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- RE.L l FACTS

*** D E ET***

Pesticide CAl pest1c1des sold or distributed in the Unlted States must be registered
Re reglstratlo n by EPA, based on sc1ent1ﬁc stud1es showing that they can be used without
~ posing unreasonable risks to people or the environment. Because of advances
“in scientific knowledge the law requires that pesticides which were first .
- registered before November l 1984, be rereglstered to ensure that they meet
today S more strmgent standards. :

+ Inevaluating pesticides for reregrstratmn EPA obtains and reviews a
complete set of studies from pestrcrde producers, descnbmg the human health
- and environmental effects of each pesticide. The Agency develops any mitiga-
tron measures or regulatory controls needed to effectively reduce each pesti-
01de s risks. EPA then reregisters pesticides that can be used without posing
unreasonable risks 6 human health or the envrronment ' -

When a pestlc1de is‘eligible for reregistration, EPA explams the ba51s for
' its decision in a Reregrstratlon Eligibility Decision (RED) document. This fact '
sheet summarizes the information in the RED document for rereglstratmn case
0002 N, N-thethyl—meta—toluamrde and other isomers (DEET)

Use Profile N N-dlethyl-meta-toluarmde (DEET) is an 1nsect repellent used in
' ‘ households/domest1c dwellings, on the human body and clothing being worn,
on cats, dogs, horses and pet llvmg/sleepmg quarters. There are no food uses.
It is used to control biting flies, biting midges; black flies, chiggers, deer flies, .
fleas, gnats, horse flies, mosquitoes, no- -see-ums, sand flies, small flying insects,
stable flies, and ticks. Formulations include liquids, pressurized liquids, ready-
to-use formulations and impregnated material. DEET is applied by aerosol
" can, by hand, non-aerosol pump sprayer package applicator, and pump spray

bottle - . t '

Re'gulato‘ry DEET was first reglstered in the U.S.in 1957 after’ first bemg developed '
- History by the U.S. Army in 1946 for use by military personnel in

1nsect-mfested areas. ‘A Registration Standard for DEET was 1ssued in De— '
‘cember, 1980 (PB81-207722), and a subsequent Data Call-In (DCI).

for DEET (1ssued September 1988) requ1red addltlonal ammal and avian -
_ toxicity data.

Currently, 225 DEET products are reglstered DEET products that are
. apphed d1rectly to the skin and/or clothmg are avaﬂable In numerous formula-




- ‘t10n types (e g. aerosol and non-aerosol sprays creams, lotlons stlcks foams
n and towelettes) Product concentrat1ons range from ~4% a. 1 to 100% ai

e
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N, uman Health TOXlClty
. Assessment ~ In studies using laboratory animals, DEET generally has been shown to
be of low acute toxicity. It is slightly toxic by the eye, dermal and oral routes
~ and has been placed in Toxicity Category III (the second lowest of four
“ categones) for these effects
) [NOTE ‘For acute oral, dermal ‘ocular and 1nha1at1on toxrc1ty
~ Category 1=very h1ghly or hlghly tox;c o
Category = moderately tox1c | -
Category I = sl1ght1y toxic
| Category IV = pract1cally non-tox10]
o Dletary Exposure o '
~ Because of its use pattern people are e not exposed to re51dues of DEET
i through the diet. ' -
Occupatlonal and Resndentlal Exposure |
. . ' 'Based on DEET’s indoor/residential use pattem handlers (mlxers
.+ . loaders, and applicators) are not exposed to DEET |
“Human Risk Assessment
- ' DEET generally is of low acute toxicity, and based on the ava1lable
; toxwologlcal data, the Agency beheves that the normal use of DEET does n
A present a health concem to the general US. populatlon (the Agency s human
"~ risk assessment has 1dent1ﬁed no tox10010g1cally s1gmﬁca11t effects in ammal
. studies.) DEET has been class1ﬁed asa Group D carcmogen (not cla551f1able
o ”as a human carcmogen )
Although DEET’s use has been unpllcated in seizures among chlldren
the Agency believes that the incident data are insufficient to establish DEET as
- the cause of the reported effects. However, because of DEET’s unusual use
" pattern (direct application to human skin and clothmg) and its association with =
-+ . . seizure incidents, the Agency believes it is prudent to require clear, common
" sense use directions and improved label Wammgs and restrlct10ns on all DEET
‘ product labels

Environmental
~ Assessment Environmental Fate
“ " " Because ofits fimited use pattern the only environmental fate study
- requlred for DEET was hydrolys1s From that data it was concluded that
' DEET is stable to hydrolys1s at pH levels found in the env1ronment . -
Ecological Effects - S
Because DEET is only apphed d1rectly to the human body/clothmg, cats o
. dogs, pet quarters and household/domestlc dwelhngs it is considéred to be,
. “indoor res1dent1al” use A l1m1ted set of tox1c1ty data for mdoor-use pestl ‘
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1s required to determine precautionary label statements and for assessing - | ‘
environmental hazards in case of spills. The avallable data characterize DEET
as slightly toxic to birds, fish, and aquatic mvertebrates and as practrcally

.. nontoxic to mammals.

Ecologlcal Effects Rlsk Assessmer*t

Ecological risk assessments are not conducted for pestlcldes with
exclusively indoor use patterns. Apphcatlon of DEET to the human

- body/clothing, cats, dogs, pet quarters, and household/domestlc dwellmgs 1s

Risk Mitigation

not likely to adversely affect terrestnal ‘wildlife or aquatlc organisms. -

DEET isa personal insect repellent that is w1dely used among the U.S.
populat10n including children, and is one of the few residential-use pesticides

that is applied directly to the skin.. Although the available toxicological data to '
not indicate a health concern under normal use conditions, DEET’s use has

- . been associated with possible adverse effects. For all of these reasons, the

Additional Data
Required

Product Labeling .
- Changes Required

Agency believes it is prudent to require improved label warnings and product

- restrictions. A listing of the required labelmg statements for DEET

formulations is included in the RED, Section V. The Agency had’ deferred its
decision on the combination DEET/sunscreen products until it has sohc1ted the

views of various governmental agencies and other groups. Sunscreen products -

are intended for frequent, generous use, and DEET products are intended for

 spare, infrequent use. The Agency is concerned that use of the combination .

products may promote greater use of DEET than is needed for pesticidal

. efficacy and thus pose unnecessary exposure to DEET. In addition, child-

safety claims must be removed from all end-use product labels in order to be

" reregistered. Child-safety claims are misleading and irreconcilable with the

intended use and pesticidal, ingredients of DEET products From the ‘
toxicological data reviewed by the Agency for DEET, and from DEET incident

. _data, there appears to be no correlation between the percent active ingredient -

in the product and its safety. Therefore, the Agency does not beheve that
certain DEET formulations are inberently safer for children. DEET
uses/forrnulat1ons with labels that make cosmetic claims must be labeled such
that label statements and use directions regardmg insect repelléncy appear first
and more prormnently on the label

EPA is not requiring add1t1onal generic stud1es for DEET to conﬁrrn its -
regulatory assessments and conclusions.

The ‘Agency is requiring product-specific data including product

- ~'chemistry and acute toxicity studies, , product efficacy data, revised Conﬁdentral : ,

Statements of F orrnula (CSFs) and revised labeling for rereglstrauon ‘

All DEET end-use products must comply with EPA's current pesticide
product labellng requlrements and with those labelmg reqmrements lmposed m-

s




| tlns RED For a comprehenswe llst of labelmg requlrements please see sect1on -
V. of the DEET RED document. “

LAl products must mcorporate a series of 14 statements 1nform1ng the o
"% consurner on the method of application, specral precautrons for chlldren and S
directions for medical attention.

2. For aerosol and pump spray formulatlons labels must d1rect the consumer
not to spray in enclosed areas, avoid dlrect spraying on the face and mustbe
packaged in containers Whrch Wlll ensure the product w111 not be madvertently
sprayed i m the eyes |

3. Other labehng requrrements 1nclude spec1fy1ng percent active 1ngred1ent in
terms of DEET use of the term “ﬁrst aid”; addition of a toll-free number for
consumer support reqmrement to use permanent labels; all cosmetic cla1ms co
‘must be less prominent that the term “Insect repellent” and all d1rect or A

‘ mdrrect claJms of ch11d safety must be removed

Regulatory ‘ W1th the exceptron of products/formulatlons that combrne DEET and
conc|u5|on‘ sunscreen, all uses/formulations of DEET are eligible for reregistration
provided all labels are amended as specified in the RED. The use of currently
registered products containing DEET in accordance with approved labeling
will not pose unreasonable risks or adverse effects to humans or the
environment. Therefore, all uses of these products are eligible for
reregistration. The Agency will defer its decision regarding the reregrstratlon
eligibility of products/formulations that combine DEET and sunscreen until the
Agency has solicited the views of various governmental agenc1es and other
% groups. Additionally, the Agency will not act on any pending reg1strat1on T
applications under section 3 until that time. |
‘ DEET products will be rereglstered once the required product-specific
- data, mcludmg efﬁcacy data, revised Confidential Statements of Formula, and
ST o B rewsed labelmg are rece1ved and accepted by EPA. Products which contain ~
M 'V active ingredients in addition to DEET will be reregistered when all of therr o
other active ingredients also are eligible for reregistration.

For More ‘ “ EPA is requestmg pubhc comrnents on the Reregrstratlon Ehglblhty

"nform atlon Decision (RED) document for DEET durmg a 60-day time penod as
‘ announced in a Notice of Avallablhty pubhshed in the Federal Regrste To

" . obtain a copy of the RED document or to submit written comments, please
1. ‘contact the Pesticide Docket, Public Response and Program Resources
Branch, Field Operatlons Division (7506C) Office of Pesticide Programs
“ (OPP) US EPA Wash.lngton DC 20460 telephone 703-305- 5805 .

‘ Electromc copies of the RED and tlus fact sheet can be downloaded o
T from the Pest1c1de Spemal Review and Rereg1strat10n Informat1on System ?t““‘“‘ o
I l‘ w : K _7()3 308_7224 They also are ava1lable on the Internet On EPA'S gOPher ‘ R




server GOPHER EPA. GOV or using ftp on FT P. EPA GOV or usmg W W W
(World Wlde Web) on: WW W.EPA.GOV. v )
Printed copies’ of the RED and fact sheet can be obta1ned from EPA's

Natlonal Center for Environmental Publications and Informatlon
) '(EPA/N CEPI), PO Box 42419, C1nc1nnat1 OH 45242 0419, telephone 513-

. 489- 8190, fax 513-489-8695.

Follovvmg the comment period, the DEET RED document also will be
- available from the National Technical Informatlon Service (NTIS), 5285 Port
‘Royal Road, Sprmgﬁeld VA 22161, telephone 703-487-4650.

- For more 1nformat1on about EPA's pest1c1de reregistration program the
IDEET RED, or reregistration of individual products containing DEET, please’
contact the Special Review and Reregistration Division (7508 W), OPP US

. EPA, Washington, DC 20460, telephone 703-308- 8000.
- For information about the health effects of pestlcldes or for a551stance in

: recogmzmg and managing pesticide poisoning symptoms, please contact the"
National Pesticides Telecommumcat1ons Network (NPTN) Call

toll-free 1-800-858-7378, between 9: 30 am and 7:30 pm Eastem Standard
T1me Monday through Friday.
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7 M % ( UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
1\ 0}” WASHINGTON, D.C. 20460
%Lpnd‘eo -

o : I OFFICE OF ,
- S o : : : . _PREVENTION, PESTICIDES
. : : AND TOXIC SUBSTANCES

CERTIFIEDMAIL -~ =« = rte=esss

- DEC -2199%8

Dear Registrant:' -

' I am pleased to announce that the Envuonmental Protectlon Agency has completed 1ts |
rereglstratlon eligibility review and decisions on the pesticide chemical case 0002 which includes
the active ingredients N, N-dlethyl-meta-toluamrde (DEET). The enclosed Reregistration
Eligibility Decision (RED), which was approved on April 13, 1998 contains the Agency's -
evaluation of the data base of these chemicals, its conclusions of the potential human health and
environmental risks of the cirrent product uses, and its decisions and conditions under which
these uses and products will be eligible for reregistration. The RED mcludes the data and labeling
requrrements for products for reregistration. It may also include requirements for additional data
(genenc) on the act1ve mgredrents to confirm the r1sk assessments :

To assist you with a proper response read the enclosed document entrtled "Summary of
- Instructions for Responding to the RED.” This summary also refers to other enclosed documents ‘_
‘which include further instructions. You must follow all instructions and submit complete and
- timely responses. The first set of required responses is due 90 days from the receipt of this

_ letter. The second set of required responses is due 8 months from the date of this letter.

Complete and trmely responses wﬂl avoid the Agency takmg the enforcement actron of suspensron
against your products : ' .

Please note that the Food Quahty Protecnon Act-of- 1996 F QPA) became effectrve on.
August 3, 1996, amending portions of both pesticide law (FIFRA) and the food and drug law
 (FFDCA). This RED takes into account, to the extent currently possible, the new safety standard
“set by FQPA for establrshmg and reassessing tolerances. However, it should be noted that in
 continuing to make rereglstratlon determinations during the early stages of FQPA implementation,
‘EPA recognizes that it wﬂl be necessary to make decisions relating to FQPA before the =~ ‘
implementation process is complete. In making these early case-by-case decisions, EPA does not
‘intend to set broad précedents for the application of FQPA. Rather, these early determinations
will be made on a case¢-by-case basis and will not bind EPA as it proceeds wrth further pohcy
development and any rulemakmg that may be requlred >




. actlon may be appropnate mcludmg but not lnnlted to recons1derat1on of any portlon of thls )

-Enclosures

s - CIf EPA determmes as a result of th15 later unplementatlon process that any of the ,
determmatlons descnbed in th.ls RED are no longer appropriate, the Agency w111 pursue whatever

“If you have questions on the product specific data requirements or wish to meet with the

-Agency, please contact the Special Review and Reregistration Division representatlve Jane
‘Mltchell (703) 308 8061

Sincerely yours,

Lois A. Rossi,
Special Review and |
*Reregistration Division




, SUMMARY OF INSTRUCTIONS FOR RESPONDING TO .
o THE REREGISTRATION ELIGIBILITY DECISION (RED) .
: 1. DATA CALL-IN QQCI) OR "90- DAY RESPONSE"-—If generic data are required for

reregistration, a DCI letter will be enclosed descnbmg such data. If product specific data are

* required, a DCI letter will be enclosed listing such requirements. If both generic and product
_-specific data are required, a combined Generic and Product Specific DCI letter will be enclosed
describing such data. However if you are an end-use product registrant only and have been
granted a generic data exemption (GDE) by EPA, you are being sent only the product specific

o response forms (2 forms) with the RED. Registrants responsible for generic data are being sent

response forms for both generic and product specific data requirements (4 forms). 'You must ‘
submit the appropriate response forms(following the instructions provided) within 90 days
of the receipt of this RED/DCI letter, othervnse, your product may be suspended

l 2 TIME EXTENSIONS AND DATA WAIVER REOUESTS——No time extensmn requests

- will be granted for the 90-day response. Time extension requests may be submitted only with -

respect to actual data submissions. Requests for time extensions for product specific.data should
be submitted in the 90-day response. Requests for data waivers must be submitted as part of the
90-day response. All data waiver and time extension requests must be accompamed by a full
Jus’nﬁcatlon All waivers and time extensmns must be granted by EPA in order to go 1nto effect.

3. APPLICATION FOR REREGISTRATION OR "8-MONTH RESPONSE"—-You must
submit the following 1tems for each product w1th1n elght months of the date of thls letter
(RED issuance date) : : o "l

- a. Apphcatlon for Reregistration (EPA Form 8570 -1). Use only an original application
form. Mark it "Application for Reregistration.” Send your Application for Rereglstratlon (along :
- with the other forms listed in b-e below) to the address listed i in, 1tem 5. :

b. Flve copies of draft labeling wh1ch comphes with the RED and current regulatlons '

E ~ and requirements. Only make labeling changes which are required by the RED and current

regulations (40 CFR 156.10) and policies. Submit any other amendments (such as formulatlon

" changes, or Iabeling changes not related to reregistration) separately. You may, but are not
required to, delete uses which the RED says are ineligible for reregistration. For further labehng ‘
- guidance, refer to the labeling 'section of the EPA publication "General Information on ‘Applying.

- for Reglstratlon in the U.S.,-Second Edition; August 1992" (available from' the National Techmcal
Informatlon Service, pubhca’non #PB92- 221811 telephone number 703- 487 4650) '

c. Generlc or Product Speclﬁc Data Submlt all data in a format which complies w1th
PR Notice 86-5, and/or submit citations of data already submitted and give the EPA identifier
‘ (MRID) numbers. Before citing these studies, you must make sure that they meet the
Agency S acceptance criteria (attached to the DCI) : :

d. Two coples of the Confidentlal Statement of Formula (CSF) for each ba51c and

- each alternate formula’non The labehng and CSF Wthh you submlt for each product must




_comply with P.R. Notice 91-2 by declaring the active ingredient as the nominal concentration.
-You have two options for submitting a CSF: (1) accept the standard certified limits (see 40 CFR
“§158.175) or (2) provide certified limits that are supported by the analysis of five batches. If you
choose the second option, you must submit or cite the data for the five batches aldng with a |
ertification statement as described in 40 CFR §158. 175(e) A copy of the CSF is enclosed;
tlons on 1ts back ‘

e Certlficatmn Wlth Resnect to Data Compensatlon Requlrements Complete and
Sign EPA form 8570-31 for each product :

4. COMMENTS IN RESPONSE TO FE]DERAL REGISTER NOTICE-—Comments o
: ‘mpertammg to the content of the RED may be submitted to the address shown in the Federal
gegrste Notlce wh10h announces the avallablhty of thls RED

5 WHERE TO SEND PRODUCT SPECIFIC DCI RESPONSES 90
APPLICATIONS FOR‘REREGISTRATION‘ 8-MONTH RE‘SPONSES

"By U.S. Mal'

Document Processing Desk (RED- SRRD-PRB)
. Office of Pesticide Programs (7504C)
EPA, 401 M St. S.W.

~ Washington, D.C. 20460-0001

By express:
| : ‘Docum nt Processmg Desk (RED-SRRD-PRB) .

. Office of Pesticide Programs (7504C)
" Room 266A, Crystal Mall 2
1921 Jefferson Davis Hwy.

o . ‘Arhngton, VA 22202

6 EPA'S REVIEWS--EPA will screen all subrmssmns for completeness those Wthh are not ”
“complete will be returned with a request for corrections. EPA will try to respond to data waiver’
-and time extension requests within 60 days. EPA will also try to respond to all 8-month

34 Brmssmns W1th a final rereglstratlon determmatlon wrthm 14 months after the RED has been
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GLOSSARY OF TERMS AND ABBREVIATION S

ADI v ‘ Acceptable Dally Intake. ' A now defunct term for reference dose (RfD)

AE Acid Equivalent :

Cad. Active Ingredient e ‘ o -
ARC - " .. Anticipated Residue Contribution - o - :
CAS - ' Chemical Abstracts Service I . : R

S Ccr o Cation .- R ‘ o o S
CNS . " Central Nérvous System S ' . : , : :
CSF - | Confidential Statement of Formula . o ’ o
DFR Dislodgeable Foliar Residue ‘
DRES ' Dietary Risk Evaluation System
DWEL - Drinking Water Equivalent Level (DWEL) The DWEL represents a medxum specrﬁc (1 e.

B drinking water) lifetime exposure at which adverse non carcmogemc health effects are not -
anticipated to occur.” _
" EEC - . . Estimated Environmental Concentranon ‘The estlmated pest1c1de concentratlon in-an

' ‘ o environment, such as a terrestrial ecosystem . ] .
EP . End-Use Product L ' o e
EPA .. U.S. Environmental Protection Agency ' : ' B

" FAO/WHO .  Food and Agriculture Oroanlzatlon/World Health Oroamzatlon
FDA . Food and Drug Adminjstration .
FIFRA - ' Federal Insecticide, Fungicide, and Rodentlclde Act
FFDCA . - Federal Food, Drug, and Cosmetic Act
FOB Functional Observation Battery.
FQpA Food Quality Protection Act -

. GLC > Gas Liquid Chromatography : °
GM Geometric Mean |

'GRAS - ‘Generally Recognized as Safe as De51°nated by FDA : o
HA ‘Health Advisory (HA). The HA values are used as informal guldance to municipalities and other
i : - organizations when emergency spills or contamination 51tuat10ns occur.

- HDT . Highest Dose Tested :
LC,, ' Medlan Lethal Concentration. A statlstlcally derlved concentration of a substance that can be

expected to cause death in 50% of test apimals. It is usually expressed as the wexght of substance
per weight or volume of water, air or feed, e'g., mg/], mg/kg or ppm.

LD, - Median Lethal Dose. A statistically derived single dose that can be expected to cause death in

: ' " 50% of the test animals when administéred by the route indicated (oral, dermal, inhalation). Itis
expressed as a weight of substance per unit weight.of ammal e.g., mglkg. . ‘

LD, v 'Lethal Dose-low. Lowest Dose at which lethahty occurs.
. LEL . Lowest Effect Level .. :
Loc - ~ Level of Concern
LOD = Limit of Detection
LOEL ' Lowest Observed Effect Level :
" MATC . ‘Maximum Acceptable Toxicant Concentration ' : ’
MCLG ~ Maximum Contaminant Level Goal (MCLG) The MCLG is used by the Agency to regulate - -
. : contaminants in drinking water under the Safe Drinking Water Act. L
g/g . . Micrograms Per Gram . ‘
mg/l. =~ . Milligrams Per Liter
MOE Margin of Exposure
MP. Manufacturing-Use Product

o MPI '.Maximlum Permissible Intake




GLOSSARY OF TERMS AND ABBREVIATIONS

Master Record Identification (number) EPA's system of recordmo and trackmo studies submltted

Not-Applicable
No effect concentration
. National Pollutant Discharge Ehmmatlon System
No Observed Effect Level
No Observed Adverse Effect Level
o Organophosphate
Office of Pesticide Programs
Provisional Acceptable Daily Intake
icide Assessment Guideline
ticide Analytlcal Method
'Pesticide Handler's Exposure Data
Preharvest Interval
Parts Per Billion
Personal Protective Equipment
Parts Per Million =~
Pest1c1de Revxstratlon Notice
The Carcmogemc Potential of a Compound, Quantified by the EPA's Cancer Risk Model
Red Blood Cell
Reregistration Eligibility Decision
Restricted Entry Interval
Reference Dose
Reglstratlon Standard
" Restricted Use Pesticide
Special Local Need (Registrations Under Section 24 (c) of FIFRA)
Toxic Concentration. The concentration, at which a substance produces a toxic effect
Toxic Dose. The dose at which a substance produces a toxrc effect
Typical End-Use Product :
Technical Grade Active Ingredient
Thin Layer Chromatography
Theoretical Maxunum Residue Contnbutlon

[l

Mlcrowrams per liter
Wertable Powder .

"Worker Protection Standard
] . . T P

A unit of pressure needed to support a column of mercury 1 mm hlgh under standard COHdlthl’lS



EXECUTIVE SUMMARY

. The U.S. Env1romnenta1 Protection Agency (EPA)has completedi 1ts Rereg1strat10n Ehglblhty
Decision (RED) for the pesticide N N-dlethyl-rneta-toluarmde (DEET), which includes the active
ingredient N,N-diethyl-meta-toluamide and its isomers. This decision includes a comprehensive
reassessment of the required target data and the use patterns of currently regrstered products. DEET .
is an insect and acarid repellent used in households/domestic dwellings, on the human body and
- clothing being worn, on cats, dogs and horses and in pet living/sleeping quarters. DEET is used to
* repel biting flies, biting midges, black flies, chiggers, deer flies, fleas, gnats, horse flies, mosquitoes, |
no-see-ums, sand flies, small flying insects, stable flies and ticks. DEET products, which are applied
directly to_skin and/or clothing, are available in numerous formulation types (e.g., aerosol sprays,
non-aerosol sprays, creams, lotions, sticks, foams, and towelettes) and concentrations (products range
- from =4% a.i. to 100% a.i.). The Agency is requiring the submission of product efficacy data as part

of the Product-Specific Data Call-In for the rereg1strat1on of DEET end-use products o ' :

"~ The Agency has concluded that DEET insect repellents will generally nOt cause unreasonable
risks to humans or the environment. However, because DEET is: (1) so widely used among the U.S.
population, including children; (2) is.one of the few residential-use pesticides that is applied directly
to the skin; and (3) has been thought to be associated with incidents of seizure, the Agency believes
that it is prudent to -require improved label warnings -and restrictions for DEET products. ' The
Agency believes that such common sense measures will be especially protective of children and other
md1v1duals who may be more sensitive-to chemical substances. Product labels-must be revised as
. spemﬁed in thls RED to be more protectlve of the people. usmg them espec1ally ch11dren '

Wlth the. exceptlon of products/formulatrons that combine DEET and sunscreen all
uses/formulations of DEET are eligible for reregistration provided all labels are amended as specified.
‘Registrants with products that make child safety claims must remove such claims from the product
- labels. The scientific data and incident data reviewed for DEET do not support label claims that infer -
that certain DEET products (e.g., those with lower percentage active ingredient) are safer to use on
~ children than others. These claims are therefore misleading. Cosmetic claims may appear on DEET
product labels, however, with certain restrictions that are listed in section V.B.2. “Labehng
Requirements for End-Use Products.” In addition; the ingredient statement on all DEET product
labels must be listed as “DEET” (the common name) instead of . the chemical name “N, N-diethyl-
meta-toluamide and its isomers.” - Label requirements and restrrctlons for all DEET end-use products
are hsted in Sectlon A% of this RED document B : :

The Agency will defer its dec1s1on regardmg the rereglstratlon ehglblhty of
- products/formulations that combine DEET and sunscreen until the Agency has solicited the views of

- various governmental agencies and other groups. Add1t10nally, the Agency will not act on any

pendmg registration applications under section 3 until that time. The Agency is cotncerned about
consumer use of products that combine sunscreen and DEET, since directions to reapply sunscreens
generously and frequently may promote greater use of DEET than néeded for pesticidal efficacy-and
thus pose unnecessary exposure to DEET. As stated in the amended Reregistration Standard (dated
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1 INTRODUCTION

: In 1988, the Federal Insectlc1de Fung1c1de and Rodent1c1de Act (FIF RA) was amended to

accelerate the reregistration of products with active ingredients registered prior to November 1, 1984. .
" The amended Act provides a schedule for the reregistration process to be completed in nine years.

