barbara Gingher of the Americzan
Cyanamide Company provided data on the time-weighted mean consumpticn of
pendimethalin in the two-generation reproduction study - Study No. C3G/2/90;
7/12/90 (see the Supplemental Reproduction DER attached). These data are
adequate and will be incorporated into the one-liners

{These data were only recently (6/93) provided to the Tox I-
Reviewer for evaluation.]

c. AlT‘\OM L\‘!—kﬁ Nthbc 15 STUdy 15 5UW\eW\fY\TaY )7!0 qM\T\cf.\‘ A.\,Tc\ (S
NOTE: It is recommended that ‘this memorand
submitted to the registrant in its entirety.

v
\‘CQu\\—ﬁ\ T fnts’flm?
ff The. rfs&ﬂmr Wishes s

| BEST AVAILABLE CUPY} SeppeeT @ hermonal mecos,

FOK ﬂyrng ruhﬂl(’. s ey 2

OMY M{G_\Dch(
55963:I:WP5.0:Greear:C.Disk:KENC0:11/28/90:de:VO:EK: CL&Qf
55963:WP5.1:Greear:1/3/91:MPC )& [don 724 Vi = -

F“‘Lrﬂ%‘\ﬂ"

Pef?‘ ’Z.'Qa I er- PP

- wl .
<7/‘;1‘~7/‘i lj; loul Aol T-
b‘c smb Y\;lﬂgd ;ﬁ




Reviewed by: William B. Greear, M.P.H. .. .. ' - "
Review Section IV, Toxicology Branch I (H7509C) . Ciﬁ-;éi
Secondary Reviewer: Marion P. Copley, D.V.M. _. .

Review Section IV, Toxicology Branch I (H?SOQC)Z%é%gﬁh
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DATA EVALUATION REPORT-SUrPLEMENTAT,

Study Type: Two-Generation Reproduction TOX. Chem. No.:454BB
Study-Guideline Series 83-4 MRID No.: 417252-03"
PC No.: 108501
Test Material: AC92,533
Synonyms: Pendimethalin

Study Number: CBG/;2/90

Sponsor: American Cyanamid Company
Princeton, NJ 08543-0400

Testing Facility: Toxicol Laboratories Limited
Ledburg, U. K.

Title of Report: Dietary Rat Two-Generatisn Reproducticrn
Toxicity Study with AC 92,553

Author: L. F. H. Irvine, P. Boughton

Report Issued: Jufy 12, 19580

~,

Conclusions: NOEL (parental) = 500 ppm éﬂ 3‘ng/kg/day:FQVZW@/q/dqa?

LEL (parental) = 2500 pm (decreased body’ weight /
gain and food consumption in males =z, J
and females = Al6 mg{kg/day 7

NOEL (reproduction) = 500 ppm (= ¥ >mg/kg/day)

LEL (reproduction = 2500 ppm decrease in number

of pups born and pup bcdy
weight = Z/6mg/kg/day)

Classification: Core-Minimum

Study Acceptability: The study satisfies the requirements for
a Guideline Series 83-4 Two-Generation

New Data: In a letter dated November 1, 19981, Barbara Gingher(q&cbg
of the American Cyanamide Company has submitted the
time-weighed~mean of pendimethalin as requested.

The data are presented belowtinTakle |, Table 4 .;f?rase.-_:’S The

Means to b unged Fn calewlalions o infaKe £ Lok

S55P55ne ~T

* - Original MRID No. provided, no new MRID No. is available.




A .1e

Time-Weighed-Mean Consumption of Pendimethalin'

oty
Mean Calculated Intake (mg/kg/day) +S.D.
Period Generation 500 ppm 2500 ppm 5000 ppm
_—_—__—_———————_———__—_—_——'——-_—————_————’——}
Males: |
Pre-mating P1 36+6 173425 343+45
F1 42413 215+70 437+139
Post-mating P1/F1 2541 12846 259+13
Females:
Pre-mating P1 4045 195421 389437 |
F1 46+10 236450 484+88
i
Pregnancy P1/F1 3342 168+7 343+19
(both a & b
litters) i
5] 3 )
T"\b‘? - L SOL’QEM 9\500 7 P ' 6(\(7;) pp i~ .
pcfes > 34 my)
wHfee Ry 1 T2, n%
B Giay | Moy | 3vemssi .
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'Table extracted from Memorandum of B. Gingler,
Cyanaride Company,

11/1/91
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CYANAMID
‘ NO 40 CFR 158 DATA ARE IN THIS SUBMISSION

¢i10421
Amaerican Cyanamid Company

Agrnicultural Research Division

P O Box 400

Princeton. NJ 08540

(609) 799-0400

Jovempber 1, 550
Ms. Terri Stowe . L

Special Review and Reregistration Division

Office of Pesticide Programs

U.S. Environmental Protection Agency

Crystal Mall, Bldg. No. 2

1921 Jefferson Davis Highway

Arlington, VA 22202

Re: Pendimethalin Registration Standard
Case # 0187; Submission of Information
Required by an EPA Letter Dated September 27, 1991

Dear Ms. Stowe:

American Cyanamid is providing the information required by an EPA letter which
we received on October 4, 1991 (attached). In the letter, Toxicology Branch [ szated

a need for certain time wexcﬁhted mean consumption values -zlated to a rat
1

reproduction study with pendimethalin (MRID #41725203). Tzezse are provided
below:

Mean Calculated Intake (—z/kg/dav)=S.D.

Period Generation 300 ppm 25CN c=m 2CC) ppm

Males:

Pre-mating P1 36+ 6 LT3=28 243+ 45
F1 12713 215270 137=139

Post-mating P1/F1 : 25+ 1 128~ 2 239+ 13

Females:

Pre-mating P1 30+ 3 952 289+ 37
F1 46+ 10 236~3 +3++ 88

Pregnancy P1/F1 33+ 2 68T 342+ 19

(botha &b o

litters) :

We believe that this table provides the information requested .= :zur _21ter 2nd hove
that it is helpful in the evaluation of pendimethalin. if vou nuve “rv Jimer zucsticns
concerning this study, please call me at Extension 2234. '

Respectfully submitzez.
&
dllaa A
Barbara =
Product Registrations Miznager

L.S. Regulatory Az ’ ﬁ
M

) %)