“There are five phases to the reregistration process. The first four phases of the process focus on -
~ identification of data requirements to support the reregistration of an active ingredient and the
~ genera’uon ‘and submission of data to fulfill the requirements. The fifth phase is arteview by the U.S.

" Environmental Protection Agency (referred to as "the Agency") of all data submltted to support
rereglstra‘uon S -
FIFRA Sect1on 4(g)(2)(A) states that in Phase 5 "the Adm1mstrator shall detenmne whether
- pesticides containing such active ingredient are eligible for rereglstratlon" before calling i in data on
products and either reregistering products or taking "other appropriate regulatory action." . Thus,
‘reregistration involves a thorough review of the scientific data base .underlying a pesticide's
* registration. The purpose of the Agency's review is to reassess the potential hazards arising from the
~currently registered uses of the pesticide; to determine the need for additional data on health and
environmental effects and to. deterrmne whether the pest1c1de meets the "no uanasonable adverse o

effects" criterion of FIFRA : : ‘

o Th1$ document presents the Agency's decision regardmg the reregistration ehg1b111ty of the .
registered uses of N N-drethyl—meta—toluam1de (DEET) The ‘document consists of six sections.
“Section I is the 1ntroduct10n Section IT describes DEET, its uses, data requirements and regulatory ‘
history. Section III discusses the human health and environmental assessment based on the :data
available to the’ Agency. *Section IV presents the reregistration decision for DEET. Sectlon \'%
discusses the reregrstratlon requirements for DEET. Finally, Section VI is the Appendlces whrch

support this Reregistration Eligibility Decision. Additional detalls concermng the Agency S review
of apphcable data are avallable on request. . : : '

1L CASE OVERVIEW
- Chemlcal Overv1ew o

- The followmg actlve mgredlent is covered by this Rereglstratron Ehglblhty De01s1on .

document:

' . Commen Name’:y B - DEET (éSA) a
0 7' , _Cherraica] Name:.‘ - N,N-dietlryl-m-rolrlarnide arld'other iscr_rrersr
° 'Cheinicai Family: " o N,‘I‘\T-dialfcylamides B |




CAS Reolstry Number | 134-6“2“"‘3‘1“‘ L |

OPP Chemlcal Code o 08‘03‘6“1 o |
f‘ Empirical Formula: C,zHl—,.NO

Multiple Active Ingredient Products Contain:
.~ 011901 Butoxypolypropylene glycol
057001 N—Octyl blcyclopheptene d1cabox1m1de
109301 Fenvalerate ,
: 047201 Dipropyl isocinchromeronate
X 057001 N—Octyl b1cyclopheptene dlcarbox1m1de .

Trade and Other Names DEET OFF Delphene MGK dlethyltoluamlde,
u ‘ o ‘Detarmne Metadelphene Chemform, -
L Chlggar-Wash Muskol Cutter Repel Old Trme S
- Woodsman L

Besic Manufacturer: - ‘McLaughlin G(‘)rmle‘y‘, K1ng Company, }
i S - S.C. Johnson, Clanant Corp., Schenng-Plough‘ .
o Morﬂex Inc

B. ‘- Use Proﬁle

L . The followmg is mformatlon on the currently reglstered uses w1th an oVeﬁleW 0
. use sites and application methods. A detailed table of these uses of DEET isin
o Append1x A : :

For N.N-D‘ietlr l-meta-toluamide:

Type of Pestlclde - Insect and acand repellent

" Use Sltes - INDOOR RESIDENTIAL Households/Domestlc Dwelllngs -
* Human body/clothlng while bemg worn (1nsect repellent), Cats
“ (adults/lqttens), Dogs/camnes (adults/pupples), Horses |

- Pet hvmg/sleepmg quarters |

Target Pests:

- . ., Biting flies, biting mldges black ﬂles ch1ggers (redbugs), deer flies,
o as; gnats horse flies, mosqultoes no-see-mns sand ﬂ1es small -
L ‘ﬂymg insects, ‘stable flies and ticks




. pattems as well as the vanablhty in usmg data from various- mformatlon sources

;Forr'oulation Types'Regis'tered: |

* Technical grade active ingredient 100%

‘Manufacturing products. . - 17.5t0 88.89%
" Bnd Use products v ,
Impregnated material - 7.15t0 82.00% .
Liquid - RTU - : . 7.00t0100%
" Pressurized liquid . 3.99t0 80.00% - -

Sunscree/DEET . ' 7.131020.00%
‘Methods of Appiicafioir

Types of Treatmen - Ammal beddmg/htter treatment; animal
' ‘treatment(spray); clothing treatment; skin .-
contact treatment; spot treatment

Egﬁipmen - Aerosol can; by hand; non-aerosol pump =
sprayer; package apphcator pump spray bottle :

-Timing - - - When needed

- C. Estlmated Usage of Pesticide

" This section summarizes the best estlmates available for the pest1c1de uses of DEET. *
. These estimates are derived from a variety of published and proprietary sources available to the
- -Agency. The data, reported on an aggregate and site basis, reflect annual ﬂuctuatmns in use

' , Based on pestlc1de usage information ma.mly for 1990, an average annual estimate of the
domestic usage of N,N-diethyl-meta-toluamide (DEET) i is 4 million pounds (active ingredient).
About’30% of the U.S. population uses DEET annually as an insect repellent (about 27% of adult
males, 31% of adult females and 34% of children). Approximately 21% of U.S. households use
DEET annually About 19% of households use it on household members, and about 4% of

‘households that have cats and/or ‘dogs use DEET on those pets. The table below summanzes use -
of the pest101de by site, -
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D..  Data Requirements

Data requested in the 1980 Reglstratron Standard for N N—d1ethy1—meta—toluamlde and its-
isomers (DEET) include studies on product chemistry, product efficacy, toxicology, and ecological

© effects. These data were requlred to support the uses listed in the Registration Standard.
Appendix B includes all data requirements identified by the Agency for currently registered uses
needed to support rereglstratlon The Agency is not requiring any additional generic data for .

- DEET at this time; however, product chemistry data (including product efficacy) and acute K

toxrc1ty data are be1ng called in w1th this RED for the rereglstratlon of DEET end-use products.

r

ey E. Regulatory Hlstory

DEET was reglstered in the United States n 195 7 for use by the general pubhc after first o

being developed by the U.S. Army in 1946 for use by rmhtary personnel in insect-infested areas. |
It is used to repel biting pests such as mosquitos and ticks, mcludmg ticks that may carry Lyme
disease. A Registration Standard for DEET was issued in December 1980 (NTIS #PB81-
207722), and a subsequent Data Call-In (DCI) for DEET (1ssued September, 1988) required

additional animal and avian toxicity data. This Reregistration Eligibility Decision (RED) document
reﬂects a reassessment of all data submitted in response to- the Reglstratlon Standard '

- ML~ SCIENCE ASSESSMENT .

A. Pltysieal Chemistry Assessment

B P deentiﬁﬂc‘ati’on of Active Ingredient

DEET (N N-dlethyl-meta-toluamrde) isan all-purpose individual insect repellent
which contains a minimum of 95% of the meta isomeér, the most effective form of d1ethy1
toluamide, as a technical active 1ngred1ent : :

Techmcal DEET isa nearly colorless l1qtud with a faint charactenstlc odor

It is relatively stable, hlghly hygroscopic and sensitive to-light. Technical DEET is

. _ practically insoluble in water and glycerm but miscible with several orgamc solvents
B. Human Risk Assessment :




e N-dle yl-meta-toluam1de (DEET) was developed and patented by the U S. Army

in l946 ruse by military personnel in 1nsect-1nfested areas. Because DEET wasrecognized

. as one of the few products effective against mosqtutoes and biting flies, it was registered for
g “use by he general pubhc in 1957. Today, DEET is a widely-used insect repellent. Most ~

DEET ‘products are registered for human | use; there are a few products registered for =

‘vetennary uses

P e use of eﬁecﬁve msect repellents prov1des certaln publlc health beneﬁt
Apphcatron of DEET insect repellents to the skin and clothing can help prevent bites from

' ticks and other biting insects that may cause disease. Lyme Disease may develop from the
bite of an infected deer tick, and mosquitoes can transmit malana yellow fever dengue fever
and encephalms |

DEET's exposure pattern is unusual in. that 1t is one of the few res1dent1al-use -
‘pesticides that is applied directly to skin and clothing. Users of DEET are expected to be ~
éxposed to the product intermittently for days or weeks (subchronic exposure). Except in the

- most unusual circumstances, long-term exposure (chromc) is not expected ‘

1. | Tox1cology Assessment

. . The toxicological database on DEET is adequate and will support
registration eligibility. In addition to acute effects, DEET has also been tested for
an entire battery of subchronic and chronic toxicity effects. Although some minor
effeas Were seen at the doseS teSted the data do not ShOW DEET tO be carmnogemc ' ‘ |
Slgmﬁcanﬂy developmentally tox1c nor mutagemc e

W e [ P ' I T I
- | e . . S R i

a Acute Tox1c1ty

iTable 2. Acute Toxicity Values for DEET Techmcal

LT Study and Guideline MRID Resnlts ‘ Toxicity Category
k “ 00134359

Oral LDgyrat (81-1) 43763201 2170 to 3664 mg/kg - . I

Dermal LDg,-rabbit (81-2) 00134359 4280 mg/kg - I

Acute inhalation LDg-rat (81-3) | 00134359 5.95 mg/L oIV

. e . Eye irritation and corneal opacity cleared :
~ * Y :

Eye irTitation-rabbit (81-4) 00134359 by day seven and three, respectively. I

Dermal irritation-rabbit (81-5)* 00134359 |Minimal irritation-cleared by day seven: v

Dermal sensmmnon (81-6)* 00134359 |Not a skin sensitizer. . -

ata pertaining to guldelmes 81-4 through 81- 6 are not requlred to support the rereglstratron of the TGAL They ae

prcsented here for 1nfonnat10nal purposes




b: ,Slibchronic Toxicity

In the initial two -90- day dose range findmg studies, an increase in the ;
incidence of renal lesions was seen in all treated male rats when DEET was
administered by either the oral or dermal route to CD® rats. The renal lesions were -
characterizeéd by ‘granular casts, 1nﬂammauon regeneration, and hyaline droplets in

‘the renal tubules. The registrant believed that the renal lesions seen in the males were

due to an increased accumulation of o,,~globulin which led to granular casts and other
related lesions in the renal tubules. The accumulation of 0y, -globulin can initiate a
sequence of events that appear to lead to renal tubule tumor formation.

The Agency has extensively’ exarmned the issue of chermcally-mduced
accumulation of a,,-globulin, a low molecular weight protein in the renal tubules. -
After analyzing all the data, it was concluded that chemrcally-mduced accumulation
of a,,-globulin and its associated renal lesions should be distinguished from other
renal lesions. In addrtlon the azH -globulin-related nephropathy oceurs specrﬁca.lly in
the male rats. :

The registrant conducted addltlonal 90- day studres in micropigs®, castrated.
‘male rats, different strains of rats, and hamsters to show that the renal lesions were
unique to males rats and related to the accumulation of 0,,-globulin. When the results”
of all these studies were evaluated collectively, they provided sufficient evidence to
indicate that the renal lesions seen in DEET-treated male rats were related to
’chermcally-mduced oczp-globuhn accumulatron . :

" The combmed data from all these studies provide sufficient information for
understanding the subchronic toxicity of DEET in rodents. Provided below are
summaries of the toxicity tests and tesults for 90-day oral toxicity in rodent studies,

' 90-day oral toxicity in non-rodent studies, and 90—day dermal toxrcrty studres :

90 Day Oral T oxzczty Rodent : o
90-Day Oral Dose-Range Finding Study in CD® Rats
, - Groups of rats (15/sex/dose) received DEET (techn{cal grade) in the diet at |

doses of 0, 100, 500 1000, 2000, or 4000 mg/kg for 90 days The followmg effects

WEre Seen:

At 4000 mg/kg, an increase in the incidence of deaths; all animalsin
~ this dose group Were'sacriﬁced at week three of the study. '

Decreased body weights and food consumptlon in ammals that
- received DEET at doses of 500 mg/kg or above. :




An‘increase in absolute krdney Welghts in 500 mg/kg males and an

~ increase in absolute and relative liver welghts in all treated groups o

1 except lOO rng/kg females

T An mcrease in the 1nc1dence of renal lesrons whlch Were charactenze

e by granular casts, mﬂarnmatron regeneratlon and hyallne droplets in “ |

| the krdneys of all treated males

Although the Stlldy was Well deSlgnCd executed a_nd reported du e tO the laSt LSRN

ﬁndmg (i.e., an increase in the incidence of renal lesions...) a NOEL could not be
. established. By itself, the study did not meet the data requirements for a subchromc
‘t0x101ty study in rats (Guldehne 82-1) (MRID 40241703)

B 90—Day Feedmg Study in CD®, Flscher= and NBR Male Rats

The objective of this study was to establlsh an association between the renal C

" tox1c1ty seen in DEET—treated male rats and the oczu-globuhn mechamsm of renal -

. toxrcrty

: Groups of CD®, Flscher and NBR male rats (10/group) recerved erther a

‘ control diet or DEET-treated diet at a concentration that would lead to a dose level =~

of 400 mg/kg/day for 90 days. The followmg effects were seen:

In CD® male r atS DEET tl'eatlnent prOduced an mcreased 1nc1dence W
of hyalme droplets in the renal tubules, renal tubular regeneration,

chromc mﬂamrnatron in the renal cortex and granular casts 1n the d
T renal tubules

‘ In F1scher rats DEET d1d not affect hyalme droplet formatlon In the
- Fischer control rats, the kidney contained trace amounts of hyaline
droplets. In the Fischer DEET-treated rats, there was an increase in
" the incidence of kidney lesions, characterized by the presence of
E hyalme droplets regeneratlve tubule and chromc 1nﬂammatlon

. In NBR rats, no renal effects were found

The report was consrdered unacceptable due to conﬂicting informationonthe = .

~actual dose and nnssmg information on renal lesions (MRID 42518101).

Subsequently, the registrant submitted the missing data, which was reviewed and
. ¢o ”nsrdered to be sufficrent to ﬁrlﬁll the mlssmg 1nformat10n The supplemental data
| QMRID 44279901) showed that the actual dose was 400 mg/kg body weight/day and~ "~
' the findings of renal tubular dilation and tubular necrosis were not seen in this study.
Therefore, the previous submission (MRID 42518101) is upgraded toacceptable/non-

grndelme




" 90-Day Range-Finding Study in Hamsters

" Groups of hamsters (15/sex/dose) received 0, 1000, 5000, 10,000, or 15,000
ppm of DEET in the diet for 90 days (0, 61, 305, 624, or 940 mg/kg/day for males
and females). Compound—related effects were seen in animals that received 5000 ppm
DEET or above.: At 5000 ppm in males, there was a consistent drop in food
~ consumption and body weight. The decrease in. body weight and food consumption
was more marked in 10,000 and 15,000 ppm males and females. The increase in the
iricidence of gross pathologic and histologic changes in testes and epididymides were
found in 10,000 and 15,000 ppm males. The gross pathologic changes were small
testes and epididymides; microscopically - these changes were degeneration of the ,
testes and cellular debris in the epididymal tubules. At 15,000 ppm, there were deaths
in both males and females. Based upon these observatlons the NOEL was 1000 ppm
the LEL was 5000 ppm.

T - The renal lesions seen in the DEET-treated CD® male rats were not found in-
' the hamsters that received DEET up to 15,000 ppm. - This study satisfies the data
. requirements for, a 90- day feeding study in rodents (Guldelme 82—1) (MRID"
41344101). '

90-Day Dose-Range Finding Study in Mice o

Groups of CR CD-1. mice (15/sex/dose) recelved DEET at dletary'
concentrations of 0, 300, 1000,:3000, 6000; or 10,000 mg/kg/day body ‘weight for 13
weeks. A marked decrease in the food intake and body weights were found in the
6000 and 10,000 mg/kg/day | groups during the first week of the study. These groups -
were terminated at week three. - A decrease in body weight was seen in 3000 .
mg/kg/day mice of both sexes.- A statistically-significant increase in the liver welght. g
was seen in 1000 and 3000 mg/kg/day mice of both sexes. A slight i increase in liver
weight was also seen in 300 mg/kg/day male and female mice. Based on the i increase
in liver weights, a NOEL could not be estabhshed in mice for this 90-day study‘ .
(MRID 40241704). . - -

1'90—Day Oral T oxzczty Non-Rodent

- Erght—Week F eedmg/Dose Range-Flndmg Study in Dog

, Groups of beagle dogs (2/sex/dose) received DEET in the dret at ‘
conoentratlons of 0, 300, 1000, 3000, or 6000/4500/3000 ppm (8.4, 28.6, 93. 3, or

{

! During the first two weeks of the study, the hlghest dose male and female dogs received 6000 ppm test diet, but the -
dogs rejected the test diet.  The treatment diet was w1thdrawn at the end of the second week and the animals were given the
basal diet for about one week. The dosage was then reduced at week four from 6000 ppm to 4500 ppm and at week seven
from 4500 ppm to 3000 ppm. At week six, this dose group of dogs was again given the basal diet.

9




g - 1‘9.5 mg/kg/day for males or 9 7, 30 6,91. 8 or 11 5 mg/kg/day for females) The )
: control ammals recerved basal d1et . Coe

RPN Under the cond1t10ns of thrs study, DEET d1d not produce any tox1c1ty at
‘; d%eta.ry concentrations of 3000 ppm or less. At a concentration of 6000/4500/3000
;.- ppm, DEET caused food rejection which led to a decrease in body weight, thin

appearance fat deplet10n organ welght decrease, and histological changes in kidneys

toplasnnc vacuolatron of tubules in the krdney cortex) bone marrow, and thymus

‘ ~ The reliability of the results'of thls study is comprormsed by the small number

: ‘ of dogs used (i.e., 2/sex/dose); the test guidelines recommend 4 dogs/sex/dose. Thus,
. i .+ duseful NOEL and LEL could not be established. In summary, this study does not

S . " meetthe data requirements for a subchronic oral toxicity study in dogs (Guldehne 82-

TR | (MRID 435 14202) | ‘ ‘

Eight-Week Oral Toxicity Dose-Range Finding Study in Dogs
(Gelatm Capsule) T o

| Groups of beagle dogs (2/sex/dose) rece1ved DEET ina gelatm capsule at” |
dose levels of 0, 50, 100, 200, or 400 mg/kg/day. The control animals recerved white
‘mmeral 011 in gelatm capsule The followrng results were obtamed ' C

e C uucal observat10n data sh wed a rgmﬁcant mcrease 1n pty
100 mg/kg/ day or above n malCS and females and an mcrease in
S abnormal head movements in 400 mg/kg/day males.

- A decrease in body werght gams was found n 400 mg/kg/day males "
and females and that in female dogs was more marked

o ‘Food consumpt10n was substant1ally reduced 1n 400 mg/kg/
O N v ;‘females T A St S

. [

There was a decrease in cholesterol leyel in 400 mg/kg/day male dogs.

A decrease rn tesns/eprdrdyrms Wi j‘;":ght was found in 400 mg/kg/day
‘males However both gross- exarmnatmn and hJStopathology dld not‘ PR
o mdlcate any changes in the tesns or a_ny other organs SRS

‘ ) The rehabrhty of the results of thrs study is comprormsed by the small number
‘of dogs used (i.e., 2/sex/dose); a useful NOEL and LEL could not be established.
is study does not meet the data requrrements for a subchromc oral tox1c1ty study

in dogs (Gurdehne 82-1) (MRID 43514201).
‘90—Day Dermal T oxzczty
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90-Dav Dermal Tox101tv Study n, Rats )

Groups of CD® rats ( lS/sex/dose) recelved DEET (techmcal) at doses of 0,
100, 300 or lOOO mg/kg/day The following effects were found: - -

‘An increase in the incidence of acanthosis and hyperkeratosis of the |
dermal appl1cat10n sites of all compound-treated rats. -

A decrease in the body'welghts of hlgh-dose 'males.
~ An increase in l1ver We1ght in mid- and thh—dose females and high-
dose males ,

Increased absolute and relatlve kldney welghts (kldney/body weight
and kidney/brain weight) in mid- and high-dose : males and mcreased‘
relative kidney weights in ‘high-dose females.

Increased incidence of renal lesions that included granular casts
inflammation, tubular regeneration, hyaline droplets in all treated -

males; and margmal renal effect in high-dose females. This type of n B

| ~renal lesion was also seen in the 90-day feeding study in CD® rats
' (MRID 40241703) .

, , Although the study was well- des1gned executed and reported, due to the
finding of an mcreased incidence of renal lesions in all treated males, a NOEL could _

" not be established.” By itself, the study did not meet the data reqmrements fora

subchronic tox1c11y study in rats (Gu1de11ne 82-1) (MRID 40241702)

: 90-Day Dermal Tox1c1t_.y Study mCastrated Male Rats

‘ "The Ob_]eCtIVC of this study was to detenmne the cause of the increase in the |
incidence of hyalrne droplets in the renal tubules of DEET-treated CD® male rats
seen in a 90-day dermal toxicity study (MRID 40241702)." Prior to this study, the

» - registrant thought that this increase might be strongly influenced by the malé sex

hormone testosterone. In this study, groups of castrated male CD® rats (15/group)
received DEET by dermal appl1cat10n at dose levels-of 0.or 1000 mg/kg/day for 90
days. The results showed that castration did not protect the DEET-treated animals
from hyaline droplet format1on and other related ﬁndmgs of kidney les1ons '

Because this is a spe01al study conducted to clanfy a spec1ﬁc ﬁndmg |

prev1ously seen in another study, it did not meet the data requ1rements for.a
subchronic toxicity study in rats (Guideline 82-1) (MRID 41199301). |

I




. 9‘0-l)a Dermal Toxici Study in MICI'O i s® K
The purpose of thls study was to determme if a renal le31on related to an
increase in hyalme droplet formation and the presence of oczp-globulm in the k1dney S

bules observed in male rats of previously conducted 90-day dermal and oral toxicity
st d1es (MRIDs 40241702 and 40241703 respectlvely) would occur 1n m1crop1gs® R

' DEET was dermally applled to groups of m1crop1gs® (4/sex/dose) at dose

levels of 0 (water), 100, 300, or 1000 mg/kg/day b.w. for 13 weeks.? The results

~ indicated that DEET did not produce any mortality or changes in body welghts -

o “hematologlcal and blochermcal parameters, gross pathology, and organ welghts At o
the skin apphcatmn sites, gross pathology showed that the DEET-treated animals had

an increase in the incidence of desquamation and/or dry skin; histopathology showed o

an increase in the incidence of acanth051s and/or hyperkeratosis at the skm apphcatlon R

51tes : a

A Under the condltlons of tlns study, DEET d1d not produce any renal lesmns o

~in nucrop1gs® It also did not cause any renal les1ons in hamsters that received DEET~

. in dietary concentrations up to 15,000 ppm (=940 mg/kg/day) (MRID 41344101). ~

 These findings indicate that the renal lesion produced by DEET was unique to male

~This study meets the data requlrements for a non-rodent 90 day tox101ty study
d satlsﬁes Guldelme 82 1b (MRID 41987401) “

" e ‘ Chronlc Toxnclty and arcmoge clty

Combmed Chromc and Carcmogemcrg Study 1n Rat

Ina combmed two-year chromc tox101ty/carc1nogemc1ty in rats groups of ‘
‘ ‘CD® rats (60 SeX/ dose) recerved DEET (98 3% punty) in the diet at dose levels of
0, 10, 30, or 100 mg/kg/day for males and 30, 100, or 400 mg/kg/day for females o
‘TWO Control groups were run concurrently The a_mmals were treated for wo y cars. "

b In the 400 mcr/kg/day female rats ‘there were progresswe and statlstlcally- -
significant decreases in body werghts a decrease in food consumptlon and a‘
 'statistically-significant increase (=25 to 50%) in cholesterol levels at various intervals. ~
- No compound-related increases in non-neoplastic or neoplastic lesions wereseen. No
| “x1c1ty was seen in any dose groups of male rats. S
" Based on the results of this study, the NOEL for the chronic toxicity of DEET co

in females is, 100 mg/kg/day and the LEL is 400 mg/kg/day (based on decreased body




Welghts and food consumptlon and increased cholesterol levels in female rats).’ The .

_'NOEL for'the chronic toxicity of DEET in males is 100 mg/kg/day (ie., the hlghest'
dose tested or HDT) ‘

Th15 study meets the data requirements for a combined chronic

toxicity/oncogenicity study in female rats (Guideline 83- -5). With respectto malerats, -

~ the test animals clearly could have tolerated higher doses (MRID 435 14203)
Chromc Tox1c1__tv_ Study in Dogs (one-year). :

Groups of beagle dogs (4/sex/dose) received DEET ina gelatm capsule at
dose levels of 0, 30, 100, or 400 mg/kg/day/day for one year. The control animals
received white mineral oil in gelatin capsule. Each daily dose was divided into two

- . equal administrations. Under the conditions of this study, DEET, at dosages of 3Q

and 100 mg/kg/day, did not produce systemic tox1c1ty However at 400 mg/kg/day
DEET produced the followmg effects: .

~ Anincrease in the 1nc1dence of ptyalism in both males and females. A ‘
male and a female dog showed signs of tremor. Most of the clinical '
signs were observed within 30 mmutes after dosmg

A decrease m food intake and body welghts in males and females
, ,dunng the ﬁrst ﬁve weeks of the treatment. |

A decrease in cholesterol level in males -
An increased incidence of thin males‘and females. ~
An‘increase in platelet' level in female dogs.
' Hyperplasia of uterine epithelium
| Based on the finding_ of the decreases in food consumptlon and body werghts
an increase in the incidence of ptyalism, and a decrease in cholesterol levels in 400
mg/kg/day dogs, the NOEL for chronic toxicity in dogs is 100 mg/kg/day and the

| . LEL is 400 mg/kg/day. This study meets the data requirements for a chromc toxmty
study in dogs (Guldehne 83- lb) (MRID 43320101).

Carcmogemmﬁ Study in M1c

Groups of mice (60/sex/dose) recelved DEET at dletary concentratrons of 0,

h 250 500, or 1000 mg/kg/day for 78 weeks. A statistically-significant decrease in
. mean body We1ght body weight gains, and food consumpuon for both ‘male and

female mice were seen in the 1000 mg/kg/day group. :
, Based on these findings, a NOEL for systemic toxicity was estabhshed at 500
mg/kg/day anda LEL at 1000 mg/kg/day. No evrdence of carcmogemcuy was found.

13




This study satisfies the data requirements for ‘2 motise “ca‘rc‘inogenic‘itym study
: (Guideline 83-26)(MRID 41351501
Sds Reproductron h

e Two-G | eratlon Re roduct1on Stud Rats S | ‘

Groups of Sprague Dawley rats (28/sex/dose) recerved DEET at d1etary
. concentrations of 0, 500, 2000, or 5000 ppm for two consecutive generations.
S Kldney ‘effects were seen in all treated males, including mottling, inflammation,
.. presence ‘of hyalme droplets granular cast format1on and tubula.r regeneration.
Therefore a NOEL for parental tox1c1ty could not be estabhshed

. No compound—related effects on the reprod trve pararneters such as fert111ty, | -
station, and viability were noted. A significant reduction in the body weights of
"' pups from the high-dose group beginning at day’ seven of lactation for males and day
14 of lactation for females was found at 2000 ppm. This reduction in body weights
iri the pups was considered as systemic tox1c1ty The reproductive toxicity NOEL was
5000 ppm (or 250 mg/kg/day based on standard conversion, 20 ppm=1 mg/kg/day),
which is the Highest Dose Tested (HDT). This study satisfies the data requirement
for a reproduction study (Guideline 83-4) (MRID 40979001)

opmental Toxrclty

Déx}élbg‘rﬁémal Tox1c1g Study in Rat

: Groups of 25 mated female CD® rats rece1ved DEET at doses of O 125 250
or 750 mg/kg/day from days six to 15 of gestatlon In the high-dose dams 70
mg/kg/day), clinical signs such as ‘hypoactivity, ataxia, decreased muscle tone, foot
splay, pennasal encrustation, and penoral wetness were observed; some of these signs
- were suggestlve of neurotoxicity in this dose group because none of these signs were
seen in the controls. Some of these clinical signs were seen only sporad1cally inthe
- other treated groups. In the high-dose dams, there was an increase in mortality rate,
* - areduction in body weight gain and food consumption, and an increase in mean 11ver
| ‘werghts
. A shght increase in percent post-unplantatlon loss was seen in the h1gh-dose '
“ oup ‘and a statistically-significant decrease in mean fetal body We1ght/11tter was seen-
- inthe hrgh-dose group, No add1t10na1 compound-related effects were found

‘ - Based on the mcrease in the clrmcal s1gns reduced body Welghts and food “
nsumptlon mcreased mortalrty rate ‘and an 1ncrease in mean 11ver welght the |
W NOEL for maternal tox1c1ty was 250 mg/kg/day and the LEL was 750 mg/kg/day ‘1

e NOEL for developmental tox1c1ty was 250 mg/kg/day and the LEL was 750




mg/kg/day (based on a statlstlcally s1gmﬁcant decrease in mean fetal body
weight/litter). This study satisfies the data requirements. fora developmental toxicity
study in rats (Guldehne 83- 3a)(MRID 4135 1401)

Developmental Tox101tv n Rabb1ts :

Groups of presurned pregnant female New Zealand wh1te rabbits (16/ group)
- received DEET at doses of 0, 30, 100, or 325 mg/kg/day body weight from gestation
~ day six through day eighteen. Under the conditions of this study, DEET did not

produce any compound—related maternal toxicity or developmental toxicity. The
NOEL for maternal and developmental toxicity was 325 mg/kg/day (i.e., the HDT). -
 The results indicate that the test animals could have tolerated higher dose levels The

report failed to present any explanatlon for dose selectlon : .

Supplemental data, Wthh con51sted of a dose-range ﬁndmg developmental ’
‘tox101ty study in rabbits (MRID 44279903) were submitted to upgrade this study.
In the dose-range finding developmental toxicity study, groups of timed-pregnant NZ
white rabbits (5/dose group) received DEET (98.7%) by gavage at dose levels of O .
, (corn oil), 62.5, 125,250, 500, or 1000 mg/kg/day from gestation days 6 through 18.
The results indicated “that at doses of 250 mg/kg/day or above there was a
non-dose-related increase in the incidence of rapid respiration in the maternal animals..

- Theincidence seen in 250 and 1000 mg/kg/day were statistically. significant.” At 1000.

mg/kg, cl1mca1 signs of hypoact1v1ty, ataxia, and prostratlon were also seen.

Deaths were found in 500 and 1000 mg/kg/day groups. . The md1v1dual

‘necropsy data showed that the animals that died at 500 and 1000 mg/kg/day groups .

all had sloughing and/or ulceration of the stomach lining. In contrast, the survivors
did not show any gross pathology of the stomach. At dosesof 500 mg/kg and above,
the corrosive effect of DEET to the gastnc lining appeared to be linked to the death
-of these animals. No evidence of treatment-related developmental toxicity was
reported in any treatment groups. In the surviving litters, there was no evidence of
pre- or post-implantation loss in treated groups as compared to the controls. Based
on these results, the investigator of the study recommended 0, 30, 100, and 325
mg/kg/day be employed for the deﬁmtlve developmental toxicity study n rabblts

| The results of the deﬁnmve study (MRID 42141 101), in Wthh no maternal

. nor developmental toxicity was observed at doses of 325 mg/kg/day were consistent

with the results of the dose range-ﬁndmg study, in which toxic effect was not seen in
animals which were treated at doses below 500 mg/kg/day. In reviewing the
- definitive and the dose range-finding developmental toxicity studies together, the

- results 1nd1cate that the h1ghest possible dose, which. Would not result in stomach

, ‘. probably be apprommately 400 mg/kg/day The d1fference between 400 mg/kg/day a
and 325 mg/kg/day in a toxicological study is not marked.’ The highest dose tested
in the deﬁmt1ve rabb1t developmental tox101ty study (325 mg/kg/day) has been

Ty
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- adequately high to assess the maternal and the developmental toxicity of DEET. '
. Little would be gained by conducting an additional study to establish a more precise
NOEL and LEL, especially in light of the severe maternal toxicity noted at 500 -
mg/kg/day and above in the dose range-fmdmg study Therefore, the developmental
x101ty study 1n rabb1ts (MR_ID 42141 101) 18 upgraded to acceptable ‘

Mutagemclty

The requlred mutagemcrty battery for DEET‘has been met and the results are
all negatwe DEET is not mutagenic under the conditions of the test assays.
Provided below are the results of the Ames, Chromosomal Aberratlon and

‘ : g Unscheduled DNA Synthesrs assays

Ames Assay_

In an Ames assay, DEET was tested over a concentratlon of 28 to 8333

pg/plate with Salmonella typhimurium strains TA1535, TA1537, TA1538, TA98, and

. TA100inthe presence and absence of S9 activation. The results indicated that DEET

ot \Was not mutagemc in this test system ‘This study satisfies the data requ1rements for
ene mutat10n assay (Gu1de11ne 84-2a) (MRID 41344801)

Chromosomal Aberratlon Assav

In a chromosomal aberration assay usmg chinese hamster ovary cells DEET
was tested at concentrations ranging from 0.125 to 1.0 pl./mL in the absence of S9
“ tlvatlon and from 0.063 to 0.50 pL/mL in the presence of S9 actlvatlon The results

owed that DEET Was not clastogemc The study satisfies the data requirements for
tructural chromosomal aberratlon assay (Guldehne 84-2b)(MRID 41344401)

" Unscheduled DNA Synthesrs g @S) Assay |

.. . Inan UDS assay using primary rat hepatocytes DEET was tested at doses of
’ O 003 0 0.3 pL/mL The results showed that DEET was tested to a cytotoxrc level
3 th no evidence of a genotox1c effect. The study satisfies the data requrrements for -
assay on other genotoxrc effects (Gmdelme 84-‘4“ ( MRID 41344301)

R Metabollsm and Dermal Absorptlon

" Metabolism Study in Rats

v A series of expenments that cons1sted of a prehmmary and six deﬁmt1ve
' experiments was conducted to determine the absorptron distribution, elimination, and
metabolism of DEET. = . -
-+ ~In the preliminary expenment groups of CD® rats (4/sex) rece1ved a smgle
dose (1 00 mg/kg/day b.w.) of radiolabeled DEET by either oral (gavage) or dermal
- - administration; the blood radioactivity levels were measured at various' 1ntervals for
" 24 hours to determme the peak blood 14C level




In the deﬁmtwe expenments groups of rats. (5/sex/dose reglmen) recelved
DEET by single oral low dose (100 mg/kg), single oral high dose (500 mg/kg) :
“repeated oral low dose (100 mg/kg), or single dermal low dose (100 mg/kg). Two
groups (5 rats/sex/group) -- a single oral low dose and a single dermal low dose group-
-~ were sacrificed at peak blood 14C level to determine the radioactivity levels in .
various tissues. The results were as follows: ' '

With oral dosing; the peak blood level was reached in one-half hour
after dosing in males while in females it took about two hours. With
“dermal application, no peak blood level was found; 1nstead a blood
level plateau, which began approximately one and '
“one-half hours after dosing and persisted until the termination of thef

~ study (24 hours after dosing), was found in both male and female rats.
These data indicated that when DEET was dermally apphed to rats,
a small amount of the test compound was contmuously absorbed from
the application site. -

At the time of peak 14C blood level, the fraction of the adm1mstered
dose reaching the systemic circulation and the residue levels in tissue
following ‘oral admuustratlon was substantially higher than that
following dermal application. Atpeak “C-blood levels, approximately -

' 17% and 5.3% of the dermally-apphed dose was absorbed by males
and females, respectively; in comparison, approximately 53.3% and
65.25% of the orally administered dose was absorbed by males and

~ females, respectlvely - :

The major route of DEET elimination in both male and female rats
was via the urine. ‘No marked difference was found in the total
urinary or fecal radioactivity among the different dosing regimens or
“between male and female rats of different dosing regimens. However,

~ there was a difference in the rate of urinary elimination of DEET
among the different dose groups. For example, repeated oral dose

. groups or. pretreatment groups showed the fastest rate of urinary
elimihation during the first four hours after dosmg than any other dose
groups. In contrast, the smgle dermal low-dose groups- showed the
slowest rate of urinary excretion; this ﬁndmg rmght reflect the slow
rate of dermal absorpt1on -

,The “liver, kidneys‘ lung, spleen, " whole blood, and the earcass

contained higher radioactivity than any other tissues. However, the
‘ total rad10act1v1ty found in all the tlssues of Varlous groups ranged
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from only 0.15%to 0. 67% of the adm1mstered dose Therefore very
httle DEET Was sequestered in the body '

The metabolism data indicated that the absorbed DEET was
quant1tat1ve1y metabohzed and the mtact DEET was below the

' detection limit, Two major metabolites were found. One was formed =

” by ox1dat10n of the methyl group on the aromatlc nng, and 1tw~ o

~represented 50% of the adrmmstered DEET. The other one was‘
derived from oxidation of the methyl group of the aromatic ring and
N-dealkylation of an ethyl substltuent on the amide moiety. The

+ " second metabohte represents 18% f the admlmstered DEET.

o Th1s study, along w1th 1ts addendum (MRID 41994402) satlsﬁes the data‘
qmrements for a metabohsm study (Guldehne 85- 1)(MRID 41994401) |

Vol

Human Dermal Absomtlon Studv

In ahuman dermal absorptlon study, radlolabeled DEET in e1ther 15% ethanol o
solutlon (12 mg; =36 uCl) or undiluted (15 mg; =37 uC1) was dermally-apphed to
two groups of healthy human volunteers (6 ‘males/group; ages ranged from 2029
o ears) The test material was apphed on an area of 4x6 cm’ of the forearm for elght
ours. The results showed that a small percentage of derrnally apphed DEET w
sorbed. The rate and amount of absorption were greater in the individuals who =~
, ere treated with the 15% DEET solution. . The level of radioactivity in the plasma o
‘ declmed rap1dly after cessat10n of exposure

The rad10act1v1ty found in the urine expressed as the percentage of the apphed
d1oact1v1ty was 8.41% and 5.63% for a 15% solution of DEET and undlluted ” N
DEET, respectively. Very little radioactivity was found in the feces (mean <0. 1%).7
With dermal application; the majority of the applied radioactivity remained
unabsorbed on the application site (=78% of the applied dose for a 15% solution of
DEET and 83% of the applied dose for undiluted DEET) and was recovered in skin
rinsates, swabs, and protective coverings. Based on the amount administered,
ninated, foundmtape-stnppmg, and unabsorbed (recovered in skinrinsates, swabs, =
plieator, and protective coverings), the amount of DEET penetrating into the ski
' 'was conservatively calculated to be ~20% of the adm1mstered dose for 15% DEET ~
_and 12% for undiluted DEET. It should be noted that there was a difference inthe ~ =~ '
: total recovery ‘between the two DEET treatment groups: in the 15% group, the total
. eovery was 89% of the administered dose while in the undiluted group, the total
‘fécovery was 94% of the administered dose. This difference is reflected in the
variations seen in the calculated dermal absorption values (i.e., 20% vs. 12%). )
~ Essentially all of the absorbed DEET was metabolized prior to eliminationin
“ the urine. A total of six metabolites were found; two of them were major metabohtes‘ ’
that were found to be snmlar to those seen in a rat metabohsm study (MRID
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' 41994401) One metabohte resulted from oxidation of the methyl moiety on the

aromatic ring of DEET to carboxylic acid while the other one was formed through N-
_dealkylation of an ethyl group from the amide m01ety and the ox1dat1on of the methyl

group on the ring. :

- The study satisfied the data requu‘ement for a dermal absorpuon study ‘
(Gmdehne 85-2)(MRID 42578501) ‘

‘h. ~ "Neurotoxicity
~ Acute Neurotdxicim Screening Study in Rats.

- An acceptable acute neurotoxicity screening study in.rats was available..
Groups of Ctl:CD VAF/Plus rats (10/sex/dose) received a single dose of DEET by
gavage at levels of 0, 50,200, or 500 mg/kg. The test animals were then observed
for 14 days. At 500 mg/kg/day, rats showed signs of piloerection, increased
vocalization, a decrease in horizontal and vertical activity, and an increase in the .
response time to heat. In general, these chmcal signs were seen approx1mately one
hour after dosing with recovery 24 hours after dosmg At 200 mg/kg, a decrease in
vertical activity was observed during the first 15 minutes of the first trial at one hour
after dosing. At 50 mg/kg, no efféct was seen in any test animals. The NOEL was
established at 50 mg/kg, the LOEL at 200 mg/kg (satlsﬁes Guideline 81-7; MRID
41368501) N ,
'The' Agency's Ofﬁce of Pesticide Programs (OPP) Health Effects Division
Toxicity Endpoint Selection (TES) Committee debated the results of this study were
extensively. The TES Committee concluded that the decrease in vertical activity seen -

" . at 200 mg/kg was an isolated and transient effect; the toxicological significance of this

‘ finding is not certain. This set of data was also evaluated by Robert McPhil, Ph.D. -
of the Neurotoxicity Division, Office of Research and Development, RTP, N.C. His

* - conclusion was similar to that of the TES Committee. Additionally, this set of data

was presented to the FIFRA Scientific Advisory Panel (SAP). The members of the
'SAP also agreed with the conclusion derived by the TES Committee (i-e., the
_ toxicological significance ofthe effect seen at 200 mg/kg is uncertain). Therefore, the
NOEL for this study was then set at 200 mg/kg; the LEL at 500 mg/kg.

) Multi-Geheration Exposure Neurotoxicig’ Study in Rats

Sprague—Dawley rats were selected from the second generatlon (F 2) offspring
from a rat multigeneration study (MRID 40979001). Whenever possible, two males
- and two females were selected from each litter of each dose group. These F2ratshad

been exposed to DEET in utero and during lactation, and were then exposed for an
-additional nine months, at dietary concentrations of 500, 2000, or 5000 ppm. A
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jcontrol group was also 1ncluded in this study Followmg the nme-month exposure
neurotox1c1ty evaluat1ons
| of the evaluatron session (this effect was transient, occurring early during the test
" séssion.) Based on this effect, the NOEL for neurotox101ty was established as 2000~

* ppm (100 mg/kg/day based on standard conversion, 20 ppm = 1 mg/kg/day) and the ~
‘ LIOEL as 5000 ppm (250 mg/kg/day) ‘ ‘

' battery (Guideline 82-7), the duration of exposure and the parameters examined meet

‘j(Guldelme 83 6), it prov1ded an abbreviated assessment of functional development .~
- following in utero and postnatal exposure to DEET. However, because the animals =
« ' Were not evaluated until they were adults, the effect of treatment with DEET onthe
. ontogeny (i.e., the history of the development of an individual) of functional
development was not assessed. -

| : gency’ the fOHOWlng SmdleS Wh-ICh eXamme the Synerglstlc effeCtS Of DEET ' ““ .
- Agency WOUId like to note that there are no available data on the mechanism of action

o tox1c1ty of PB + PERM Wlth concurrent adrmmstratlon of DEET in hens and rats. o

‘ groups of males (10/dose) received (by gavage) either DEET, PERM, or PB at doses

one male and one female from each litter and each dose group were selected for

- Anincrease in ‘motor act1v1ty was seen in the 5000 ppm rats at the begmmng -

Although ﬂ'llS study was not des1gned asa subchromc neurotox101ty screemng | .

the data requirements for a 90-day neurotoxicity study (MRID 41368401). In~
addition, although this study was not designed as a developmental neurotoxicity study

i Special ‘Stu“die‘s: Synergistic Effect of DEET with Other =~
‘ . Insecticides . ,

In addition to the required toxicity data that have been submitted to the
ridostigmine bromide (PB), and permethrin (PERM), have been considered. The,

for DEET, other. than the information presented below, on the enhancement of

Degartment of Defens

E ‘Aspartof the Department of Defense s research effortsto mvest1gate potent1al
uses’ of illnesses resulting from service in the Persian Gulf War, a study was
iindertaken to examine the health effects of three chemicals used in the War: DEET, =~
PERM, and PB. PERM is another insect repellent that is often unbedded into T
“clothmg and PB isan antl-nerve gas agent o

In a comparatwe acute oral tox1c1ty study in male Sprague-Dawley rats

ranging from 2000 to 5010 mg/kg for DEET, 316 to 2000 mg/kg for PERM, and 50
to 126 ma/ko for PB W1th prob1t analy31s the results mdlcated that the oral LDso for‘ e

20



- DEET was 3664 mg/kg, PERM 1000 img/kg/day; and PB 61 36 mg/kg These LD
- values are consistent with ex1st1ng data.

Inthe 1nteractron port1on of the study, groups of animals (6 males/dose group) ’
received (by gavage) a single dose which was composed of different combinations of
DEET, PERM, and PB. The combinations consisted of varying doses of one chemical

(DEET, 0 to 6898 mg/kg; PERM, 279 to 3576 mg/kg; PB, 45.76 to 83.24 mg/kg) -

while keeping the other two chemicals at a ¢onstant dosage which corresponded to

the LD,, (DEET, 1946 mg/kg; PERM; 279 mg/kg; PB, 45.76 mg/kg). The Tesults

indicated that comblnlng PB with either PERM or DEET resulted in a statlstlcally-

- significant potentiation in mortality which was substantlally greater than the expected
- additive effect (at a dose which corresponds to LD,¢: 2X for PB + PERM; 3X for PB

- DEET) In contrast, combining DEET and PERM ylelded a mortahty rate that was

less than the expected additive effect.

: The author of the report offered an explanatron for the potentratron of
mortality produced by the combination of PB with either DEET or PERM. A
possible mechanism for DEET is that when PB is combined with DEET, DEET may

- facilitate the absorptlon of PB leading to an increase in the PB level in the blood, an

- increase in inhibition of cholinesterase activity, and higher mortality. A possible

mechanism for the observed potentiation produced by a combination of PB and
 PERM is the inhibition of the detoxification system by PB, leading to an increase in
3 the resrdence trme of PERM in the body (MRID 43 763201)

While tlns study prov1des suggestlve ev1dence ofi 1nteracuons between DEET
and PERM/PB when used in combination, it does not provide significant mformatlon
- concerning the toxmty of DEET when it is used by itself. ‘

Duke Umversrg ‘

, " In thls published study; groups of" egg—laymg leghorn hens 5/ group) received
DEET (297%, 500 mg/kg/day, sc); permethrin (=94%, 500 mg/kg/day, sc); or PB
(299%, 5 mg/kg/day, po) individually or in combinations of two or three for 2 months
(5 days/week). Under the condltlons of this study, the followrng compound—related
‘effects were seen: :

Combination Treatments. No deaths were seen in the hens treated with
individual chemicals. However, with combination tréatments, 1/5, 2/5; and
2/5 hens died in PB+permethrin, PB+DEET, and DEET+permethrin treated
groups, respectlvely Only 1 hen survived when DEET permethnn and PB
. were admmrstered concurrently’ to 5 hens :

. i
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Individual Admmzsz‘ratzon With individual adm1mstrat10n DEET produced

chmcal signs charactenzed by rap1d shallow breathmg and tendency toward

- inactivity shortly after dosmg, but the treated hens recovered within 24 hours
g A sl1ght decrease in body werght was also found in thrs group of he

Hrstopathology showed a small increase in the incidence of slightly enlarged

" axons (2/4). An inhibition of plasma cholmesterase activity (20%) was seen.

PB P roduced mlld and transrent signs Of Chohnerglc toxicity Charactenzed by e
" - decreased activity and diarthea. Plasma butyl cholinesterase (BuChE) was

' inhibited by as much as 83%. Permethrin did not produce clinical signs, ‘but
it induced minor neuropathological changes charactenzed by slightly enlarged
axons. Brain ChE act1v1ty was not affected‘ by any of these three chemicals.

" more toxicity, and again the toxicity was less than the additive effects. The enhanced =
. ;;;toxrcrty seen in the combmed treatrnent 1n hens of this study was consrstent wtth the

: In ﬂ'llS study, the subcutaneous 1nj jection of DEET results in dlrect access to
the blood. A dose of 500 mg/kg/day sc is rather large. The dermal absorption data,

“ denved from study w1th human volunteer: mdlcated that approximately 12% of the o

person witha body welght of 70 kg, an amount of 292 g of DEET would be req

to achieve this dose. Therefore, the results derived from this study are relevantto
. excessive exposure to DEET and coexposure to PB and/or permethrm Currently, o
" there are no data to 1ndlcate Whether or not an 1nteract10n would take place at lower

-doses.

Incldent Data -

DEET has been commerc1ally marketed foruseasa personal 1nsect repe
tjmsmce 1965 (Veltd, et al., 1994). Today, it is a widely used insect repellent in the

mted States and the world. ~Currently, approx1mately 30% of the U.S. populatlon y

‘es DEET annually (V eltn et al 1994)

| Pnor toa cluster eprsode in 1989 there were six cases of seizure in chlldren
‘ (all female, aged 1-8 years) reported in the medical 11terature Three of these children
died and all had received very frequent and/or extens1ve appllcatlons of DEET. In

989, the New York State Department of Health received notification of ﬁve cases o

f genera.hzed selzures mcludmg four chlldren and hone adult All of these cases ‘were




_males and four of the ﬁve had fewer than three prev1ous apphcatlons None of theh
' cases died (Oransky, 1989). :

- Between 1989 and 1995, the Agency was notified of three cases of seizure
related to dermal application of DEET. Two of the cases were children, a 3-year old
girl and a 2-year old boy. Both of the cases recovered, ‘although the girl reportedly

- went into cardiac arrest and was revived with CPR. The third case was an adult male
“who applied the product twice, had a seizure and dled ﬁom choklng on the food he
was eating at the time of the se1zure

Two annual reports have been submltted by the DEET Joint Venture covering
all cases reported in 1995 and 1996.. There were 32 cases that mentioned some type
~ of seizure activity in 1995 and 1996 that could not be ascribed to some other likely
~ cause based on the information initially collected. A number of the cases reported
in 1995 and 1996 are still undergoing follow-up to obtain medical Tecords and .
complete the supplemental questionnaire forms. Once this review is completed, some
of the cases will be more likely due to other causes besides DEET exposure. Until
this review is completed, however no ﬁrm conclusmns should be drawn concernmg

these 32 cases.

In summary, since 1960 there have been 14 cases of seizure, including four. -
deaths, potentially related to DEET ‘exposure, for which other more likely causes have
~ not been identified. An additional 32 cases of séizure reported to the national DEET
registry are currently under review. Thus, the final number of potential DEET-
associated seizures will fall between 14 and 46 cases since 1960. THis range is subject
.to both over- and under-reportmg Seizure -coinciding with DEET use can be
expected, given an estimated 15,000-20,000 afebrile. (occurring without a fever)
seizures in children (aged 0-19 years) estimated annually and an estimated 17 million
children using DEET perhaps as .often as 10 times a year. On the other hand, -
physicians may fail to check for history of DEET use or fail to report cases of seizure
subsequent to DEET use. As noted in the Morbldlty and Mortality Weekly Report
editorial on the five cases in 1989, "Anecdotal reports of seizures are difficult to
interpret. None of the recent cases in New York and Connecticut have been clearly
established as DEET toxicity” (Oransky, 1989) Taking all the cases together, it does
- appear that some of the cases are likely related to DEET. tox1c1ty, though it is not
‘o p0551b1e with certamty to say Wthh omes.” ~ "

“In 1989 the Agency notlﬁed the Centers for D1sease Control and P01son
‘Control Centers through a physician’s advisory of our concern for these health effects-
and asked them to report any new cases. The Agency also urged the manufacturer ‘

' to undertake a review-of Poison Control Center records. Neither the manufacturer’s
review of over 9,000 DEET exposures nor the Agency's physician advisory revealed.
-any new cases of seizure that could be substantiated with medical records. Given only
+ 14 t0.32 cases since 1960 (the ﬁrst case. was reported in 1961) and 50-80 million




~ " .. chronic exposure is not expected, the Agency's OPP Health Effects Division RfD Peer

- occurs in the short to mtermedlate termy; chromc exposure is not expected. Becaus
~ the reported mc1dences were neurologlcal m nature (i.e., selzures), the Committe

. significant with respect to the labeled use of DEET; the followmg provides the )

g mg/kg/day) NOEL 2000 ppm (100 mg/kg/day)

o ““‘(‘1;0/sex/dose) received DEET by gavage at dose levels of 0, 50, 200, or 500 |

ople usmg DEET each year, the observed iheideﬂoe otreeogMied seizuites is ahou

one per 100 million users.

2 . Toﬁeoloéical Ehdpoiuts for“RiskﬂAsses“surentt
Exposure to DEET occurs in the short to intermediate term; chronic exposure o

is not expected. The Agency's Office of Pesticide Programs (OPP) Health Effects

. 'Division Toxicity Endpoint Selection (TES) Committee considered subchromc dermal
ahd neurotoxmlty data for the short and intermediate-term endpoint. Even though '

. Review Committee established a chronic endpomt to be used in the evaluation of
potential chronic exposure. These endpoints are d1scussed in detail below.

. a.  Carcinogenicity Classification

The RID Peer Review Committee has recommended that DEET be classified
-as Group D (i.e., not classifiable as a human carcmogen) because the mouse and rat )
caremogemcny studies did not demonstrate any carcinogenic potential and because ~ "
the Committee believed that the male rats could have tolerated higher doses. A =~
roup D c1a551ﬁcat1on is generally used for agents w1th madequate human and ammal -
vidence of carcmogemc1ty or for which no data are ava;llable | o

b. Other Tox1colog1cal Endpomts

On October 18 1995 the TES Comrmttee naet to dlscuss the tox1cologlca
dpomts to be used in the risk characterization for DEET Exposure to DEET

evaluated the entire toxicology database on DEET with emphasis on the available
- Zeute and subchronic neurotoxicity screening studies. The Committee concluded that
the observed tOXICOIOglcal effects fI'Om laboratory data are not toxmologlcallyh

Committee's rationale for this conclusion.

B Neuroto cuy “

"Ina subchromc neurotox101ty screemng study in rats (MRID 41368401) o
groups of rats recelved DEET in the diet at concentrations of 0, 500, 2000,0r 5000
ppm over two generations. There was an increase in horizontal act1V1ty anda =~
~ decrease in body weight of rats dosed at 5000 ppm. The LEL was established as
- 5000 ppm (250 mg/kg/day, based on a standard conversion of 20 ppm = 1

In an acute neurotoxicity screening study (MRID 41368501), groups of rats




‘ mg/kg/day A suggestive increase in the honzontal act1v1ty ‘was seen in 5 00 -.
mg/kg/day females on day 14 after cessation of treatment. However, at one and 24
hours after dosing, there wasa 51gmﬁcant decrease in honzontal and vertical activities :
in 500 mg/kg/day rats ‘ ‘ -

Subchronic Dermal ToXiciﬁ -

, Two subchromc dermal tox1c1ty studies were con51dered One 90- day dermal
toxicity study in micropigs® and the second a 90—day dermal toxicity study in rats.
In the micropig® study (MRID 41987401), DEET was dermally-applied to groups
of micropigs® at dose levels of 0 (water), 100, 300, or 1000 mg/kg/day b.w.for 13’
‘weeks. Under the conditions of the study, DEET did not produce any systemlc‘
effectsat any dose levels. At the skin application sites, DEET produced skin irritation
and histological changes whmh would be reversible upon termination of the treatment.
“Therefore, the NOEL for systemic toxicity is 1000 mg/kg/day (i.e., the HDT).

In the rat study (MRID 40241702), groups of CD® rats (15/sex/dose) .
received DEET by dermal application at doses of 0, 100, 300; or 1000 mg/kg/day for

90 days. In the high dose males, there was a decrease in body Welght An increase .
‘in kidney and liver weights was seen in high dose males. An increase in the incidence
~ of renal lesions was seen in all treated males. The renal lesions were characterized by

inflammation, tubular regeneration, hyaline droplets, and granular casts in thé renal - B

" tubules. Marginal increases in the incidence of renal lesions were also seen in high
dose females. Skin irritation at the apphcatlon sites was seen in all compound—treated ‘
rats. :

' The renal lesions seen in all treated males were shown to be associated with
the accumulation of Oy -globulin in the renal tubules of the affected rats, and they
were shown to be unique to DEET treated male rats. . The oy, globuhn—assomated :
renal lesions were evaluated by the Agency, and the Agency concluded that they

- should not be used as an endpoint for determining non-carcinogenic hazards in
: humans. Therefore, based on a decrease in body weight gain and an increase in liver
, Welghts the LEL 1s 1000 mg/kg/day (i.e., the HDT) and the NOEL is 300 mg/kg/day

Endpoint Selectlon

] The TES Commlttee determmed that the possible neurot0x10 effect in the two
neurotoxicity screening studies was not robust enough to provide an adequate basis
for risk assessment for the following reasons: (1) the increase in horizontal activity |

- seen in the 225 mg/kg/day dose of the subchronic toxicity test was transient with

51gmﬁcance only at the first measuring period; (2) the effect was not accompanied by - -

any clinical s1gns or mstopathologlcal changes and (3) the magmtude of the effect
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dermal tox1c1ty data

 The Comm1ttee debated the probab111ty of usmg the NOEL of 300 mg/kg/day

] ‘ _edrate term nsk assessment
1 m 1000 m g/day level was not acc
ot any swmﬁcant alteratlons in biochemical parameters which are frequently

" associated with liver injury. Therefore, the increase in liver weight could be an

adaptive response. The decrease in body weight gain was modest. In addition, 1000

ic dermal tOXlClty Study in rats (MRID 4024]702) as an en delnt
However, the liver we1ght increase -
by any hlstopathologlcal changes” "

‘mg/kg/day is a relative high dose and it is also the limit dose for chronic toxicity and

oncogenicity studies. Based on these considerations and the labeled dermal use of -
DEET, the Committee concluded that the minor effects seen in such a high dose

- (1000 mg/kg/day) were not sufficient to justify setting a short and 1ntermed1ate term R

:endpomt for conductlng a quantltatlve rrsk assessment

3 “ Chlldren S Speclal Sensrtrvrty

o Chlldren may be more or less sens1t1ve to the potentlally harmful effects of
pesticides than adults (because of body size, physiology, etc.). To determine if there .
are any special sensitivities to children, the Agency looks at the overall use pattern
(e.g., food-use, non food-use, residential exposure etc.) along with the available

- féproductive and developmental toxicity data. DEET is anon-food use pesticide that =~

+is used almost exclusively in a residential setting; the few non-residential uses are for

concluded that 1t is not Warranted the rat1onale 1s outhned below

“ ‘compound-related effects on the reproductive parameters such as fertility, gestation,

and viability were noted up to dietary doses of 5000 ppm A systemic effect
eduction in the body we1ghts of pups in late lactation) was noted in the hrghest dose
sted, which is 5000 ppm (or 250 mg/kg/day, based on standard conversion, 20 ppm

“ ‘observed in adult males at a.ll treatment levels

. In a developmental toxrc1ty study in rats (MRID‘ 41351401) some s1gns s that
are suggestlve of neurotoxrcrty (e.g., hypoactlvrty, decreased muscle tone), were

terinary applrcahons With respect to the additional uncertainty factor for
nhanced sensitivity of infants and children (as required by FQPA), EPA has

In a two-generatlon reproductwe tox1c1ty study in rats (MRID 40979001) no |

1 mg/kg/day) In parental animals, no NOEL was estabhshed k1dney effects were

nioted in the high-dose dams (750 mg/kg/day); however, these effects were transient.
. NA‘.lso in the high-dose dams, there was an increase in mortahty rate, a reduction i in

: 1body we1ght gain and food consumptlon and an increase in mean liver welghts
urther, in the high-dose dams, a slight increase in post-implantation loss and a
fstat13t1cally—srgmﬁcant decrease in mean fetal body welght/htter was seen. No
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add1t1onal compound—related effects were found Based on these ﬁnd1ngs the NOEL ,
. for maternal toxicity was 250 mg/kg/day and the LEL was 750 mg/kg/day. - The ,
NOEL for developmental toxicity was 250 mg/kg/day and’ the LEL was 750
» mg/kg/day (based on. a statlsncally s1gmﬁcant decrease in mean fetal body
weight/litter). _

, Inadevelopmental tox1c1ty study in rabb1ts (MRID421 41 101),no0 compound—
related maternal or developmental toxicity was noted. The NOEL for maternal and
developmental toxicity was 325 mg/kg/day (i.e., the HDT).. Although the study
results indicated that the test animals could have tolerated higher dose levels, these
data are useful in that they confirm the results of a much earlier developmental study -

.in rabbits where pregnant rabbits received DEET by dermal application at doses as o

) hrgh as 5000 mg/kg/day and no developmental tox1c1ty was seen.

Based on the existing reproductlve and developmental tox1c1ty data, there is
no ev1dence that would lead the Agency. to believe that DEET is uniquely toxic to
infants and/or children. This conclusion is based on the followmg ev1dence

The reproduct1ve study shows that DEET produces systemlc tox101ty (1 e
- reduced body weights) in the offspring ata d1etary treatment level of 500
mg/kg/day, while in adult males, kidney effects were observed in all treatment
, .levels including the LDT (22 5 mg/kg/day). ‘

Among the developmental stud1es where effects were noted (1 e., the rat
study), the NOEL for the developing offsprmg was the same as that of the
: mother (e, 250 mg/kg/day) : : ,

4. | Dletary Exposure and Risk Characteriiatioxi '3 '

A dletary exposure and risk charactenza’non for DEET 1s not requlred based
on the current use pattern and the absence of dletary exposure for thls pest1c1de

5. Re51dent1al Exposure and Rlsk Characterlzatlon

DEET isa chermcal that repels (but does not krll) insects. Most of the 200 or
so registered end-use products are intended for residential human use; there are a few
products registered for veterinary uses. Among the residential human (i.e., non-
. veterinary) end-use products, all but four are products that are applied directly to the
- skin and/or clothmg The four products that are not apphed directly to skin include
two that have DEET imbedded in picnic tablecloths and two that have DEET
imbedded in a wristband.

DEET products that are apphed d1rectly to skm and/or clothmg are available
in numerous formulation types (e.g., aerosol sprays, non-aerosol sprays, creams,
lotions, st1cks foams, and towelettes) and concentrations (products range from =4%
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iad.t0 100% a.i.). Often, the lower concentration products (those less than 30% a.i. ) | |
.are formulated as sprays while-the higher concentration products (those greater than
.30% a.i. ) are formulated as creams or lotlons

'The following exposure and nsk charactenzatlon is llmlted to the non-
vetermary uses of DEET

I
I

a. Res1dent1al Exposure |

‘Tablecloths and Wnstbands

Exposure to DEET from these two product types will be via the
dermal route. Because the pesticide is imbedded into the matrix (i.e.,
N tablecloth or wnstband) the ‘Agency expects that human exposure to the
h actrve mgredlent w1ll be neg11g1ble

- ”Produ ‘s A ; lled D1rectl to Skm and/or othm | “

L Most DEET end-use products are formulated as sprays creams etc
that are intended to be apphed directly to the skin and/or clothmg, thus, the

: ‘Agency assumes that the primary route of exposure will be dermal The -

Agency recognizes that exposure via the inhalation or oral route is possible.

However, such exposure would be accidental (e.g., spraying the productin =~

the eyes because the can was pointed the wrong way) or would result from

" misuse (spraying in an enclosed area such as a tent). In any case, any

- exposure via the inhalation or oral route will be much less than exposure via

v DEET products are used by both adults and chlldren Users of DEET

. are expected to be exposed to the product intermittently for days or weeks

" (acute to subchronic exposure). The Agency. con51ders acute to subchronic.

~ exposure to be one to several weeks; chronic exposure is generally con51dered‘

.10 be over a long portion of an individual’s lifetime and is continuous. The =

Agency expects that residential exposure to DEET would be subchronic; |

+ “except in the most unusual circumstances (e.g., military personnel who are in

- the field for an extended penod of time), long-term exposure (chromc) isnot”
expected

. ] T products are applled by sp aylng or spreadlng the mat
- d1rectly onto the skin and/or clothmg In terms of pestlclde exposure pattems
- that of DEET is unusual in that it is one of the few residential-use pesticides
. that is applred directly to skin. The amount typically absorbed is a function

of the product formulatlon ‘and the area of the body to whrch 1t has beenw”




Table 3. Dally Exposure Estimates for DEET

E apphed Products that are formulated by d11ut1ng concentratecI DEET W1th a

solverit such as ethanol have a greater dermal absorption than products. that -
are undiluted. This point is illustrated in the human dermal absorption study"
(MRID 42578501).in which a 15% DEET product yielded 20% dermal
absorption while an undiluted DEET product yielded 12% dermal absorption.

" Dermal absorption of pesticides is approxunately four times greater around
the ears than the forearm (Ma1bach 1971).

, . In 1991 the DEET reglstrants submltted a study to the Agency where
the amount of DEET an individual typically applies to himself or to children
was measured. Assuming one application per day and standard body weights,
the follovwng Daily Exposure estlmates were denved (Table 3):

A

Category of ‘ Amt. of DEET . ‘ Body  -| Daily Exposure
| Exposure per Application (mg) - _ | weight (kg) (mg/kg/day)
Adult Male ' 95225 787 12.10
| Adult Female 64931 | 671 . 9.68
|child, 13-17 1065.35 , 50.6 . 21.05
Child, <12 940.83 . 25 : 37.63 -

CATEGORY OF EXPOSURE. To differentiate among adult males, adult females and chlldren the study
investigators provided exposure est1mates for each of these sub-groups

AMT. OF DEET USED PER APPLICATION. This is the total amount of product apphed it has been
corrected for the concentration of the product used. .
BODY WEIGHT These are mean body welghts, they were obtamed from the "Exposure F. actors Handbook S

DAILY EXPOSURE (mg/kalday) ‘This was denved using the formula

Da11y Exposure = Amount of DEET ger apphcatlon gor day 1. ) ‘
(mg/kz,/day) Body weloht (kc) : ‘

The Agency recogmzes that there arée many shortcommgs with these exposure

data and that they may be underestimating exposure. For example common sense |
indicates that users of DEET may apply the product two or three times in a single day
* (not just once), depending on the concentration of product being used and the level
of insect infestation. Also, these data do not consider exposure via the inhalation or

~ oral route (however, this omission is not’ expected to significantly underestimate

exposure as dermal exposure to DEET is so much greater than inhalation or oral).
However, even though there are weaknesses with these data, the Agency believes that
they are useful in that they prov1de an 1dea of the magmtude of DEET exposure
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b, - klsk‘Character‘ization

‘Based on the results of extensive toxicity testing, the Agency believes that the
. .. use of DEET does not present a health concern to the general U.S. populatlon Th
§ x1c1ty of DEET has been mvestrgated smce ‘the 1940'5 when the U.S. Army ‘
| tented it for use by rmhtary personnel in insect-infested ar

ute tox1c1ty testmg usmg the techmcal grade material, DEET exh1b1ted relatlvely

d effects For example in rabbits, eye and dermal 1rr1tat10n were exh1b1ted
. however, both cond1t10ns cleared within a week Also the LD;, values were q
B gh on the order of four grams of test matenal per krlogram of body welght

In addltlon to acute effects DEET has also been tested for an ent1re battery
of subchronic and chronic toxicity effects. Although some minor effects were seen
at the doses tested, the data do not show DEET to be carcinogenic, significantly
véloprnentéll toxic, nor mutagenic. o

Even though the emp1ncal testmg does not demonstrate 31gmﬁcant human
' toxicity to DEET, there are a few reports of individuals expenencmg adverse effects
after using a DEET product. Over the past 35 years, 14 people have reported having
a seizure as a result of being exposed to DEET. Twelve of these individuals were
children and two were adults. Among these 14 incidents is the cluster of five that was

- reported to the New York State (NYS) Department of Health in 1989. The Agency

[ . has analyzed these incidents and cannot, at this time, conclude that these seizures are

d1rect1y related to DEET exposure. However, neither can the Agency definitely
nclude that they are not DEET-related. As noted in the Morb1d1ty and Mortahty

| Weekly Report editorial on the five NYS cases in 1989, "Anecdotal reports of
izures are difficult to lnterpret None of the recent cases in New York and =~

‘Connecticut have been clearly established as DEET toxicity” (Oransky, 1989). fOne
ijss1ble explanation for the seizures is coincidence. Seizure comc1ding with DEET
is not unexpected, given an estimated 15, 000-20, 000 afebrile seizures in ch1ldren

(ages zero-19 years) estimated annvally and an estimated 17 million children using

DEET 10 times a year.
External Rev1ew

. The FIFRA Sc1ent1ﬁc Advrsory Panel (SAP) generally agrees thh EPA’ “

nclusmn In June 1997 OPP presented DEET to the SAP; the Agency felt that it

“would be vwse to do so as DEET is such a Wldely-used consumer pestlclde “Three
estlons were presented ‘

| Based on the currently avallable data on DEET OPP requests that the

' members of the SAP comment on OPP’s hazard characterization of ~
~ this chemical and the decision not to establish toxicity endpoints for ~

. . risk assessment.

L S T N k
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(2) What do you think about our approach to and methodology for the

risk assessment and charactenzanon‘? \

3 What is your opinion of our mterpretatlon ofthe incident information?
(EPA beheves that the reported mmdences are 1nconclu31ve)

In response to the first two queStions, the Panel stated that it “agrees ‘with the

Agency s hazard characterization and decision not to establish toxicity endpoints to

be used for risk assessment, as exposure to DEET does not result in clearly -

" characterized spec1ﬁc toxicological responses; to rat1onally choose toxicity endpoints
that reflect a consistent response to DEET would be impossible.” Additionally, the
Panel suggested that the EPA i improve upon its-exposure assessment by looking at
multiple applications, 1nhalat10n and chronic exposure. With respect to the incident
information, the SAP indicated that it “agrees with the Agency’s interpretation of the
incident information (that the reported incidences are inconclusive). There is no

* compelling information that exposure to DEET is causing an apprecrable number of -

seizures, and data from animal studies do not support or predlct symptoms
expenenced by children exposed to DEET.” ‘ :

_CMugn

In summary, the Agency concludes that, based on the currently available
information, the use of DEET as an insect repellent does not pose a s1gmﬁcant health _

~ risk to the general U.S. populat1on for the followmg reasons

GO DEET is not believed to be acutely toxm nor carcmogemc 51gmﬁcantly
) developmentally toxic nor mutagemc at the doses tested.

2) The avallable data do not support a direct hnk between exposure to DEET

,and reported seizure 1n01dences (14 cases)

However because DEET is: (1) so w1dely used among the U.s. populat1on
mcludmg children; (2).is one of the few residential-use pesticides that is applied

directly to the skin; and (3) has been thought to be associated with incidents of ‘

seizure, the Agency believes that it is prudent to require improved label warnings and

* restrictions for DEET products. The Agency- believes. that such common sense
measures will be especially protective of children and other 1nd1v1duals who may be

more sensmve to chermcal substances -
F mally, ina contmumg effort to monitor and understand DEET p01sonmgs
the Chemical Specialties Manufacturers Association (CSMA) has recently setup a

DEET registry through PEGUS; an independent research company in Utah. They e

have made agreements with a number of Poison Control Centers (PCCs) to collect
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“ _wlnformatlon and follow-up on any serious DEET-related cases. The 1nformat10n w111 o
be collected to determine whether any seizure type effects may have been related to
DEET use.

Envnronmental Assessment -
Ecologlcal Toxnclty Data

L A hrmted set of tox101ty data are required for pestlcldes that have only indoor

uses. N N-dlethyl-meta-toluam1de (DEET) quahﬁes for a reduced data set, because

s patterns are limited to indoor nonfood and indoor residential. The data available” ~
are adequate to assess the hazard of DEET to nontarget terrestrlal and aquatlc

Tox1c1ty to Terrestrlal Ammals
B (1) Blrds, Acute and Subacute "

" To estabhsh the tox101ty of DEET to blrds the followmg test
. is required using the technical grade material: a single-dose oral
(LDs,) study on one avian species (preferably mallard or bobwhite -
-, quail). Subacute dietary studies (LCs,) ona waterfowl species and an |
" {ipland gamebird species are waived. Table 4 summarizes the av1an“w o

Lo :‘a ite oral ﬁndmgs for DEET

o Table 4 Avxan Acute Oral Tox1c1ty v
" |Species % AL |LDs, (mg/kg) |MRID No. Author/Year Toxicity Category

" ‘I{Northem Bobwhite | 98.3 1375 41159701 (Grimes -and Jabar, 1989) slightly toxic

“ These results mdxcate that DEET is sl1ghtly tox1c to av1an spe01es ‘on
an acute oral ba515 The guideline requirement for an acute oral ‘
toxicity test is fulfilled. (l\/IRID 41 159701)

e ‘Mam‘neals |

~ Wild mammal testing is required on a case-by-case basis,
" depending on the results of the lower tier studies such as acute and
' subacute testing, intended use pattern, and pertinent environmental
-, fate characteristics. In most cases, however, an acute oral LD, from
+ the Agency's Health Effects Division (HED) is used to determine
. toxicity to mammals. This LD;, is reported below.




: Table 5: Mammahan Acute Oral Tox1c1ty . ,
Species - ALDs, (mg/kg) - |MRID No. ‘Toxicity Category
Rat (small mammal surrogate) . ]3900 (73.0% al) 416781011 practically nontoxic

_The ava'il;able mammahan data are sufficient to characterize DEET as
practically nontoxic to small mammals on an acute oral basis.

'b. - Toxicity to Aquatic Animals
(¢)) Freshwater Fish

To establish the tox101ty of DEET to freshwater ﬁsh the

minimum data required on the technical grade of the active ingredient
is one freshwater fish toxicity study with a coldwater species

(preferably the rainbow trout). Theé following acute t0x1c1ty ﬁndmgs

' w1th coldwater fish spec1es apply to DEET: : :

-,

‘ ‘ } : Table 6: Freshwater Fish Acute Tox1c1ty , . v
- ‘ Species % AL LCs, ppm a.i. |MRID No. o | Toxicity Category"
Rainbow trout 95 75 00001026 (McCann, 1972) shohtly toxic -

The results of the 96-hour acute toxicity study indicate that

DEET is shghtly toxic to fish. The guideline requlrement is
: fulfilled. (MRID 00001026)

2 Freshwater Invertebr_ates

- The minimum testmg reqtured to assess the hazard of

‘a pest1c1de to freshwater invertebrates is a freshwater aquatic
invertebrate toxicity test, preferably using first instar Daphnia

magna or early instar amphipods, stoneflies, mayflies, or
‘midges. The followmg acute tox101ty ﬁndmgs apply to DEET: -

Table 7 Freshwater Invertebrate Tox1c1ty :
Specles . _ % A.L EC,, (ppm) - |[MRID No Author/Year |Toxicity Category

Daphniamagna | 100 | 75 00243419  |slightly toxic -

,Therle is sufficient information to characterize DEET as
. : , slightly toxic to aquatic invertebrates. The guideline .
- o, : reqmrement is fulfilled. (MRID 00243419)

L 4

2. Env1ronmental Fate
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a.  Environmental Fate Assessment

- Because of its limited use pattern, the only environmental fate study

- required for DEET was hydrolysis. The registrant submitted a hydrolysis

study that satisfied this data requirement (MRID 40192701) That study
demonstrated that DEET is stable to hydrolysis in solutions initially buffered

. topH35,7,and 9. It can be concluded that DEET will be stable to hydroly51s
v at pH levels found in the env1ronment

‘ Ex‘pos‘uréand‘Ri‘sk“ Cliaracteriiation‘ i

a. | Ecologlcal Exposure and Rlsk Characterlzatlon ,

(1) Exposure and RlSk to Nontarget Terrestrlal Ammals | “

 Environmental risk assessments are not’ conducted for
" pesticides with exclusively indoor use patterns. N,N-diethyl-m-
~ toluamide (DEET) is considered to be an "indoor residential” use
rather than an outdoor use because it is only applied directly tothe
human body/clothlng, cats, dogs, pet quarters, and |
, household/domestic dwellings. Application of DEET to these sites is
.. not likely to adversely affect terrestrial wildlife or aquatic organisms. -

[T R B T T I
" A limited set of toxicity data for indoor-use’ pesticides is

required to determine precautionary label statements and to assess
. ‘environmental hazards in case of spills. The available data
" characterize DEET as sllghtly toxic to b1rds fish, and aquatic

- mvertebrates and as practlcally nontox1c to mammals S

e (2) Endangered Specnes |

;‘ R

‘ Based on the current 1ndoor-on1y use patterns and the
relatively low toxicity of DEET, risks to endangered species are not
E ant1c1pated

IV. RISK MANAGEMENT AND REREGISTRATION DECISION

dtion 4(g)(2)(A) of FIFRA calls for the Agency to determine, after submissio
| “relevant data concerning an active ingredient, whether products contalnmg the actlve
... ingredient are eligible for reregistration. The Agency has prev1ously identified and requlred

the subw”'ssmn of the genenc (1 . act1ve mgredlent spemﬁc) data requlred to support‘




rereglstratlon of products contaimng N. N—dlethyl—meta-toluam1de (DEET) active ingredients.
* The Agency has.completed its review of these generic data, and has determined that the data -
are sufficient to support reregistration of most formulations/uses of DEET under the
conditions specified in this. RED. - Appendix B identifies the generic data requirements that
the Agency reviewed as part of its determination of reregistration eligibility of DEET, and
11sts the subrmtted studies that the Agency found acceptable

The data identified in Appendix B w’ere sufficient to allow the Agency to assess the
registered uses of DEET and to detenmne that DEET can be used without resulting in
unreasonable adverse effects to humans and the environment if used according to the labels
as amended by this RED. The Agency therefore finds that most products containing DEET
as the active ingredient are eligible for rereglstration under the conditions specified in this
RED. The Agency will defer its decision regarding the eligibility of products/formulations
- that combine DEET and sunscreen until an advisory panel has been convened and has made
' spec1ﬁc recommendatlons to the Agency concerning the rereg1strat10n of these products.
DEET products with labels that make child-safety claims are ineligible for reregistration, and
can only be reregistered when all child-safety claims (including trade names) are removed
from product labels. In order to be eligible for reregistration, DEET products with cosmetic
claims must conform to the labehng requirements for these products as outhned in Section
V. of this document
. The Agency made ts rereglstratlon e11g1b111ty determmation based upon the target data
base required for reregistration, the current guidelines for conducting acceptable studies to
generaté such data, published scientific literature, etc. and the data identified in Appendix B.
. The Agency has found that all uses of DEET are eligible for reregistration under the
conditions specified in this RED, except for uses/formulations that contain sunscreen and
uses/formulations that make child-safety claims Child-safety claims must be removed from
end-use product labels in order for those products to be reregistered. It should be understood
- that the Agency may take additional appropriate regulatory action, and/or require the
submission of additional data to support the registration of products containing DEET, if new ,
‘information comes to the Agency's attention or if the data requirements for registratlon (or
the guidelines for generatirig such data) change

'B. Detei'mination of Eligibility Decision ’
1. Eligibility Decision

, Based on the reviews of the generic data for the active mgredlent DEET the
Agency has sufficient information on the health effects of DEET and on its potential )
for causing adverse effects in fish and wildlife and the environment. The Agency has .
determined that DEET products, labeled and used as specified in this Reregistration
Eligibility Decision, will not pose’ unreasonable risks to humans or the environment.-
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The Avency is. concemed in general with the use d1rectlons and l
caut1ons for all DEET end-use products EPA beheves that it is pruden
consistent, protect1ve and common sense d1rect10ns to pre
pplicatlon and mlsuse The Agency is partlcularly concerned with DEET ‘
trations for which cosmetic claims are made, where DEET is formulated with ~ =~
Stnscteen, and where labeling indicates that use is safe for children. Consequently, o
DEET regrstratlons (w1th the exception of the products contarmng sunscreens) are

| ellolble for rereglstratlon as long as labehng is arnended as spe01ﬁed below.

| N Although the sclentlﬁc data revrewed for DEET do not show 1t to be‘ -

carcmogemc developmentally toxic, nor mutagemc there have been seizure 1n01dentstH o

associated with DEET use. The Agency has concems regardmg these seizures,

‘especrally for children who are more susceptible to seizures in general and who

eive a hloher dose of DEET due to a greater surface area to body welght ratio.

" "This concern is heightened due to the manner in which DEET is applied: directly to =~~~
the skin. Therefore, the Agency is requiring label directions for the safe, effective

Mapphcatron and reapphcatlon of all DEET—contarmng products

i .
Mwlh

The Agency erl defer 1ts decrsron regardmg the rereglstratlon e11g1b111ty of
roducts/fonnulanons that combine DEET and sunscreen until the Agency has 4
" solicited the views of various governmental agencies and other groups. Additionally,
the Agency will not act on any pending registration apphcatlons under section 3 until
 that time. As stated in the amended Reregistration Standard (dated March 1985) the,
3Agency will not register products whose acute tox1c1ty falls into Toxicity Category
v o IL. Additionally, end-use products must not be corroswe to the eye or cause
K “orneal mvolvement or 1rr1tat10n per81st1ng for 21 days or more.

. The Agency is concerned about consumer use of products that combrne
creen 'and DEET, since directions to reapply sunscreens generousl |
equently may promote greater use of DEET than needed for pest1c1dal efficacy and
s pose unnecessary exposure to DEET 'DEET labels currently recommend that L
products be used spanngly and not be reapphed too often. Sunscreen products
. however, recommend frequent reapplication- No benefits attach to use of DEET =~
- more frequently than necessary to achleve its purpose. Products containing DEET
i~ whichhave cosmetlc claims could encourage the user to apply the product for reasons .
~ other than to repel insects resulting in unnecessary exposure. DEET
uses/formulations whose labels make child-safety claims are ineligible for
reregistration. DEET uses/formulations with labels that make cosmetic claims must
... be labeled such that label statements and use directions regarding insect repellency
a appear ﬁrst and more promlnently on the label than cosmet1c clarms

Fmally, brand names for certam DEET products thh 15% or less DEE ‘
tain statements such as “for kids” or “for use on children.” Products with child = -
safety claims are 1nel1g1ble for reregistration because the Agency believes such claims
are false and misleading. The Agency is generally wary of safety clalms and EPA
: regulatlons specrfy that safety cla1ms for pestlcldes are, on thelr face false or




misleading. 40 C.F.R. § 156.10 (a) (5) (ix). However, thé Agency does not believe
this regulation would necessarily bar a children’s version of a personal use pesticide

 if such product was formulated based on scientific testing. But that is not the case"
here. The Agency believes there is no factual ‘basis to support a claim that certain
DEET products pose srgmﬁcantly lower risk to children. The children’s safety clarms
appear on certain DEET products containing 15% or less DEET and thus, the Agency

' presumes, these claims are tied to the percentage of DEET in the product. Yet, the
scientific data for DEET do not support product label claims of safety for children
based on the percent active ingredient. In addition, there is no apparent correlation

" between reported cases of seizure incidents and the concentration of DEET that was

~ applied. Registrations for which the labeling is amended as spemﬁed below will be
“considered to be ehglble for rereglstratlon - ~

o -

2. 'Ellglble and InehglblerUses e

_ The Agency has determined that all uses of DEET are el1g1ble for
reregistration except uses/formulations that contain sunscreen and uses/formulations
- whose labels make child-safety claims. Products labels with cosmetic claims mustbe
revised to conform with the. labelmg requlrements for those products outhned in
' Sect1on V. of this RED document :

G ‘V'Regulatory Position

The followmg is a summa.ry of the regulatory posrtrons and ratlonales for DEET.
Where labeling’ revisions ‘are imposed, spe01ﬁc language is set forth in Section V of this o
document. ‘ ,

L Labelmg Rationale

. Because DEET is apphed dlrectly to skin and/or clothmg bemg worn and
' because of its association with seizure incidents, the Agency believes it is prudent to -
require consistent, protective, common sense use directions and label precautions for.
all DEET end-use products to prevent over-application and misuse. Product labeling .-
requirements have been revised in accordance with this goal and are outlined in
Sect1on V B. 2 “Labeling Requlrements for DEET End-Use Products.”

| Chrld-SafeQ Claims

'Some DEET formulatrons have label language and/or brand names that 1mply
‘that those formulations are better for use on children (e.g. ...for children,” « ...for
kids.”) The Agency considers these formulanons/products to be 1nehg1ble for

. reregistration. The scientific data reviewed by the Agency for DEET do not support

- ‘the claim that certain concentration DEET formulations are safer than others. Also, -
there appears to be no correlation between the reported cases of seizure and the
- concentration of DEET that was used. All direct or indirect claims of child safety

must be removed from DEET labehng ‘for those products to be rereglstered
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. Manufacturmg—Use Products |

1 . Additional Generic Data Reqniréﬁlénts“‘“ ‘

;‘ | The genenc data base supportmg the rereg1stratlon of N ,N- dlethyl-meta-
“ luamide (DEET) for the above el1g1b1e uses has been rev1ewed and determined to

: ‘be substantlally complete No addmonal genenc data are bemg called—m for DEET “
at this time.

Labeling Requirements for Manufacturlng-Use Products
| To remain in comphance with FIFRA manufactunng use product (MP)
: labelmg must be revised to comply with all current EPA regulations, PR Notices and
: «apphcable policies. The MP labeling must bear the followmg statement under
uectlons for Use - ‘

"Only for formulatlon into an Insect1c1de for the followmg use(s)[ﬁll blank
only w1th those uses that are belng supported by MP reglstrant]

o An MP reglstrant may, at hls/her dlscretlon add one of the followmg statements to o
an NIP label under ‘ » S

"Directions for Use" to permlt the reformulatlon of the product for a“ |
specific use or all additional uses supported by a formulator or user

v group .

"ThJs product may be used to‘ fonnulate p ucts for spec1ﬁc use(s)“.

" not listed on the MP label if the formulator, user group, or growerhas
comphed with U. S. EPA submission requlrements regardmg support
of such use(s) :

- "This product may be used to formulate products for any ‘additional B IR

‘use(s) not listed on the MP label if the formulator, user group, or
" grower has’ complied with U.S. EPA submssmn requirements
8 regardmg support of such use(s) " -

‘ . The Agency has determined that registrants may dlstnbute and sell NN—
dlethyl-m—toluarmde products bearing old labels/labeling for 26 months from the date

- ofissuance of this RED. Persons other than the reglstrant may distribute or sell such -
toducts for 50 months from the date of the issuance of thisRED. Registrantsand

persons other than reg1strants remain obhgated to meet pre-ex1st1ng Agency unposed
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label changes and ex15t1ng stocks requlrements apphcable to products they sell or
distribute. : : : :

- End-Use Products
1. Additional Product-Specific Data Requirements
‘ Soction 4(g)(2)(B) of FIF RA calls for the Agency to obtain any needed
product-specific data regarding the pesticide after a determination of eligibility has
been made. The product specific data requirements are listed in Appendix G, the .
Product Specific Data CallIn Notice. Note that product-specific efficacy data is
being called in for end-use products contammg N N-dlethyl-m-toluamlde (DEET)
Reg1strants must review previous data submlssmns to enstre that ﬂwy meet
current EPA acceptance criteria (Appendix F; Attachment E) and if not, commit to
conduct new studies. If a registrant believes that previously . submitted data meet
“current testing standards, then study MRID numbers should be cited accordlng to the
instructions in the Requirement Status and Reglstrants Response Form prov1ded for‘
each product - : :

2. . Labeling Requirements for End-Use Products |

Al reg1strants of DEET end-use products must- comply with the labelmg.
statements listed below.

ALL 'PRODU"CTS

" Tobe ehglble for rereglstratlon the followmg statements are requlred on all
DEET product: labels

1. Read and follow all dlrectlons and precautlons -on this product label.
2. kDo not appty over cuts; wounds, or 1rr1tated skin.

3. _ Do not apply near eyesand mouth. Apply sparlngly around ears.
‘4. . : Do not apply to chlldren s hands | | '-

5. Do not allow chlldren to handle this product

~ 6. When using on children, apply to your own hands and then put it on
. the chlld :
7. - ‘Use ‘just ‘enough repellent to cover exposed skin, and/or clothing.

39




A

' Do not use under clothing.

~ Avoid over-application of this product.

After returning indoors, wash treated skin with soap and water.

Wash t ated clothing bet'ore ‘u{ea‘ 'ng 1t

. If you go to a‘ doctot', talge_\tlﬂne product with you -

| AER()SOL AND PUMPSPRAY ‘Fo‘l‘th“rILATIONS e

To be eligible for rereglstratwn the following add1t10na1 statements/requlrements are
required for all aerosol and pump spray formulatlons

Do not spray in enclosed areas.

If used on the face, spray on hands first and then apply spanngly and avoid
eyes Do not spray dlrectly onto face

- To be 01b1e for rereglstrauon aerosol an pump spray formulatlons mu

s be packaged in containers utlhzlng a concave trigger to help aim product
 or other comparable mechanism that will ensure that the product W111 notbe
| madvertently sprayed in the eyes. : o

OTHER LABELING RE( QUIREMENTS

‘ Ingredlents Statement for DEET Products
" The followmg label statement 1s requ1red for all DEET products }

* ACTIVE INGREDIENTS

XX XX%

Statement of Practical Treatment

“First Aid” must replace “Statement of Practical
-~ Treatment ” on all product labels.

P
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3. Telephone Number on an Product Labels

Atoll-free telephone number must appear on all product labels for consumers
to call for add1t10na1 product mformatron and to report 1n01dents

. 4. . Dlssolvmg Labels »

Current labels on DEET repellent products tend to dissolve from contact with.
- the repellent (usually liquids). All rereg1stered DEET product labels must use .

materials that remain permanent and readable for the reasonable life of the

product : :

5. Cosmetlc Clairns

Cosmetlc claims may be used in DEET end-use labehng, however the words

“INSECT REPELLENT” must be displayed prominently on the front panel

. of all product labels, nnmedlately after the brand name, in capital lettenng,
" with large, contrastrng, bold-faced type ~

6. - Chlld-Safety C.lalms 7

| All direct or indirect claims of child safety must be removed froni DEET efd-
use product labelmg 1n order for those products to be eligible for
reregistration. » : .

- C. Enisting Stocks

Reglstrants may generally dlstnbute and sell products beanng old labels/labehng for
26 months from the date of the issuance of this Rereg1stratlon Eligibility Decision (RED).
"Persons other than the registrant may generally distribute or sell such products for 50 months
~ from the date of the issuance of this RED. However, existing stocks, time frames will be
~ established case-by-case, depending on the number of products involved, the number of label .

changes, and other factors. Refer to "Ex1st1ng Stocks of Pesticide Products; Statement of .

Policy"; Federal Register, Volume 56, No.. 123 June
26 1991 N

_ The Agency has determined that reglstrants may distribute and sell N N—dlethyl-m-
toluamide products bearing old labels/labehng for 26 months from the date of issuance of this
RED. Persons other than the registrant may distribute or sell such products for 50 months
 from the date of the i issuance of this RED. Registrants and persons other than registrants
- remain obligated to meet pre-existing Agency imposed label changes and existing stocks -
' requlrements apphcable to products they sell or dlstnbute 4
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| GUIDE TO APPENDIX B

following letter de51gnat10ns are used for the g1ven use pattems ST

N Terresmal food
“ Terresmal feed
o Terresmal non-food
" Aquatic food .
Aquatic non-food outdoor
Aquatic non-food industrial
~ Aquatic non-food residential
Greenhouse food
Greenhouse non-food
Forestry
- Residential
Indoor food
Indoor non-food
Indoor medical
| “I‘ndoor residential |

;)A
B
. D
E
F
T
J
L
M
0.

.. ... 3. Bibliographic citation (Column 3). Ifthe Agency has acceptable data in its files, this column lists the 1dent1fy'
.- number of each study. This normally is the Master Record Identification (MRID) number, but may be a "GS" number if
o MRID number has been a551gned Refer to the B1bhography append1x for a complete c1tat10n of the study




APPENDIX B

DaféSupporting Guideline Requirements

for the Rereglstratlon of DEET

'REQUIREMENT

.51

USE PATTERN. CITATION(S)(MRID#)
PRODUCT CHEMISTRY | .
611 Chemical Identity | ALL 42910001
612A° . Start. Mat. & Mnfg. Process ALL 43241002
61-2B Formation of Impurities ALL 43241003
621 Preliminary Analysis ‘ALL | 43;41004
622 Certification of limits 43241001
. S - 43241005
62-3 " Analytical Meihoq" ) ALL 43241006
632 Color ALL 00001025
63-3 " Physical State CALL " 00001068
634 Odor ALL 00001100
636 Boiling Point L ALL 43241007
63-8 Sotubility. ALL 4321008
63-9 vVapor Presstre ALL 4321009
' 63-11 “Octanol/Water Partmon - ALL 4321010
- 63-13  Subiliy ALL 43241012
| ECOLOGICAL EFFECTS C |
7l-da Acute Avian Oral - Quail/Duck ABCDEFIK 41159701 _
| 72-1C Fish Toxicity Rainbow Trout ABCDEFJK: 00001026
7222 Tnvertebrate Toxicity ABCDEFIK 00243419
TOXICOLOGY . -
81-1 Acute Oral Toxicity - -Rat - ‘ 001343592 .
o o - - 43763201
812 - Acute Dermal Toxicity - Rgrbbit/Ra.t‘ ALL - 00134359b
'81-3 . Acute Inhalation Toxicity - Rat | CALL 00134359¢
814 - Primary Byc lmitation - Rabbit ALL 00134359d
. 81;5 7 anary Dermal Irritation - Rabblt o _ ALL- :0\0134359e
81-6 Dermal Sensmzatlon Gumea P1g ALL ' 00134359f J




Oncogenicity -Rat |
Oncogenicity - Mouse
Developmental Toxicity - Rat’
Developmental Toxicity - Rabbit
2-Generation Reproduction - Rat
Combmed chromc/oncogemc1ty - rats

‘Gene Mutatlon (Ames Test)

i 'f“43514203 BE
w“43320101hm;‘_ wm‘

 Structural Chromosomal Aberration -

160-5 "~ Chemical Idenuty
: ‘161“-1 Hydrolys1s

.. SPECIAL STUDIES

~158.75-s ~ Human Use Exposure

giveasor
..41994402

ALL
' ABCDEFGHI
XK

40241 703 ‘

4“2“518“191“\“ .
- 41344101

41987401
. 43514201 |
43514202

41987401
40241702

41199301

‘ 43320101"
" 41351501

41351401

42141101
" 40979001
43514202
41344801

41994403

1‘42578501 o

40192701

41968001




Data Supporting Gu‘idelinev'Regui'rement‘s |
for the Reregistration of DEET

REQUIREMENT © - ‘ - . USE PATTERN _ CITATION(S)(MRID#)
 85-2-ss Dermal Absorption ‘ N ' B 42578501
88-1-5_5 . AAc‘:ut'e/Subacute neurotoxicity - o ‘ . o -~ 41368401

41368501 . .
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" GUIDE TO APPENDIX C

CONTENTS OF BIBLIOGRAPHY. ThlS bibliography contains citations of all studies

- considered relevant by EPA in arriving at the positions and conclusions stated elsewhere in
the Rereg1strat1on Eligibility Document. Primary sources for studies in this blbhography
have been the body of data submitted to EPA and its predecessor agencies in support of

- past regulatory decisions. Selections from other sources including the pubhshed literature,
in those instances, ‘where they have been considered, are included.

UNITS OF ENTRY The unit of entry in tlus b1bl1ography is called a "study" In the case
*of published materials, this corresponds closely to an article. In the case of unpublished
materials submitted to the Agency, the Agency has sought to identify documents at a level
‘parallel to the published article from within the typically larger volumes in which they were
submitted. The resulting "studies" generally have a distinct title (or at least a single
_subject), can stand alone for purposes of review and can be described with a conventional
bibliographic citation. The Agency has also attempted to unite bas1c documents and
' commentanes upon them treating them as‘a smgle study

IDENTIFICATION OF ENTRIES. The entries in this b1bl1ography are sorted numencally
by Master Record Identifier, or "MRID number". This number is unique to the citation,
and should be used whenever a specific reference is required. It is not related to the six-
digit " Accession Number" which has been used to identify volumes of subm1tted studies
(see paragraph 4(d)(4) below for further explanation). In a few cases, entries added to the
bibliographylate in the review may be preceded by a nine character temporary identifier.
These entries are listed after all MRID entries. This temporary identifying number is also
to be used whenever spectﬁc reference is needed

~.FORM OF ENTRY. In add1t10n to the Master Record Identifier (MRID) each entry
consists of a citation conteumng standard elements followed, in the case of material
submitted to EPA, by a description of the earliest known submission. Bibliographic
conventions used reflect the standard of the American National Standards Inst1tute '
(AN SI) expanded to provide for certain special needs

a Author Whenever the author could conﬁdently be identified, the Agency has
. chosen to show a personal author. When no individual was identified, the Agency
“has shown an identifiable laboratory or testing facility as the author.. When no
author or laboratory could be 1dent1ﬁed the Agency has shown the first submitter
as the- author :

b. Document date. The date of the study is taken directly from the document. When
~ the date is followed by a question mark, the bibliographer has deduced the date
from the evidence contained in the document.. When the date appears as (19‘7‘7)
‘ the Agency was unable to determine or estlmate the date of the document

55




‘ ‘ “ es 1t has been necessary for the Agency b1bl1ographers to create
| enhance a document t1tle Any such edltonal msertlons are contamed betwe n
square brackets.

W‘Traﬂmg parentheses For stud1es subm1tted to the Agency in the past the tra1l1ng
parentheses include (in addition to any self-explanatory text) the followmg
wr .. elements describing the earliest known submission:

o Submlssmn date The date of the ¢ earhest known subn'ussmn appears
‘]}‘f unmedlately followmg the word rece1ved‘" |

“ Admuustratlve number. The next element unmediately following the word
"under" is the registration number, experimental use permit number,
petition number, or other administrative number associated with the earliest
known submission ‘

.(3)  Submitter. The third element is the submitter. When authorsh1p is
B defaulted to the subm1tter th15 element is om1tted

@ ‘Volume Idenuﬁcatlon (Accessmn Numbers) The ﬁnal element in the | -
trailing parentheses identifies the EPA accession number of the volume in
which the original submission of the study appears. The six-digit accession
number follows the symbol "CDL," which stands for "Company Data
Library." This accession number is in turn followed by an alphabetic suffix

- which shows the relative position of the study within the volume.




MRID

BIBLIOGRAPHY.

' CITATION

" 00001026 -

00134359 -

00134359

D0134359

00134359
00134359

00134359

00243419

40192701

McCann JA: (1972) Flsh Tox1c1ty Laboratory Report: Tox1c1ty of Hercules

_Metadelphene to Rainbow Trout: I.D. No. MB 154. (Unpublished study that includes
. bibliography, Statistical analy sis and graph, received 1972 under 891-12; prepared

by Animal Biology Laboratory, submitted by Hercules Inc., Agricultural Chermcals ,
W11m1ngton Del.; CDL: 129780—A)

U.S. Army. Environmental Hygiene Agency. :,'1979... Preliminary Assessment of

- Relative Toxicity of Insect Repellent N,N-diethyl-meta-toluamide. Special Study No.

75-51-0034,80. Appendix F: Acute oral LD, ¢ deterrninations (17D-0005)

U.S. Army Env1rcnmenta1 Hygiene Agency 1979 Prehmmary Assessment of
Relative Toxicity of Insect RepellentN, N-dlethyl-meta-toluarmde Spec1al Study No.
75-51- 0034 80. Appendlx E: Acute dermal LDy, determinations.

U.S. Army Environmental Hyglene Agency. 1979. Preliminary Assessment of
Relative Toxicity of Insect RepellentN 2N-diethyl-meta-toluamide. Special Study No. -
75-51-0034,80. Appendix M: Inhalation toxicities of N N—d1ethy1-meta—toluam1de

(M-DET)(17D 0012) -

U.S. Army Environmental Hyglene Agency 1979. Preliminary Assessment of
Relative Toxicity of Insect Repellent N ;N-diethyl-meta-toluamide. Special Study No..

75-51- 0034 80 Appendlx B: Protocol-anary Eye Imtatlon (17D- 0001)

U.Ss. Army Environmental Hygiene Agency 1979. Prehmmary Assessment of
- Relative Toxicity- ofInsectRepellentN ;N-diethyl-meta-toluamide. Special Study No.
75-51 0034 80. Appendlx A: Protocol—anary Skin Irritation (17D OOOO)

U S. Army Envuonmental Hyglene Agency 1979 Prehmmary Assessment of

-~ _ Relative Toxicity of Insect Repellent N,N-diethyl-meta-toluamide. Special Study No.

75-51-0034,80. Appendlx H: Guinea p1g dermal sensmzatlon study on N,N-diethyl-
meta-toluam1de (M-DEET).

Analytlcal Bio- Chermstry Laboratories (1 985) Stat1c Acute Tox1c1ty Test to D phma
magna 33909 ' ‘ )

: Memen . (1987), Dlethyltoluaxmde Thlrty Day Water Hydroly51s Test Unpubhshed ,
. study prepared by McLaughlm Gormley King Co. 108 p-
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0241702

40241703

41344301

40241704

-41159701

41199301

41344101

Johnson D E 1987 Evaluatlon of DEET in 90 day Subchromc Dermal Tox1c1ty
Study in Rats. International Research and Development Corp., Study No.: IRDC-

- 555-003. June 5, 1987. Submitted to U.S. EPA by DEET Joint Venture/Chemlcal : o
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2, oS E WASHINGTON DC 20460
| OFFICE OF
PREVENTION, PESTICIDES
‘ . o 7 ‘ éNDTOXlC SUB‘STéNCES.
o ' DATACALLIINNOTICE . -
Co L NV -4 les
CERTIFIED MAIL

Dear $ir or Madam: ,

This Notice requires you and other registrants of pesticide products containing the active
ingredient identified in Attachment 1 of this Notice, the Data Call-In Chemical Status Sheet, to-
submit certain product specific data as noted herein to the U.S. Environmental Protection Agency
(EPA, the Agency). These data are necessary to maintain the continued reglstratlon of your.
product(s) containing this active ingredient. Within 90 days after you receive this Notice you must
- respond as set forth in Sectlon I below Your response must state: :

1.  Howyouwill comply with the requlrements set forth in this Notice and 1ts '
Attachments 1 through 6;0r - ‘ o S \

2. Why you beheve you are exempt from the requirements listed in this Notice and in

_ Attachment 3, Regmrements Status and Reglstrant's Response Form, (see section
- II-B);or , .
3. ' Why you beheve EPA should not require your submlssmn of product spe01fic data

in the manner spemﬁed by thls Notlce (see section HI-D).

If you do not respond to thls Notice, or if you do not satlsfy EPA that you W111 comply with
. its requirements.or should be exempt or excused from doing so, then the reg1strat10n of your




product(s) subject to this Notice will be subject to suspension. We have provided a list ofall of .
your products subject to this Notice in Attachment 2, Data Call-In Response Form as well as a list
of all registrants who were sent thls Notice (Attachment 6). ,

The authority for this Notlce is section 3(c)(2)(B) of the Federal Insecticide, Funglclde and -
Rodenticide Act as amended (FIFRA), 7 U.S.C. section 136a(c)(2)(B). Collection of this
mformatxon is authorized under the Paperwork Reduction Act by OMB Approval No. 2070-0107

“and 2070-0057 (expxratlon date 03-31-99).

. This Notice is divided into six sections and six Attachments. The Noﬁce itself contains
information and instructions applicable to all Data Call-In Notices. The Attachments contain
pecxf’ ¢ chemical 1nformatlon and 1nstruct10ns The six sections of the Notice are:-

. Sectxon I - Why You Are Rece1v1ng ThlS Notlce
~SectionIl - Data Required By This Notice
SectionIIl - Compliance With Requirements Of This Notice
SectionIV -  Consequences Of Failure To Comply With This Notice
" SectionV - Registrants' Obligation To Report Possible Unreasonable Adverse
" Effects
- Section VI - Inqulrles And Responses To This Notice

The Attachments to‘ thlS Notlce are: -

- Data Call-In Chemical Status Sheet ,
- Product—Spemﬁc Data Call-In Response Form

1
3 - 'Requirements Status and Registrant's Response Form o
' 4 - EPA Batching of End-Use Products for Meeting Acute Tomcology Data
:Regulrements for Rereglstratlon ‘ i

.. The Agency has reviewed existing data for this active ingredient énci“i'ee‘vwéhiéted the data
needed to support continued registration of the subject active ingredient. The Agency has

- concluded that the only additional data necessary are product specific data, No additional generic

(data requirements are‘belngwlmposed You have been sent this Notice because you have product




: The product specific data required by thlS NOUCC are spec1f1ed in Attachment 3, Regulrement
Status and Registrant's Response Form. Depending on the results of the studies required in this -
. Notice, add1t10na1 testlng may be requlred .

“‘II-B SCHEDULE FOR SUBMISSION OF DATA

" Youare requlred t0 submlt the data or otherW1se satisfy the data requirements specified in. o
B Attachment 3 Regulrements Status and Reglstrant’s Resgonse Form Wlthln the time frames prov1ded. :

II-C. TESTING PROTOCOL

- All studles requlred under this Notice must be conducted in accordance w1th test standards
outhned in the Pesticide Assessment Guidelines for those studies for Wthh guidelines have been
estabhshed : - : : :

These EPA Guidelines are avallable from the Nat10nal Techmcal Informatlon Service (NTIS)
Attn: Order Desk, 5285 Port Royal Road Sprmgfield Va 22161 (tel: 703-487-4650) :

Protocols approved by the Orgamzatlon for Economlc Cooperation and Development (OECD)"
- are also acceptable if the OECD-recommended test standards conform to those specified in the
Pesticide Data Requirements regulation (40 CFR § 158.70). When using the OECD protocols, they
should be modified as appropriate so that the data generated by the study will satisfy the requirements
of 40 CFR § 158. Normally, the Agency will not extend deadlines for complylng with data
requirements when the studies were not conducted in accordance with acceptable standards. The
OECD protocols are available from OECD, 2001 L Street, N.W. » Washington, D.C. 20036
(TeIephone number 202 785- 6323 Fax telephone number 202- 785 -0350). ]

. All new studles and proposed protocols submltted in réspounse to this Data Call-In Notice
must be in accordance with Good Laboratory Practlces [40 CFR Part 160. 3(a)(6)]. R

II-D. REGISTRANTS RECEIVING PREVIOUS SECTION 3(0)( 2)(B) NOTICES
ISSUED BY TI—[E AGENCY

- Unless otherwise noted herein, this Data Call-In does not in any way supersede or change the

egulrements of any previous Data Call-In(s), or any other agreements entered into with the Agency
’pertalmng to'such prior Notice. Registrants must comply with the requlrements of all Notlces to

avoid issuance of a Notice of Intent to Suspend their affected products.

SECTION HI. COMPLIANCE WITH REOUIREMENTS OF THIS NOTICE
III-A. 'SCHED;ULE FOR RESPONDING 'TO THEAGENCYr
- The approprlate responses 1n1t1ally requlred by thls Notice for product specific data must be

submitted to the Agency within 90 days after your receipt of this Notice. Failure to adequately
-respond to thlS Notlce w1th1n 90 days of your recelpt will be a basis for i 1ssu1ng a Notice of Intent to .




pend (NOIS) af‘fectmcr ‘your products ThlS and other bases for issuance of NOIS due to fallure to.
omply w1th thls Notlce are presented in Sectlon IV-A and IV-B :

I-B. OPTIONS FOR RESPONDING TO THE AGENCY

The optlons for respondmg to this Notice for product spec1ﬁc data are: (a) voluntary -
cancellation, (b) agree to satisfy the product specific data requirements 1mposed by this notice or (¢)
request a data walver(s)

‘ -\ dxscussron of how to respond 1f you chose the Voluntary Cancellatlon optlon is presented‘w
i i the ] ‘product specific data_
quirements of thls Notlce s contained in Section I1I-C. "A discussion of options relatmg to requests
or data waive contained ction I1I-D.

" “"There are two forms that accompany this Notice of whic ependmg upon your response, one
“or both must be used in your response to the Agency. These forms are the Data-Call-In Response
: Form, and the Requirements Status and Registrant's Response Form, Attachment 2 and Attachment 3.

. “addition, one copy of the Requirements Status and Reglstrant'sResponse Form must be submitted for
each product listed on the Data Call-In Response Form unless the voluntary cancellation option is
selected or unless the product is identical to another (refer to the instructions for completing the Data
Call-In Resgons e Form in Attachment 2). Please note that the company's authorized representatlve is
required to sign the first page of the Data Call-In Response Form and Regulrements Status and
Registrant's Response Form (if this form is requlred) and initial any subsequent pages. The forms

-contain separate detailed instructions on the response options. Do not alter the printed material. If

“you have questions or need assistance in preparing your response call or write the contact person(s)
-identified in Attachment 1 o

1. Voluntary Cancellation - You may avoid the requirements of this Notice by requesting
‘cancellation of your product(s) containing the active ingredient that is the subject of
Notice. If you wish to voluntarily cancel your product, 'you must submit a completed Data Call-In
- Response Form, indicating your election of this option. Voluntary cancellation is item number 5 on

Data Call-In Response Form. If you choose this option, this is the ‘only form that you are requlred o

If you chose to voluntanly cancel your product further sale and dlstnbutlon of your product
after the effective date of cancellation must be in accordance with the Existing Stocks provisions of
_this Notice which are contained in Section IV-C.

S

2. Satisfving the Product Specific Data Requirements of this Notice There are various options
available to satisfy the product specific data requirements of this Notice. These options are discussed
_in Section III-C of this Notice and comprise options 1 through 6 on the Requirements Status and
Registrant's Response Form and item numbers 7a and 7b on the Data Call-In Response Form.




Deletion of a use(s) and the low volume/mmor use optlon are not valid optrons for fulﬁlhng product '
specific data requlrements -

3. Reguest for Product Spec1ﬁc Data Waivers. Waivers for product- specrﬁc data are d1scussed
in Section III-D of this Notice and are covered by option 7 on the Requirements Status and .
Registrant's Response Form. If you choose one of these options, you must submit both forms as well
' asany other mformatlon/data pertaining to the optron "chosen to address the data requirement.

I1-¢ ATISFYING THE DATA REQUIREI\/[ENTS OF THIS NOTICE

Ifyou acknowledge on the Data Call In Response Form that you agree to satrsfy the product
specific data requirements (i.e. you select itém number 7a or 7b), then you must select one of the six
- options on the Requirements Status and Registrant's Response Form related to data production for
each data requlrement Your option selection should be entered under item number 9, "Registrant
Response The six options related to data production are the first six options discussed under item 9
'~ in the instructions for completing the Requirements Status and Registrant's Response Form. These ‘.
six options are listed immediately below with 1nformatron in parentheses to guide registrants to
additional 1nstructrons prov1ded in thls Sectlon The options are: '

)] T will genetate and submit data within the speciﬁed time frame (Developing Data)
(2) . Ihave entered into an agreement with one or more reglstrants to develop data jointly
" (Cost Sharing) -
(3) . I'have made offers to cost-share (Offers to Cost Share) '
) I am submitting an existing study that has not been submitted previously to the
Agency by anyone (Submitting an Existing Study) :
5) I am submitting or citing data to upgrade a study cla551fied by EPA as partlally .
- acceptable and upgradeable (Upgrading a Study)
6) I am citing an existing study that EPA has classified as acceptable or an ex1$t1ng study
_ that has been submitted but not reviewed by the Agency (Citing an Ex1st1ng Study).

Optlon 1. Developlng Data -If you choose to develop the required data it must be in
conformance with Agency deadlines and with other Agency requirements as referenced herein and in
the attachments. All data generated and submitted must comply with the Good Laboratory Practice
(GLP) rule (40 CFR Part 160), be conducted according to the Pesticide Assessment Guldehnes
(PAG), and be in conformance with the requirements of PR Notrce 86-5. ,

The time frames in the Regurrements Status and Regrstrant’s Response Form are the tlme
frames that the Agency isallowing for the submission of completed study reports. The noted

deadlines run from the date of the receipt of this Notice by the registrant. If the data are not submitted
by the deadline, each registrant is subject to receipt of a NOthC of Intent to Suspend the affected
regrstratlon(s)

If you cannot submit the data/reports to the Agency in the time requlred by this Notice and
intend to seek additional time to meet the requirements(s), you must submit a request to the Agency

- which includes: (1) a detailed description of the expected difficulty and (2) a proposed schedule

mcludmg alternative dates for meetmg such requrrements ona step-by—step basis. You must explain
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| technical or laboratory difficulties and provide documentation from the laboratory performing the
testing. While EPA is considering your request, the original deadline remains. The Agency will

- respond to your request in writing. If EPA does not grant your request, the original deadline remains.

" Normally, extensions can be requested only in cases of extraordinary testing problems beyond the

ion or control of the registrant. Extensions will not be given in submitting the 90-day

s Extensions will not be considered if the request for extension is not made in a timely

ion; in no event shall an extension request be considered if it is submitted at or after the lapse of

- the sub_}ect mc“ié‘amdhne.‘

. Option 2, Agreement are in Cost to Develop Data — Registrants may only choose this
~ option for acute toxicity data and certain efficacy data and only if EPA has indicated in the attached
" data tables that your product and at least one other product are similar for purposes of depending on
same data. If this is the case, data may be generated for just one of the products in the group. The
 registration number of the product for which data will be submitted must be noted in the agreement to
" cost share by the registrant selecting this option. If you choose to enter into an agreement to share in
e cost of producing the required data but will not be submitting the data yourself, you must provide
name of the w:gf;gistrant who will be submitting the data. You must also provide EPA with
' documentary evidence that an agreement has been formed. Such evidence may be your letter offering
to join in an agreement and the other registrant's acceptance of your offer, or a written statement by
the parties that an agreement exists. The agreement to produce the data need not specify all of the
terms of the final arrangement between the parties or the mechanism to resolve the terms. Section
. 3(c)(2)(B) provides that if the parties cannot resolve the terms of the agreement they may resolve their
differences through binding arbitration. o oo e

. Option 3. Offer to Share in the Cost of Data Development -- This option only applies to acute
toxicity and certain efficacy data as described in option 2 above. If you have made an offer to pay in
" an attempt to enter into an agreement or amend an existing agreement to meet the requirements of this
Notice and have been unsuccessful, you may request EPA (by selecting this option) to exercise its
discretion not to suspend your registration(s), although you do not comply with the data submission
requirements of this Notice. EPA has determined that as a general policy, absent other relevant '
considerations, it will not suspend the registration of a product of a registrant who has in good faith
sought and continues to seek to enter into a joint data development/cost sharing program, but the
other registrant(s) developing the data has refused to accept your offer. To qualify for this option, you
must submit documentation to the Agency proving that you have made an offer to another registrant
(who has an obligation to submit data) to share in the burden of developing that data. You must also
submit to the Agency a completed EPA Form 8570-32, Certification of Offer to Cost Share in the
. Development of Data, Attachment 7. In addition, you must demonstrate that the other registrant to

er was made has not accepted your offer to enter into a cost sharing agreement by
a copy of your offer and proof of the other registrant's receipt of that offer (such as a
ertified mail receipt). Your offer must, in addition to anything else, offer to share in the burden of
the data upon terms to be agreed or failing agreement to be bound by binding arbitration as
vided by FIFRA section 3(c)(2)(B)(iii) and must not qualify this offer. The other registrant must
o inform EPA of its election of an option to develop and submit the data required by this Notice by

ubmitting a Data Call-In Response Form and a Requirements Status and Registrant's Response Form
mmitting to develop and submit the data required by this Notice.




" In order for you to avoid suspension under this option, you may not withdraw your offer to
share in the burdens of developing the data. In addition, the other registrant must fulfill its '
‘commitment to develop and submit the data as required by this Notice. If the other registrant fails to
" develop the data or for some other reason is subject to suspension, your registration as well as that of
" the other registrant will normally be subject to initiation of suspension proceedings, unless you
. commit to submit, and do submit the required data in the specified time frame. In such cases, the
Agency generally will not grant a time extension for submitting the data. - -

Option 4.\Submitting an Existing Study -- If you choose to submit an existing study in‘
response to this Notice, you must determine that the study satisfies the requirements imposed by this
Notice. You may only submit a study that has not been previously submitted to the Agency or ‘
previously cited by anyone. Existing studies are studies which predate issuance of this Notice. Do
not use this option if you are submitting data to upgrade a study. (See Option 5). T

"You shoﬁld be aware that if the Agency determines that the study is not acceptable, the - |
' ‘Agency will require you to comply with this Notice, normally without an extension of the required
" date of submission. The Agency may determine at any time that a study is not valid and needs to be
~ repeated. ' . L : .

To meet the ‘requiremeln't,s of the DCI Notice for submittiﬁg an existing study, all of the ,
- following three criteria must be clearly met: : : o

Ta.’ You must certify at the time that the existing study is submitted that the raw data and
"' specimens from the study are available for audit and review and you must identify
where they are available. This must be done in accordance with the requirements of
the Good Laboratory Practice (GLP) regulation, 40 CFR Part 160. As stated in 40 CFR
'160.3(j) " 'raw'data’ means any laboratory ‘worksheets, records, memoranda, notes, or

- exact copies thereof, that are the result of original observations and activities of a -

" study and are necessary for the reconstruction and evaluation of the report of that
study. In the event that exact transcripts of raw data have been prepared (e.g., tapes .
which have been transcribed verbatim, dated, and verified accurate by signature), the
exact copy or exact transcript may be substituted for the original source as raw data.
'"Raw data' may include photographs, microfilm or microfiche copies, computer
printouts, magnetic media, including dictated observations, and recorded data from
automated instruments.” The term "specimens", according to 40 CFR 160.3(k), means
"any material derived from a test system for examination or analysis." ' '

b.  Health and safety studies completed after May 1984 must also contain all GLP-
required quality assurance and quality control information, pursuant to the
requirements of 40 CFR Part 160. Registrants must also certify.at the time-of

" submitting the existing study that such GLP information is available for post-May
" 1984 studies by including an appropriate statement on or attached to the study signed
by an authorized official or representative of the registrant. . " - -

: c -~ Youmust ceﬁify’that each study fulfills the aéceptance criteria for the Guideline
- relevant to the study provided in the FIFRA Accelerated Reregistration Phase 3
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. “ Sted according to the PAG may be submitted to the Agency
consideration if the registrant believes that the study clearly meets the purpose of
the PAG. The registrant is referred to 40 CFR 158.70 which states the Agency's policy
egarding acceptable protocols. If you wish to submit the study, you must, in addition
ifying that the purposes of the PAG are met by the study, clearly articulate the
e why you believe the study meets the purpose of the PAG, including copies of
pporting information or data. It has been the Agency's experience that studies
ompleted prior to January 1970 rarely satisfied the purpose of the PAG and that -

d e usually not available for such studies.

f you submit an exiéting study, you must certify that the study meets all requlremenis of the

If you know of a study pertaining to any requirement in this Notice which does not meet the
 outli bove but does contain factual information regarding unreasonable adverse effects,
ust notify the Agency of such a study. Ifsuch study is in the Agency's files, you need only cite
it along with the notification. If not in the Agency's files, you must submit a summary and copies as

retaﬁifed by PR Notice 86-5.

Option 5. Upgrading a Study -- If a study has been classified as partialiy acceptable and

4deable, you may submit data to upgrade that study. The Agency will review the data submitted

d determine if the requirement is satisfied. If the Agency decides the requirement is not satisfied,

«.+ you may still be required to submit new data normally without any time extension. Deficient, but

... . upgradeable studies will normally be classified as supplemental. However, it is important to note that
- not all studies classified as supplemental are upgradeable. If you have questions regarding the

classification of a study or whether a study may be upgraded, call or write the contact person listed in

chment 1. If you submit data to upgrade an existing study you must satisfy or supply information -

rrect all deficiencies in the study identified by EPA. You must provide a clearly articulated
le of how the deficiencies have been remedied or corrected and why the study should be rated
ble to EPA.” Your submission must also specify the MRID number(s) of the study which

16 upgrade and must be in conformance with PR Notice 86-5.

submit additio ,
ed by the Agency as not ca able of being upgraded.

p 1ously submlttedtoupgradea
t heen reviewed by the Agency. You must provide the MRID number of the data
ell as the MRID number of the study being upgraded.

The criteria for submitting an existing study, as specified in Option 4 above, apply to all data
" submissions intended to upgrade studies. Additionally your submission of data intended to upgrade
di t be accompanied by 2 certification that you comply with each of those criteria as well as a
. certification regarding protocol compliance with Agency requirements. :

S



Option 6, Citing Existing Studies -- If you choose to cite a study that has been previously

. submitted to EPA, that study must have been previously classified by EPA as acceptable or it must be .
* a study which has not yet been reviewed by the Agency. Acceptable toxicology studies generally will
have been classified as "core-guideline” or "core minimum." For all other disciplines the -
classification would be "acceptable.” With respect to any studies for which you wish to select this
option you must provide the MRID number of the study you are citing and, if the study has been
reviewed by the Agency, you must provide the Agency's classification of the study. ’

If you are citing a study of w‘hich-vyou_are not the original data submitter, you must submit a
completed copy of EPA Form 8570-31, Certification with Respect to Data Compensation
Requirements. . - o S A

Regiétrants who select one of the above 6 options must meet all of the reQuirements described
in the instructions for completing the Data Call-In Response Form and the Requirements Status and
‘Registrant's Response Form, as appropriate. . o :

3

[[.D REQUESTS FOR DATA WAIVERS

. If yourequesta waiver for product specific data because you believe it is o
inappropriate, you must attach a complete justification for the request, including technical reasons,
data and references to relevant EPA regulations, guidelines or policies. (Note: any supplemental data

“must be submitted in the format required by PR Notice 86-5). This will be the only opportunity to
. state the reasons or provide information in support of your request. If the Agency approves your
* waiver request, you will not be required to supply the data pursuant to section 3(c)(2)(B) of FIFRA. If
the Agency denies your waiver request, you must choose an option for ‘meeting the data requirements
of this Notice within 30 days of thé receipt of the Agency's decision. You must indicate and submit
the option chosen on the Requirements Status and Registrant's Response Form. Product specific data”
requirements for product chemistry, acute toxicity and efficacy (where appropriate) are required for :
all products and the Agency would grant a waiver only under extraordinary circumstances. You
should also be aware that submitting a waiver request will not aufomatically extend the due date for
~ the study in question. ‘Waiver requests submitted without adequate supporting rationale will be
denied and the original due date will remain in force. = :

V. CONSEQUENCES OF FAILURE TO COMPLY WITH THISNOTICE ~ .~

_IV-ANQTICEOFINTENTTOSUSPEN]j‘ e

The Agency may issue a Notice of Intent to Suspend products subject to this Notice due to
failure by a registrant to comply with the requirements of this Data Call-In Notice, pursuant to FIFRA
" section 3(c)(2)(B). Events which may be the basis for issuance of a Notice of Intent to Suspend
include, but are not limited to, the following: ' S R

1. " Failure to respond as reduired By this Notice within 90 days of your receipt of this
Notice. : : . ' :

7. |




Failure to submit on the requrred schedule an’ acceptable proposed or final protocol
when such 1s requlred to be submltted to the Agency for review.

'Failure to submit on the requlred schedule an adequate progress report ona study as
requrred by th1 Notrce

Failure to subrmt on the requlred schedule acceptable data as requlred by this Notice.

. . Failure to take a required action or submit adequate information pertaining to any
optlon chosen to address the data requirements (e.g., any required action or
information pertaining to submission or citation of existing studies or offers,

~ arrangements, or arbitration on the sharing of costs or the formation of Task Forces,
failure to comply with the terms of an agreement or arbitration concerning joint data
d Iopm to fz 'Iure toc mply w1th any tern d a walver)

‘ Farlure to submlt supportable certlﬁcatlons asto the condltlons of submltted studles,”
tion I1I-C of this Notlce

- Wlthdrawal of an offer to share in the cost of developmg requlred data “

w Fallure of the reglstrant to whom you have tendered an offer to share 1n the ‘cost of ,
- +developing data and provided proof of the registrant's receipt of such offer or failure of
ra reglstrant on whom you rely for a genenc data exemptlon elther to

commltrnent to develop and submlt the ‘as”r‘eouireﬂd by this
~ Notice; or
| otherw1se take appropnate steps to meet the requlrements stated in this Notlce o
unless you commit to submlt and do submlt the required data i in the spec1fied
v time frame .
Failure to take any required or appropriate steps, not rnentioned above, at any time
owing the issuance of this Notice.

IV-B. BASIS FOR DETERMINATION THAT SUBMITTED STUDY IS
UNACCEPTABLE

" The Agency may ‘determine that a study (even if submltted w1th1n the requlred tlme) is
unacceptable and constitutes a basis for issuance of a Notice of Intent to Suspend. The grounds for ‘
suspension include, but are not limited to, failure to meet any of the followmg :




1. EPA requ1rements specified in the Data Call- In Notice or other documents incorporated by
reference (including, as applicable, EPA Pesticide Assessment Guidelines, Data Reporting
Guidelines, and GeneTox Health Effects Test Guidelines) regarding the design, conduct, and
repoiting of required studies.” Such requirements include, but are not limited to, those relatmg.
- to test material, test procedures; selection of species, number of animals, sex and distribution
of animals, dose-and effect levels to:be tested or attained, duration of test, and as apphcable
. Good Laboratory Pract1ces

2. EPA requlrements regardlng the submlssmn of protocols 1ncludmg the 1ncorporat1on of
any changes. requ1red by the Agency followmg review.
3. EPA requlrements regardmg the reportlng of data, 1nc1ud1ng the manner of reportlng, the
completeness of results, and the adequacy of any required supporting (or raw) data, including,
but not limited to, requirements referenced or included in this Notice or contained in PR 86- 5.
. All studies must be submitted in the form of a final report; a prehmmary report will not be
' cons1dered to fulfill the submission requlrernent

IvV-C EXISTING STOCKS OF SUSPENDED OR CANCELLED PRODUCTS

EPA has statutory authonty to permlt contlnued sale, dlstnbutlon and use of ex1st1ng stocks of
a pest1c1de product which has been suspended or cancelled 1f doing so would be con51stent with the
‘purposes of the Act. :

The Agency has determlned that such disposition by reglstrants of ex1st1ng stocks for a
suspended registration when a section 3(c)(2)(B) data request is outstanding would generally not be .
consistent with the Act's purposes. Accordingly, the Agency anticipates granting registrants
* permission to sell, distribute, or use existing stocks of suspended product(s) only in exceptional

circumstances. If you believe such disposition of existing stocks of your product(s) which may be
: suspended for failure to comply with this Notice should be permitted, you have the burden of clearly
demonstrating to EPA that granting such perrmssron ‘would be consistent with the Act. You must also
-explain why an "existing stocks" provision is necessary, including a statement of the quantity of
ekisting stocks and your estimate of the time required for their sale, distribution, and use. Unless you
meet this burden the Agency will not consider any request pertaining to the continued sale
' dlstnbutlon or use of your existing stocks after suspensmn

If you réquest a voluntary cancellation of your product(s) as a response to this Notice and your
product is in full comphance with all Agency requirements, you will have, under most circumstances, -
- one year from the date your 90 day response to this Notice is due, to sell, distribute, or use existing
stocks. Normally, the Agency will allow persons other than the registrant such as independent”
dlstnbutors retailers and end users to sell, distribute or use such existing stocks until the stocks are
exhausted. Any sale, distribution or use of stocks of voluntarily cancelled products containing.an
active mgred1ent for which the Agency has partlcular risk concerns will be determined on case-by-
case basis. :




. ... Requests for voluntary cancellation received after the 90 day response period required by this
Notice will not result in the Agency granting any additional time to sell, distribute, or use existing
ond a year from the date the 90 day response was due unless you demonstrate to the
gency that you are in full compliance with all Agency requirements, including the requirements of
F ample, if you decide to voluntarily cancel your registration six months before a 3
led to be submitted, all progress reports and other information necessary to ‘
have been conducting the study in an acceptable and good faith manner must have
the Agency, before EPA will consider granting an existing stocks provision.

SECTION V. REGISTRANTS' OBLIGATION TO REPORT POSSIBLE
UNREASONABLE ADVERSE EFFECTS |

egistrants are reminded that FIFRA section 6(a)(2) states that if at any time after a pesticide
egistered a registrant has additional factual information regarding unreasonable adverse effects on
nment by the pesticide, the registrant shall submit the information to the Agency.
istrants must notify the Agency of any factual information they have, from whatever source,
ding but not limited to interim or preliminary results of studies, regarding unreasonable adverse

ffects on man or the environment. This requirement continues as long as the products are registered
- by the Agency. h .

| SECTION VL. INQUIRIES AND RESPONSES TOTHISNOTICE

"+ “If you have any questions fegarding the requireménts and proéedur'es. established by this
“Notice, call the contact person(s) listed in Attachment 1, the Data Call-In Chemical Status Sheet.




4

- All responses to this Notice (other than voluntary cancellation requests and generic data -
exemption claims) must include a completed Data Call-In Response Form and a completed
Requirements Status and Registrant's Response Form (Attachment 2 and Attachment 3 for product
specific data) and any other documents required by this Notice, and should be submitted to the '
contact person(s) identified in Attachment 1. If the voluntary cancellation or generic data exemption .
option is chosen, only the Data Call-In Responsé Form need be submitted. : :

"~ The ‘Office of Compliance Monitoringr (OCM) of the Office of Pesticides and Toxic’_ ' .
_Substances (OPTS), EPA, will be monitoring the data being generated in response to this Notice. .

- 'Sincgrel'y yours,

Lois A:. Ross¥ Director -

Special Review and Az/ ‘

- Reregistration Division -

‘At‘téchments
© 1 - DataCall-In Chemical Status Sheet -
5 - Product-Specific Data Call-In Response Form
3 - - Requirements Status and Registrant's Response Form : : ‘
4 - EPA Batching of End-Use Products for Meeting Acute T oxicology Data Requirements

for Reregistration ‘
- List of Registrants Receiving This Notice

" Cost Share and Data Compensation Forms and the Confidential Statement of Formula
Form S

W
]

75




 DEET DATA CALL-IN CHEMICAL STATUS SHEET

.. INTRODUCTION

‘ou have been sent this Product Specific Data Call-In Notice because you have product(s)

s Product Specific Data Call-In Chemical Status Sheet, contains an overview of data require
this notice, and point of contact for inquiries pertaining to the reregistration of DEET. This
is to be used in conjunction with (1) the Product Specific Data Call-In Notice, (2) the
In Response Form (Attachment 2), (3) the Requirements Status and
ttachment 3), (4) EPA's Grouping of End-Use Products for Meeting Acute
 Data Requirement (Attachment 4), (5) the EPA Acceptance Criteria (Attachment 5), (6) a
ceiving this DCI (Attachment 6) and (7) the Cost Share and Data Compensation
to this DEET Product Specific Data Call-In (Attachment 7). Instructions and

'DATA REQUIRED BY THIS NOTICE

data requirements needed to complete the database for DEET are contained in

Registrant's Response, Attachment 3. The Agency has concluded that

ded for specific products. These data are required to be submitted to

the Agency within the time frame listed. These data are needed to fully complete the reregistration of ™ -

ible DEET products.

: .If you have any questions regarding this product specific data requirements and procedures
established by this Notice, please contact at (703) . . ‘

Al m‘resgqme‘s‘ to ﬂus Notlce ff)}f thé Product Sﬁeciﬁc data requireme}its should be submitted‘to:“ ‘

- Chemical Review Manager Team 81
Product Reregistration Branch ,
Special Review and Reregistration Branch 7508W
2+ Office of Pesticide Programs : ‘
U.S. Environmental Protection Agency
Washington, D.C. 20460




INSTRUCTIONS FOR COMPLETING THE DATA CALL-IN RESPONSE F ORM FOR

- Item 1 -4,

Item 5.

Ttem 6.

. Item 7a. .

Item 7b

PRODUCT SPECIFIC DATA.

Already completed by . EPA

k‘.If you wish to voluntarlly cancel your product answer 'yes." If you choose this option,

you will not have to provide the data required by the Data Call-In Notice and you will ..

" nothaveto complete any other forms. Further sale and distribution of your product after

the effective date of cancellation must be in accordance . with. the Existing Stocks
provrsron of the Data Call—In Notrce (Sectlon IV-C)

Not apphcable since this form calls in product specrﬁc data only However 1f your -
product is identical to another product and you qualify for a data exemption, you must
respond ‘with "yes" to Item 7a (MUP) or 7B (EUP) on this form, provide the EPA

: registration numbers of your source(s); you would not complete the "Requirements

Status and Registrant's Response” form. Examples of such products include repackaged
products and Special Local Needs (Sectlon 24c¢) products Wthh are identical to

. federally. reg1stered products

‘For each manufacturmg use product (MUP) for which you wish to maintain

registration, you must agree to satisfy the data requirements by responding "yes."

' For each end use product (EUP) for which you wish to maintain registration, you must

agree to satisfy the data requireménts by responding "yes." If you are requesting a data
waiver, answer "yes" here; in addition, on the "Requirements Status and Registrant's
Response form under Item 9, you must respond with Option 7 (Waiver Request) for .
each study for which you are requestlng a walver See Item 6 with regard to 1dentrcal

B products and data exemptrons

Items 8- 11. Self- explanatory

. NOTE:

You may prov1de additional lnformatlon that does not ﬁt on this form ina srgned letter
that accompanies this form. For example, you may wish to report that your product has
already been transferred to another company or that you have already voluntarily
canceled this product. For these cases, please supply all relevant details so that EPA can

ensure that its records are correct

'
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‘ ‘; jl INSTRUCTIONS FOR COMPLETING THE REQUIREMENTS STATUS AND
.- REGISTRANT'S RESPONSE FORM FOR PRODUCT SPECIFIC DATA

Ttemn 1-3 Completed by EPA. Note the unique 1dent1fier number a551gned by EPA in Item .‘
3. This number must be used in the transmlttal‘ document for any data
submissions in response to this Data Call-In Notlce

Item 4. The guideline reference numbers of studies required to support the product's
continued registration are identified. These guidelines, in additionto the requlrements
specified in the Notice, govern the conduct of the required studies. Note that series
61 and 62 in product chemrstry are now listed under 40 CFR 158.155 through

- 158. 180, Subpart C.

e study title associated w1th the gmdelme refere ce numbe‘r‘insﬂ identitted |

| The use pattern(s) of the pest1c1de assoc1ated Wlth the product spe01ﬁc reqmrements :

"“* is (are) identified. For most product specific data requirements, all use patterns are

. ...covered by the data requirements. In the case of efficacy data, the required studies
o nly pertam to products which have the use sites and/or pests mdlcated

Jtem7.  The substance to be tested is 1dent1ﬁed by EPA For product spec1ﬁc data the
e e product as formulated for sale and dlstnbutlon is the test substance, except in rare

nents pertammg to the conditions for submittal of this study as outlined in the
- Data Call—In Notice. By the specified due date, I w111 also subrmt (1) a completed

- Statement of Formula (EPA Form 8570 4)

2. I have entered into an agreement wﬂh one or more reglstrants to develop data Jomtly |
.. (Cost Sharing). Iam subrmttlng a copy of this agreement. I understand tha
opt1on is available only for acute toxicity or certain efficacy data and only if EPA

~ indicatesinan a chment to this Notice that my product is snmlar enough to another




product to quahfy for this option. 1 certify that another party in the agreement is
' committing to submit or provide the required data; if the required study is not
' submitted on time, my product may be subject to suspension. By the specified due
date, I will also submit: (1) a completed "Certification With Respect To Data
- Compensation Requirements" form (EPA Form 8570-29) and (2) two completed

" and signed copies of the Confidential Statement of Formula (EPA Form 8570-4).

I have made offers to share in the cost to develop data (Offers to Cost Share). I -
understand that this option is available only for acute toxicity or certain efficacy data
and only if EPA indicates in an attachment to this Data Call-In Notice that my

“product is similar enough to another product to qualify for this option. I am o

submitting evidence that I have made an offer to another registrant (who has an
obligation to submit data) to share in the cost of that data. I am also submitting a
~ completed "Certification of Offer to Cost Share in the Development Data" form.
I am including a copy.of my offer and proof of the other registrant's receipt of that
offer. 1 am identifying the party which is committing to submit or provide the
required data; if the required study is not submitted on time, my product may be
subject to suspension. I understand that other terms under Option 3 in the Data Call- -
In Notice (Section III-C.1.) apply as well. By the specified due date, I will also
submit: (1) a completed "Certification With Respect To Data Compensation
- Requirements" form (EPA Form 8570-29) and (2) two completed and 51gned
coples of the Conﬁdentlal Statement of Formula (EPA Form 8570-4) '

’ By the spe01ﬁed due date, I will subrmt an emstmg study that has not been subm1tted
" previously to the Agency by anyone (Submitting an Existing Study).. I certify that
this study will meet all the requirements for submittal of existing data outlined in-

- Option 4 in the Data Call-In Notice (Section III-C.1.) and will meet the attached

acceptance criteria (for acute toxicity and product chemistry data) I will attach the
" needed supporting information along with this response. I also certify that I have
determined that this study will fill the data requirement for which I have indicated this-
choice. By the specified due date, I will also submit a completed "Certification
With Respect To Data Compensation Requlrements" form (EPA Form 8570-29)
to show what data compensation option I have chosen. By the specified due date, I
will also submit: (1), a completed "Certification With Respect To Data
'Compensation Requirements" form (EPA Form 8570-29) and (2) two completed
and signed copies of the Confidential Statement of Formula (EPA Form 8570-4).

By the specified due date, I will submit or cite data to upgrade a study, classified by
the Agency as partially acceptable and upgradable (Upgrading a Study). I will
submit evidence of the Agency's review indicating that the study may be upgraded’
and what information is required to do so. I will provide the MRID or Accession
number of the study at the due date. I understand that the conditions for this option
. outlined Option 5 in the Data Call-In Notlpe (Section III-C.1.) apply. By the specified
‘due date, I will also submit: (1)a completed ""Certification With Respect To Data

-8l




ompensation Requirements" form (EPA Form 8570-29) and (2) two completed

- and 51gned coples ofthe Confidentlal Statement of Formula (EPA Form 8570 -4).

ilable only for acute: toxicity or certain efﬁcacy data
and only if the cited study was conducted on my product, an identical product or a
product which EPA has "grouped” with one or more other products for purposes of

- depending on the same data. I may also choose this option if I am citing my own

data. In either case, I will provide the MRID or Accessnon number(s) for the cited
data on a "Product Specific Data Report” form or in a similar format. By the

. specified due date, I will also submit: (1) a completed " Certification With Respect -
To Data Compensation Reqmrements" form (EPA Form 8570-29) and (2) two

completed and signed copies of the Confidential Statement of Formula (EPA
Form 8570-4).

I request a waiver for this study because it is 1nappropr1ate for my product (Waiver
Request). I am attaching a complete justification for this request, including technical
reasons, data and references to relevant EPA regulations, guidelines or policies.

[Note: any supplemental data must be submitted in the format required by P.R. Notice
86-5]. I understand that this is my only opportunity to state the reasons or provide
information in support of my request. If the Agency approves my waiver request, I

" will not be required to supply the data pursuant to Section 3(c)(2)(B) of FIFRA. If

the Agency denies my waiver request, I must choose a method of meeting the data ( |
requirements of this Notice by the due date stated by this Notice. In this case, I must,
within 30 days of my receipt of the Agency's written decision, submit a revised

.. "Requirements Status and Registrant's Response” Form indicating the option chosen.

-1 also understand that the deadline for submission of data as specified by the original o

- " data call-in will ng ange. By the spec1ﬁed due date, I will also submit: (1)

- acompleted cation With Respect To Data Compensation Requirements"

.. . form (EPA Form 8570-29) and (2) two completed and signed copies of the
: Conﬁdentlal Statement of Formula (EPA Form 8570-4)

Items 10 13 SeIf-explanatory

L NOTE:

You may prov1de additional lnformatlon that does not fit on thlS form in a 51gned

= - letter that accompanies this form. For example you may wish to report that your
.. product has already been transferred to another company or that you have already

voluntarily canceled this product. For these cases, please supply all relevant details

2:. SO that EPA can ensure that its records are correct
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 EPA'S BATCHING OF DIETHYLTOLUAMIDE (DEET) PRODUCTS FOR MEETING ACUTE
. TOXICITY DATA REQUIREMENTS FOR REREGISTRATION

‘In an effort to reduce the tnne resources and number of ammals needed to ﬁllﬁll the acute
toxicity data requirements for reregistration of products containing DEET as the active 1ngred1ent
the Agency has batched products which can be considered similar for purposes of acute toxicity.
" _Factors considered in the sorting process include each product's active and inert ingredients (1dent1ty,
percent composition and biological activity), type of formulation (e.g., emulsifiable concentrate,
aerosol, wettable powder, granular, etc.), and labeling (e.g., signal word, use classification,
precautionary labeling, etc.). Note that the Agency is not describing batched products as
“substantially similar" since some products within a batch may not be con51dered chemically similar -
or have 1dentxca1 use patterns

Usmg available information, batchmg has been accomphshed by the process descnbed in the
‘ding paragraph. Notwith-standing the batching process, the Agency reserves the rightto requlre ‘
- atany time, acute toxicity data for an individual product should the need arise. ‘

"~ Registrants of products w1thm a batch may choose to cooperatlvely generate submlt or cite
_ asingle battery of six acute toxmologmal studies to represent all the products within that batch. It is
the registrants' option to participate in the process with all other registrants, only some of the other
registrants, or only their own products within a batch, or to generate all the required acute “
toxicological studies for each of their own products. If a registrant chooses to generate the data for
a batch, he/she must use one of the products within the batch as the test material. If a registrant
chooses to rely upon previously submitted acute toxicity data, he/she may do so provided that the
data base is complete and valid by today's standards (see acceptance criteria attached), the
formulation tested is considered by EPA to be similar for acute toxicity, and the formulauon hasnot
_been sxgmﬁcantly altered since submission and acceptance of the acute toxicity data. Regardless of =
‘whether new data is generated or existing dafa is referenced, registrants must clearly identify the test
by EPA Registration Number. If more than one confidential statement of formula (CSF)
ant must indicate the formulatio ally tested by 1dent1fy

nNotlce and its attachments appended to the RED. The DCI Notice T
o‘response forrns wh1ch are to be compteted and subrmtted to the Agency w1thln 90 daysw

or depend on someone else to do so. If aregistrant supplies the data to support a batch of prodiicts,
he/she must select one of the following options: Developing Data (Option 1), Submitting an Existing
Study (Option 4), Upgradmg an Existing Study (Option 5) or Citing an Existing Study (Option 6).
" .Ifaregistrant depends on another's data, he/she must choose among: Cost Sharing (Option 2), Offers
0 Cost Share (Option 3) or C1t1ng an Emstmg Study (Optlon 6). If a reglstrant does not want to
Dpti ,a reglstrant should kno




choosmg not to participate in a batch does not preclude other registrants in the batch from c1t1ng
his/her studles and offering to cost share (Optlon 3) those studies.

Two hundred and thirty nine products were found Whlch contain DEET as the active '
ingredient. The products have been placed into twenty-six batches and a "no batch"(category in
accordance with the active and inert ingredients, type of formulation and current labeling. Table 1
identifies the' batched products. Table 2 lists the products which have been placed in the "no batch"
category. Products which have previous acute data reviews on file with the Agency have been
identified with an asterisk. The studies addressed in these reviews, however, may or may not be
' acceptable under current acceptance criteria. The. followmg explains how acceptable data may be
brldged to support products between batches and sub batches: '

" Batch lB -Can rely on batch 1A data except for eye 1rr1tat1on Need separate eye study for each
product in 1B. '

‘Batch 1C -Can rely on batch 1A data.
Batch 1D -Can rely on category 3/4 batch 1A data

Batch 1E -Can rely on batch 1A data except for eye.irritation. Need separate eye study for each'
' product in lE . :

"~ Batch 1F -Can rely on batch 1A data H
" Batch 1G -Can rely on category: 3/4 batch 1A data.

Batch 2B -Can rely on data from batch 2A except for eye nntatron Need separate eye study for each L
productin 2B. '

Batch 2C -Can rely on data from batch 2A.

~ Batch 3B -Can rely on data from batch 3A except for eye irritation. Need separate eye study for each
- product i in 3B. ' .

..Batch 4B -Can rely on category 3/4 data from batch 4A

Batch 4C -Can rely on data ﬁom batch 4A except for eye irritation. Need separate eye study for each
product in 4C. : :

Bafch 5B -Can rely on category 3/4 data from batch 5A except for eye 1rr1tat10n Need separate eye'
. study for each product :

[

Batch 6B -Can rely on data from batch 6A except for eye irritation. Need separate eye study for each
product. . .

" 89




Batch 7B -Can rely on data from batch 7A except for eye irritation. Need separate eye study for éach

‘Batch 7C -Can rely on data from batch 7A except for acute derrual toxicity

Batch I1B-Can rely on category 3/4 data from batch 11A.
- -Batch 15B-Can rely on category 3/4 data from batch 15A

5 Batch 16B‘ Can relyon category 3/4 data from batch 16A

Batch 18B-Can rely on data from batch 18A except for eye 1rr1tat10n Need separate eye study for "
~.each product in 18B

‘Batch 20

each product in 21B

~ Batch 22B-Can rely on data from batch 2A except for eye 1rr1tat10n Need separate eye study for -
h product i 22B

Batch 22C—Can rely on data supporting batch 22A.

ch22D-Can rely on ca category 3/4 data from batch 22A except for eyeh studies. Need separate eye
dies ‘for each product in 22D

Batch 23~ Needs separate eye 1rr1tat10n stud for each ro

~ Batch 24A-Needs separate eye 1rr1tat1on study for each product

- tCh 24B C : ‘rely on category 3/4 data ﬁ'orn batch 24A except or eye 1rr1tat10n Need separate |
. eye study for each product

' Batch 25 -Can rely on category 3/4 data ﬁom batch 22A except for eye irritation. Need separate eye
‘ tudy for each product .

Batch 26B-Can rely on data from batch 26A except for eye irritation. Need separate eye study for'
éa “‘h product . _




Batch 26C- Can rely on category 3/4 data from batch 26A except for eye 1rr1tat10n Need separate
eye study for each product. . v ' : A .

Batch 26D-Can rely on. category 3/4 data from batch 26A except for eye irritation. Need separate
eye study for each product

Table 1 . .
Batch ' EPAReg.No. = - | % Active Ingredient Formulation Type ‘
T 12117 . ‘ 95.0 . - Liquid '
12125 . 950 . . . Liquid
305-30 - 95.0 o Liquid-
1021-891 , T 950 - 0 . Liquid-
2217-779 ‘ 95.0 ‘ Liquid
309527 . f 95.0 — Liquid
4822215 - 950  Liquid
4822216 945 : Liquid
4822-276 4 0 950 o . Liquid,
*6148-8 o950 "~ Liquid
7754-36 S 950 Liquid
8340-39 950 - . ] Liquid
10807-160 S 950 B  Liquid
11715-185 - - ; 95.0 ] Liquid
: : 3479732 .. 950 : " Liquid
1A 418782 S 95.0 o Liquid
46075-1 o 95.0 .| Liquid
48139-5 . . ' . 950 ' : Liquid
50830-1 N 95.0 : - Liquid
- 51147-1 o 950 = ~ Liquid
53356-3 © 950 o . Liqud
54287-2 ‘ . 950 , © -+ Liquid
56575-7 . 950 ' Liquid
62424-1 ' 95.0 '~ Liquid -
© 62446-1 950 . ' Liquid
65636-58 - : © 950 L . Liquid
67405-2 95.0 ‘ ' - Liquid
67867-1 , 95.0 - - Liquid
63688200 - | 950 . , Liquid -
69421-28 . | . - 950 ) " Liquid
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EPA Reg. No.

% Active Ingredient

Formulation Type

11715-22 71.25 Aerosol
28293-101 71.25 Aerosol

48139-4

76.0

Aerosol

% Active Ingredient

Formulation Type

EPA Reg. No.
8668-3 78.0 Towelette -
67200-3 9.5 Wristband -
1C 67200-4 9-9.5 Tablecloth
69152-1 10.0 Wristband
69152-2 10.0 Tablecloth
Batch EPA Reg. No. % Active Iligredient Formulation Type

3282-55

42.75

EPA Reg. No.

71.25 -

% Active Ingredient Formulation Type
4822-174 14.25 Aerosol -
Batch EPA Reg. No. % Active Ingredient Formulation Type
IF 8668-3 78.0 Towelette
Batch EPA Reg. No. % Active Ingredient Formulation Type - -
IG 54287-5 30.0 Liquid
Batch EPA Reg. No. % Active Ingrédient Formulation Type
305-29 55.0 Towelettes
901-37 71.25 Liquid
4822-217 71.25 Liquid
*4822-244 71.27 Liquid
i 2A 28293-114 71.25 Liquid
- 39494-1 71.0 Liquid
46075-2 71.25 Liquid
53356-2 71.25 Liquid
66733-5 71.25 Liquid
Batch EPA Reg. No. % Active Ingredient Formulation Type
2B 4822-241

Aerosol




EPA Reg. No. E

% Active Ingredient

4822397

Batch Formulation Type
2C 30529 . i 5235 - Towelette
Batch ' EPA Reg. No. % Active Ingredient Formulation Type
4822-7 415 Liquid
:4822-242 38.0 Liquid -
34, 4822-243 475 Liquid
19713-314 50.0 * Liquid
56575-10 415 Liquid
Ba'tch EPA Reg. No. % Active Ingredieht ,Form'ulatvioh Type
¥305-32 38.0 Aerosol
305-33 5225 Aerosol |
305-46 38.0 Aerosol
3B 4822239 38.0 Aerosol
4822240 475 . Aerosol -
4822-398 - 38.0 Aerosol
6148-10 380 Aerosol
Batch .EPA Reg. No. % Active Ingredient Formulation Type
_ . *4822-253 0 33.25 Liquid -
“ *4822-254 28.5 Liquid -
[ co o .
Batch "EPA Reg. No. Y Active Ingredient . " Formulation Type
4B *4822-258 ) 123.75 ‘Towelette
Batéh _EPA Reg. No. % Active Ingrédient " Formulation Type
' *121-45 28.5 ‘ ‘ Aerosol
121-46 28.5 Aerosol
121-67 285 * Aerosol
, 305-49 290 Aerosol
\ 4C - 305-52 27.0. . Aerosol
4758-81 28.5 ~ Aerosol
| 4822-197 33.25 “ Aerosol |
*4822-204 28.5 Aerosol
28.5

Aerosoi
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EPA Reg. No.

*4822-205

% Active Ingredient

1556-114

i

305-50

. 'Aerdsol .

305-51

__Aerosol

4822-10

| ‘TAerosol ‘

*4822-51

4822-119

Aerosol

4822-167

‘ Aerosol

4822-380

4822-401

Aerosol

% Agtivé Ingredient

665

Fox"m‘u,latiqn Type ‘ ,

Liquid

6.65,

Liquid

Liquid

. Liquid

EPA Reg. No.

Formulation Type. '

*121-50

Aerosol |

.. 121251

Aerosol

4822-366

Aerosol

Formulation Type




Batch - EPA Reg. No. ; %AA'ctive ingfe@iigﬁt ‘ 'f‘o‘rmulatioﬁ ’i‘ypé
E 12162 . | 9.5 . Aerosol
o 12163 ‘ 95, | Aerosol
: .. 121-64 ; 79.5 Aecrosol i
121-65 ; .95 " Aerosol k
: Batch ' EPA Reg". No. % Actiife Ingr‘edié'nt' Eorinul:;t{on Type
- Fo 121452 .95 Liquid
e 12153 | 95 '? piqgid
. v . 121-55 L .95 Liquid
! 121-72 9.5 . Liquid
. Batch : EPA Reg. No. ! © 9% Active Ingredient a Foi'mulatiqn Type: ..
L 1 498-122 | 1425, ; Aerosol
g . *498-154 | ;1425 1 ~ Aerosol i
Batch '\ EPA Reg. Nq.-' % Ac'tiveclngfédient . ) Fprmuiation Type
| L 12129 ’ 2185 | Liquid' |
12134 2185 " Liquid
9 . 4822-160 ! 1710 Liquid -
; - *4822-206 ; 23.75 '~ Liquid
| 482309 | 23.75 . Liquid
Batch - , , EPA Reg. No. % Active Ingredient . Formulation Type
| | 12160 I 7.125 Liquid ’
| | 12161 i 7.125  Liquid
*4822-362 7.125 " Liquid
10 4823373 | 7125 Liquid
| I ag-414 : 4.5 : Liquid
! 4822-416 475 " Liquid :
4822424 7125 . Liquid |
. Batch _ EPA Reg. No. % Active Ingredient,"‘ Foi;ﬁqlation Type
, 121-66- , 285 * Aerosol
oA 121-68 | 21.85 Aerosol
o 121-69 2185 ~ Aerosol |
| 1B 121-77 6.65 - Aerosol
o5
: ‘




EPA Reg. N
69298-1

% Active Ingrediehf

692082

2375

__ Formulation Type

68298-3

1083

EPA Reg. No.

% Active IngrédjenF “

121-18

3135

Formulation Type
Solid

121-20

3135

121-59

28.5

Solid

Solid

 EPAReg.No.

“ % Active Ihgfedient

- *66306-1

19.00

N ‘Fd‘r‘mul‘ati(‘m Txpé‘ )

Liquid

66306-3

19.00

66306-5

"9.50

Liquid
Liquid

66306-4

19.00

.. EPA Reg. No.

% Active Ingredient

| Formulatioh Type

305-41

95

Liquid

305-43

.. 30544 ]

1900

19.00

% Actlvelngredlent

795

95 T

Liquid |
 Liquid

*64583-1

9.5

s

Liquid ‘

'EPA Reg. No.

% Active "I;ngre!di‘ex(lt‘

L2116

DEET 3325
N-octyl 1.0

.. Di-N-propyl 1.0

* Formulation Type

' Ligud T

" "N-octyl 1.0
. Di-N-propyl 1.0

. Liquid

EPA Reg. No

% Active Ingredient

*12130 ..

C*121-32

Formulation Type

121-57

c2ss




- . ,l\
' Batch ’ ~ EPA Reg. No. % Active Ingredient Formulaﬁoh Type' ‘
. 58007-1 g 3150  Liquid-
_ , 58001-4. IS 284 Liquid k
‘Batch | EPA Reg. No. ( % Active ingredient : Formulation Type
| T DEET 17.1 _ | o
12127 N-octyl 1.0 . © Liquid
s ’ Di-N-propyl 1.0 R
o18A i idic coline
! | o " DEET 17.1 .
f *121-41 N-octyl 1.0 Liquid
i T |~ Di-N-propyl .1.0 L
* Batch =’ EPA Reg. No. | % Active Ingredient ' Formulation Type ,
o S "DEET 17.1 . BRI
18B 121-15 "~ N-octyl '1.0 Aerosol ;
5 N Di-N-Propyl 1.0
- " DEET 171 S
P 121-21 |+ N-octyl 1.0 Aerosol
o - Di-N-propyl 1.0° )
Batch ‘i EPA Reg. No. % Active Ingrediént 3 Fbrm'uiatibn Type
19A 2596-114 | Esfenvalerate .11 ~ DEET 100" | ~ Aerosol
- 2596-115 "\ Esfenvalerate .11 - DEET 10,0 Aerosol
198 2596-120 Esfenvalerate 0.025 DEET.. 3.99 Aerosol
i 2596-121 Esfen.va‘lerate‘ 0.025 DEET , 3.99 Aerosol -,
Btch ' EPA Rég, No. o "% Active Ingredient - Formulétion T'ype
R . DEET 6650 S
1021-567 | N-octyl 20.00 ) -~ Liquid -
N . .Di-N-propyl .10.00 ‘
o * DEET ~ 86.00
'1021-1276 L N-octyl 8.00 Liquid
- | Di-N-propyl 6.00 ' .
20A propy . ,
‘ c DEET . 73.07 |
: 1021-1290_ N-octyl - 15.38 Liquid :
. . ~Di-N-propyl 7.70 o

_1021-1312 ¢

DEET ' 76.00 -
" N-octyl 12.00

] Liquid

Di-N-propyl 8.00

Batch EPA Reé. No. ) lfA{A:ctive Ingredient Fbrrﬁulation Typé
. : DEET  84.45 L
! 20B 1021-737 Neoctyl 1111 . quulq _ ‘

97




o DEET 36.53
. N-octyl 7.69

Formulation Type '\

w + Di-N-propyl 3.85

 Liquid

% Active Ingredient N |

U DEET  26.60
N-octyl 8.00
... Di-N-propyl 4.00

Formulation Type

‘ , Aerosol

DEET 26.60
octyl 8.00

Di-N-propyl 4.00

% Active Ingredient

'Formulation Type

* DEET._ 16.62

Di-N-propyl 2.50

Liquid

769-606 ‘j } ‘N-octyl 5.00

..DEET" 1662

Liquid

Liquid

‘p opyl 2. 50

DEET 16,62

N-octyl 5.00

" Di-N-propyl 2.50




.99

, Batch  EPA Reg. No. : % Active Ingredient - . Formufation Typeé
S DEET  16.625 | R
| . 67405:1 N-octyl  5.000 Liquid
- o o ; " Di-N-propyl - 2.500 '
22A f P Py ' .
. S : DEET ' 16.62 3 - )
- 68688-42 : N-octyl .5.00 Liquid - :
| Di-N-propyl 2.50° ST g
Batch - " EPA Rég. No. % Active Ingredient ; Formulation Type -
L S _DEET  9.975 S -
! " 7405-60 N-octyl . 3.000 - ~ Aerosol
I R Di-N-propyl 1.500 ! ‘ g
X r ' co . DEET. 665 ,
| 22B- ' 7754-40 . N-octyl 2.00 ~ Aerosol
| | L r Di-N-propyl 1.00
| : = - :
) | o s DEET  13.66 o
! © 11715-86 - N-octyl 3.84 ‘ Aerosol
i AR o ‘Di-N-propyl 0.96 - ' ’
! 7Batc!_1 EPA Reg. No. .. ! ' ‘ %;A'ctive Ingredient : E § 'Form'ulatio'n Type
\ I - DEET 1543 o
22C 11715242 . ; ~ N-octyl 4.34 Towelette 5
' I - Di-N-propyl 1.08 ' l
Batch { _EPA Reg. No. ‘ : %_Ac‘:tivé‘lng_redient' Formulation Type
o - . DEET 6.65 . S
22D 9444-26 - . .- N-octyl 2.00 " Aerosol
L L : ; Di-N-propyl 1.00
Batch EPA Reg. No. " % Active Ingredient Fofmulatiox’n_ Type -
SR  DEET 665 | o
69421-55 .. N-octyl 2.00 | . Aerosol
. | o Di-N-propyl 1.00 .
. 'DEET  6.65 :
23 | 1080729 " Neoctyl 2.00 . | Aerosol
S . Di-N-propyl 1.00 ;
; o ! ' DEET 9975 o
P . 10900-74 ' . N-octyl 3.060 = , Aerosol |
| o . Di-N-propyl 1.500 ‘ -




% Active Ingredient ______ Formulation Type _

_ Aerosol

" Aerosol

___Formulation Type

Aerosol

. .Aerosol

(R
Aeroso

- Di-N-propyl 2.50
" DEET 2375

. Di-N-propyl  2.50"

et wwwan 4 DEET 2375 Lo o
10900-72 . N-octyl 5.00 o o Aerosol
‘ Di-N-propyl 2.50

- 11715-85 .. N-octyl 7.67 . Aerosol

: . Di-N-propyl 1.92

‘ “ { "DEET 27.32 b -

. 13283-12 . N-octyl 7.67 o : Aerosol
o Di-N-propyl 1.92 |

. ~DEET 23.75 . o }

34702-5 - N-o ) o : Aerosol

" Aerosol




. Batch ‘¢  EPA Reg. No. L % Active Ingredient B Formulation Type |
. .. { DEET 2375 : -
. -56058-6 - i N-octyl 5.00 , : Aerosol ;
A ! _'Di-N-propyl 2.50 | : E
i 24B : Eropy ] i —
g S | DEET 2375 | ]
] i 58284-20 _N-octyl. 5.00 Aerosol g
L ) ~ ‘Di-N-propyl ~ 2.50 !
_Batch EPA Reg. No. - % Active Ingredient Formulatiqn Type
E N " DEET 438 N
) - 1685-72 - N-octyl 1.30 _-Aerosol -
55 Lo ‘ - Di-N-propyl 0.65 !
B - j DEET 80 o
a $2915-47- N-octyl 0.54 Aerosol
: Di-N-propyl 0.54 '

‘Batch EPA Reg. No. | % Active Ingredient Formulation Type

- 26A° 48139-6 DEET 28.5. .. Liquid
B 1 P \ A : - )

Batch EPA Reg. No. ' - % Active Ingredient ‘ ,Fbrmulation T‘ypeA '
i 30531 ~ 'DEET. 3325 . . Aerosol
i - 6148-9 ‘DEET  25.0  Aerosol l

Batch "EPA Reg. N‘o.i o % Active Ingredieht ; ‘F(‘)‘rm'ulatrion vapeA

26C 1270-107 = | .  DEET 150 Aerosol
| Batch EPA Reg. No. % Active Ingredient Formulation Type ol
| 26D 478-40 i DEET 150 Aerosol

- The followmg table l1sts products that were elther con81dered not to be similar or the Agency

lacked sufficient information for decision making and were not placed in any batch. The registrants

of these products are responsible for meeting the acute toxicity data requirements sepa.{rater.

Table2 (No Batch) i

EPA Reg. No. ' % AptiVe Ingredient ; Formulatwn Type
121-74 | DEET 95 . |- Liqud |-
305-28 DEET. 5225 D Liqud .
' DEET 1662 o }
498-41. . N-octyl ~5.00 | ~ Aerosol
: D1—N-propyl 2.50 ' ' ’ : ‘
101




498-175 N-octyl . ;
‘ Di-N-propyl S ‘1

Liquid

Liquid '

+ Aerosol !

Aerosol |,

...Aerosol

10806-34

. Aerosol

|
o

Aerosol i

Liquid =~

" Aerosol

Aerosol

54287-6

TR T

Aerosol

‘ DEET
.. 61553-1 N-octyl -

Liquid

o Di-N—propyl N
663065  DEET Liquid

66306-7 DEET Liquid

]
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Cost Share, Data Compensatmn Forms, Conﬁdentlal Statement of Formula Form and
Instructions

wla (CSF) Form 8570-4 must be used. Two legible, signe
- copies of the form are reqmred Followmg are ba51c 1nstruct10ns ‘

1 the blocks on the form must be ﬁlled n and an wered completely

If any block is not apphcable mark 1t N/A

The CSF must be signed, dated and the telephone number of the respons1ble party .
must be provided.

All apphcable information wh1ch is on the product spe01fic data submission must
~ also be reported on the CSF.

All weights reported under item 7 must be in pounds per gallon for l1qu1ds and
pounds per cubic feet for solids.

Flashpoint must be in degrees Fahrenheit and ﬂarne extension in inches.

— For all active ingredients, the EPA Reglstratlon ‘Numbers for the currently reg1stered
- source products must be reported under column 12.

-In no case will volumes be accepted Do not m1x English and metric system units
(., pound d kllograms)

All the 1tems under column 13 b must total 100 percent .

o :‘All 1tems under columns 14 a and 14 b for the actlve 1ngred1ents must represent
. pure active form.

. The upper and lower certified limits for al'-] active and inert ingredients must follow
the 40 CFR 158.175 instructions. An explanation must be provided if the proposed ‘
» -+ limits are different than standard cernﬁed limits.

When‘new CSFs are ‘submltted and approved all prev1ously subm1tted CSFs become
-+ Obsolete for that specific formulation.
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&’E‘; %,
Umted States Envnronmentai Protectlon Agency

£ M% ~ Washington, D.C. 20460
S Sl Certification of Offer to Cost |

ot Share in the Development of Data

Form Approved
- OMB No. 2070-0106,
2070-0057
Approval Expires
3-31-99

Management and Budget Paperwork Reductlon Project (2070-01 06), Washmgton, DC 20503.

Please fill in blanks below

-Public reporting burden for this collection of information is estimated to average 15 mlnutes per response, including
time for reviewing instructions, searching existing data sources, gathering and maintaining the data needed, and
completing and reviewing the collection of information. Send comments regarding the burden estimate or any other
aspect of this collection of information, including suggestions for reducing this burden to, Chief Information Policy
Branch, PM-233, U.S. Environmental Protection Agency, 401 M St., S.W.,-Washington, DC 20460; and to the Office of

Company Name

Company Number .

Product Name

EPA Reg. No.

[ Certify that: -

data

date(s):

My eompany is willing to develop and submit the data r‘equired by EPA under the a'dthority of the Federal
Insectlmde, Fungicide and Rodenticide Act (FIFRA), if necessary. However my company would prefer to’
enterinto an agreement wrth one or more reglstrants to develop jomtly or share in the cost of developing

——

My firm has offered in wrltmg to enter mto such an agreement That offer was |rrevocable and included an
an offer to be bound by arbitration decision under section 3(c)(2)(B)(iii) of FIFRA if final agreement.on all .
terms could not be reached otherwrse Thls offer was made to the foliowmg firms on the following

Name of Flrm(s)

Date of Offer

Certification:

misleading statement may be punishable by fine or imprisonment or both under applicable law.

I certify that I am duly authorized to represent the company named above, and that the statements that | have made on
this form and all attachments therein are true, accurate, and complete. | acknowledge that any knowingly false or

Slgnature of Company’s Authorized Representative

‘| Date

Name and Title (Please Type or Print)

EPAV Form.8570-32 (5/91) Repla.pes EPA form 8580 whichis obselete
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Form Approved OMB No. 2070-0060

= UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
Doy o . 401MStreet, SW. .
" - —_— WASHINGTON, D.C. 20460

%4m¢:‘

Paperwork Reduction Act Notice: The public reporting burden for this: collection of information is estimated to average 1.25 hours per response for
registration.and 0.25 hours per response for reregistration and special review activities, including time for reading the instructions and completing the
necessary forms. Send comments regarding burden estimate or any other aspect of this collection of information, including suggestions for reducing the
burden to: Director, OPPE Information Management Division (2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 20460.
Do not send the completed form to this address. . o ‘ ' : . . )

Certification with Respect to Citafion of Dafa

Applicaﬁt's/Registrant‘s Name, Address’fand Telephone Number ) ‘ : EPA Regisﬁration Number/File Symbol
Active Ingredient(s) and/or representative test compound(s) - ‘ Date
General Use Péttern(s) (Ii;st all.those claimed for fthis 'broduct using 40vCFR Part 158) Product Name

NOTE: if your product is a 100% repackaging of another burchased‘ EPA-registered product labeled for all the same uses on your label, you do ot need to
submit this form. You must submit the Formulator's Exemption Statement (EPA Form 8570-27). : :

) lam respondi}\g to a Data-Call-in Notice, and have included with this’vfdﬁn a list of companies sent offers of compensation (the Data Matrix form
D should be used for this purpose). : : L . -

'SECTION I: METHOD OF DATA SUPPORT (Check one method only)

| am using the cite-all method of support, and have included with this - - | am ilsing the selective rheihod of support (or cite-all option
I:I form a list of companies sent offers of compensation (the Data Matrix E] under the selective method), and have included with this form a
form should be used for this purpose). . : : completed list of data requirements (the Data Matrix form must
: R be used). o

"SECTION II: GENERAL OFFER TO PAY ,l

[Re‘quired if using the cite-all method or when using the cite-all option under the selective method to satisfy one or more data requirements]

I:I I héreby offer and agree to pay compensation, to other persons, with regard to the approval of thisL applicétion, to the exteni requifed by FIFRA.

" SECTION Ill: CERTIFICATION

I certify that this application for registration, this form for reregistration, or this Data-Cali-In response is supported by all data submitted or cited in
thé application for registration, the form for reregistration, or the Data-Call-In response. In addition, if the cite-all option or cite-all option under the selective
method is indicated in Section |, this application is supported by all data in the Agency's files that (1) concern the properties or effects of this product or an
identical or substantially similar product, or one or more of the ingredients in this product; and (2) is a type of data that would be required to be submitted
under the data requirements in effect on the date of approval of this application if the application $ought the initial registration of a product of identical or
similar composition and uses . : : . B : :

| certify that for each exclusive 'use study cited in support of this rregistration or rerégisti'ation, that | am the original data submitter or that i have

obtained the written permission of the original data submitter to cite that study.

I certify that for each study cited in support of this registration or reregistration that is not an exclusive use study, either: (a) | am the original data
submitter; (b) | have obtained the permission of the original data submitter to use the study in support of this application; (c) all periods of eligibility for
compensation have expired for the study; (d) the study is in the public literature; or (e) | have notified in writing the company that submitted the study and -

| have offered (1) to pay compensation to the extent required by sections 3(c){1)(F) and/or 3(c)(2)(B) of FIFRA; and (i) to commence negotiations to determingl
the amount and-terms of compensation, if any, to be paid for the use of the study.. o i ' Co

. | certify that in all instances where an offer of compensation is required, copies of all offers to pay compensation and evidence of their delivery in
accordance with sections 3(c)(1)(F) and/or 3(c)(2)(B) of FIFRA dre available and will be submitted to'the Agency upon request. Should }fail to produce suclq
evidence to the Agency upon request, | understand that the Agency may initiate action to deny, canéel or suspend the registration of my product in
conformity with FIFRA. ’ o : . : -

1 certify that the statements | have made on this form and all attachments to it are true, accurate, and complete. | acknowledge that any
knowingly false or misleading statement may be punishable byfine or imprisonment or both under applicable law.

Signafuré ) ) ' Date Typed or Printed Name and Title

EPA Form 8570-34 (9-97) Electronjc and Paper versions available. Submit only Péper version.
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g suffici ‘additional pages as necessary).
! ssron of essential information will delay approval of the registrationfreregistration. On each page enter the date,
isegrs ame, EPA Registration Number or application file symbol of the product ingredient, page number, and total

The Data Compensatron Form entrtled "Certrﬁca'aon wrth Respect to Cltatlon of Data" and the Data Matnx WI|| be publrcly available, except
for the Guideline Reference Number, G tudy Name, and MRID Number columns after the regrstratlon/reregrstratlon of this product
has been“granted or once this form is r response to a Data-Call-In Notice. However, the information in the Guideline Reference -

ber, Guideline Study Name, and MRID Number columns is available through the Freedom of Information Act in association with the
EPA Registratton Number. .

Ingredient: Identify the active ingredient(s) in this product for whrch data are cited. The active rngredrent(s) are to be rdentrf ed by entering

the chemical name and the CAS registry number. Begin a new page for each separate active ingredient for which data are cited. If bridging
epresentative test compound are cited, enter the identity of that chemical/representative test compound
Number/File Symbol if appropriate.

Solumn and leave the Guideline Study Name column blank. Ifthe cite-all method is used fora partrcular Guideline Reference Number enter
{TE-ALL" in the MRID Number column on the line for that Guideline Reference Number. In either case, enter all submitters to whom
‘ers to pay have been sent on subsequent lines. [Note: if the selective method of support is used and written authorization (letter of

permrssgjn) is provided, the individual Guideline Reference Number, Guidefine Study Name, and MRID Number columns must still be

compleled.]

For each individual study C|ted in support of a Guideline Reference Number and Guideline Study Name, enter the Master

Record ldentnf‘ cation (MRID) Number listed in the Pesticide Document Management System (PDMS). Enter only one MRID Number on
‘&ch line. Note that more than one MRID Number may be required per Guideline Reference Number. Note: Occasionally a study required
intai registratronlreregrstratron is not assocrated with a Guideline Reference Number and Guideline Study Name. In such case,

Using the most recent Data Submrtters Llst rdentrfy the Ongrnal Data Submrtter wrth thelr current address for each study cited. .
The EPA assrgned ny number or other abbreviation may be used. Clearly explain any variations (alternate addresses, data owners

permission of the Original Data Submrtter to cite “tﬁ‘i‘s‘“e&c‘:iusi‘\‘)e-us“e”study“”tn”“‘SUpport of this ~

! have obtained the perrmssron of the Orlgrnal Data Submrtter to use thrs study in support of thls appllcatlon “

The study was submitted more than 15 years ago and all eriods of compensation have ex lred

| have notified in writing the Original Data Submitter or, if the cite-all method is used, all companies listed in the most
ingredient, and have offered (a) to pay compensation in accordance with FIFRA
), and (b) to commence negotiations to .determine the amount and terms of

“compensation, if any, to be paid for the use of the study(res)

| ng the formulator's exemption for thrs ingredient only. Other columns of this line should be marked "NA".
However, if this product is to be registered/reregistered for additional uses for which the purchased EPA registered
ingredient is not supported additional data must be submrtted or cited here to support those uses.

If additional explanatron is needed enter a footnote number in this column and attach the correspondrng explanatron
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‘United States Environmental Protection Agency . 4 o Form Approved
Washington, DC 20460 - ' : OMB No. 2070-0107,
«(ED 574 2070-0057
ST ", - Approval Expires
g B | 3-31-99° ‘
' CERTIFICATION WITH RESPECT TO 2 N
DATA CONIPENSATION REQUIREMENTS ‘ G”L‘Q pRoT ?,C: <®

!

Public reportmg burden for this collectlon of information is estimated to average 15 minutes:per response, including time for
reviewing instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the

" collection of information. Send comments regarding the burden estimate or any other aspect of this collection of information,

" including suggestions for reducing this burden to, Chief, Regulatory Information Division, Mail Code 2137, U.S. Environmental Protection
Agency, 401 M St., S.W,, Washmgton, DC 20460; and to the Office of Management and Budget Paperwork Reduction Project
(2070-0106), Washmgton DC 20503.

Please fill in blanks below.

Company Name : L l o . . " | Company Number
Product Name o ' 7 ‘~ IR ' S : EPA Reg.No. .
I Certify that:

1. For each study cited in support of registration or reregistration under the Federal Insect1c1de Funglcxde and Rodenticide Act
(FIFRA) that is an exclusive use study, I am the original data submitter, or I have obtained the written permission of the original
data submitter to cite that study. ’ »

2.  That for each study cited in support of registration or rereglstratlon under FIFRA that is NOT an exclusive use study, Iam the
original data submitter, or I have obtained the written permission of the original data submitter, or I have notified in writing the
company(ies) that submitted data I have cited and have offered to: (a) Pay compensation for those data in accordance with sections -
3(c)(1)(F) and 3(c)(2)(D) of FIFRA; and (b) Commence negotiation to determine which data are subject to the compensation

requxrement of FIFRA and the amount of compensation due, if any. The companies I have notified are: (check one)

[ 1 The companies who have submitted the studies hsted on the back of this form or attached sheets, or indicated on the attached "Requirements
Status and Registrants’ Response Form,"

3.  That I have previously complied with section 3(c)(1)(F) of FIFRA for the studies I have cited in support of reglstratlon or reregxstratxon
under FIFRA. .

Signature - ’ e v o ‘ ‘ C B | Date

Name and Title (Please Type or Print)

GENERAL OFEER TO PAY: 1 hereby offer and agfee o pay cc;mpensation to other persons, with regard to the registration or
reregistration of my products, to the extent required by FIFRA section 3(¢)(1)(F) and 3(c)(2)(D).

Siguature : B . ‘ C Date

Name and Title (Please Type or Print)

EPA Form 8570-31 (4-96)
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The following is a list of available documents for DEET that my further assist you in
responding to this Reregistration Eligibility Decision document. These documents may be obtained ‘
by the following methods:

) WWW (World Wide “Web)
- WWW.EPA. GOV or contact Linda Werrell at (703) 308 8033 ‘

PR Notice 86-5.
‘ -2 (pertams to the Label Ingre jen Statement)
full copy thr ‘RED document

. A copy of the fact sheet for DEET

The following documents are part of the Adrmmstratlve Record for DEET and may mcluded

in the EPA's Office of Pesticide Programs Public Docket Coples of these documents arenot

The following Agency reference documents are not avallableelectronlcally, but may be

obtamed by contactm the son l1sted on the Chem1

The Label Review Manual




