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'Amltraz

" Pesticide Al pestrcldes sold or dxstnbuted in the United States must be !
Reregistration registered by EPA, based on scientific studies showing that they can be
s ~ 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 1, 1984, be
-rereglstered to ensure that they meet today's more stnngent standards:

In evaluatmg pesticides for reregistration, EPA obtains and reviews a
complete set of studies from pesticide producers describing the human
health and environmental effects of each pesticide. The Agency develops
any mitigation measures or regulatory controls needed to effectively reduce

- each pesticide's risks. EPA then reregisters pesticides that can be used
without posing unreasonable risks to human health or the environment.

When a pesticide i is eligible for reregistration, EPA explains the basis
for its decision in a Reregistration Eligibility Decision (RED) document.
This fact sheet summarizes the information in the RED document for
rereglstratlon case 0234 amltraz

*

Use P'rofile ’ Am1traz or BAAM is an 1nsect1c1de and acancrde used pnmanly to
- control the pear psylla on Oregon pear crops. Italsois used to control
whiteflies and mites on cotton and pear crops; livestock ticks, lice, and
mange mites on beef and dairy cattle and swine; and ticks on dogs. , L
Formulations include a wettable powder, emulsifiable concentrate, soluble -
concentrate/liquid, and impregnated colIar (for dogs). Amitraz is applied as
an alrblast and concentrate spray to pears; by ground boom or aircraft to
cotton; as a dip or low pressure hand spray to cattle and swme and through
collars on dogs ' ,
Regulatory - Am1traz was reglstered asa techmcal grade pesticide in 1975 EPA
' History received an application for registration of an end-use product for apples and.
pears in 1976. Before a registration decision was made, however 1n 1977,
the pestlclde went into Special Review (then called Rebuttable Presumptlon :
- Against Registration or RPAR) because it met the risk criteria for cancer
- effects--it was shown to cause cancerous tumors in mouse lymph systems.




Human Health
Assessment

At the end of the RPAR process in- 1979, EPA concluded that there
was "weakly positive evidence" that amitraz is a possible human
carcinogen. The Agency conditionally registered the pear use in 1980 since
there were no alternatives for controlling pear psylla, but rej ected the apple
use since alternative pesticides were available.

Part of the conditional registration requirements were satlsﬁed by
submission of a new mouse cancer study, which the Agency's Cancer
Assessment Group (CAG) evaluated in 1986. CAG classified amitraz as a
Group C, possible human carcinogen, a classification that still stands. In . -
1986, EPA registered amitraz to control ticks on cattle and lice on hogs..

Toxicity

In acute toxicity studies, amitraz is moderately toxic by the dermal
route, and has been placed in Toxicity Category II (the second highest of
four categories) for this effect. Itis slightly toxic by the oral and inhalation -
routes, and has been placed in Toxicity Category III for these effects.
Amitraz is non-irritating to the eyes and skin and has been placed in
Toxicity Category IV for these effects. Amitraz does not cause skm
sensitization or cholinesterase inhibition.

In a subchronic toxicity study using mice, amitraz caused reduced
body weight gain and liver toxicity at the higher doses. A study using
Beagle dogs resulted in liver, kidney, and central nervous system effects.
A study using rabbits resulted in skin reactions, anorexia, hyperglycemia,
degeneration of the testes, and effects to the lymph nodes and various
organs. A chronic toxicity study using dogs resulted in central nervous '

system depression, increased blood glucose levels, and hypothermia.

In a carcinogenicity feeding study using mice, amitraz produced
lymphoreticular tumors in females at the highest dose level. In another.
study using mice, amitraz produced liver and lung tumors at the highest
level studied. Based on these studies, EPA has classified amitraz as a
Group C (possible human) carcinogen. CarCinogenic effects were not’
observed in a study using rats.

Amitraz caused both maternal and developmental eﬁ'ects at the-
highest dose level in a developmental toxicity study using rabbits. A multi-
generation reproduction study using rats is unacceptable and must be -
replaced by confirmatory data regarding develc: 2ntal neurotox1c1ty and
reproductive toxicity. Amitraz is not mutagenic -

Data from an acute neurotoxicity study and a metabolism study using
volunteer human subjects were used to establish the NOEL. and LOEL.
Neurotoxic signs were observed in chronic oral toxicity studies in rodents,




as well as in subchronic and chromc oral tox1crty studles in non-rodents
(dogs) Related acute s1gns also-were observed in human volunteers.

Amitraz is rapidly metabolized in several species, including humans,
to form six metabolites which are excreted primarily in the urine. EPA has
established a Reference Dose (Rﬂ)) for amitraz at 0. 0025 mg/kg/day based
on results of the chromc oral tox1c1ty study in dogs ' '

Dietary Exposure

Tolerances or maximum residue limits are estabhshed for residues of
" amitraz in or on apples, pears, cotton seed, honey and comb eggs, milk,

and the meat, fat, and meat byproducts of cattle hogs, horses, and poultry
‘These tolerances have been reassessed and most were found to be adequate.-
The 3.0 ppm tolerance for pears is being lowered to 2.0 ppm. Tolerances of
0.0 ppm for amltraz residues in apples and in horse fat, meat, and meat

- byproducts are being revoked. A tolerance for imported hops was proposed
- recently. No food/feed additive tolerances are established.

‘ Adequate methods are available to enforce amitraz tolerances.

. Residues of amitraz and two of its metabolites are stable in several food
commodities tested. Existing crop rotation restrictions for amltraz cotton
use are adequate. /- ' - ’ :

A number of international Codex maxrmum residue 11m1ts (MRLs) are
established for amitraz. However, compatlblhty between the Codex MRLs
and U.S. tolerances cannot be achieved at present due to differences in
tolerance definition/expression and analytlcal enforcement methods. -

" EPA assessed the chronic, carcinogenic, and acute dietary risks posed
by amitraz. Most exposure to amitraz is attributed to one commodity,
pears, which accounts for 58% of total exposure based ona l4-day
preharvest interval (PHI). -
~EPA's chronic dletary risk assessment for amrtraz mdrcates that w1th a
14- day PHI for pears, the Anticipated Residue Concentration. (ARC) for the
overall U.S. populatlon is 1.1% of the Reference Dose (RfD) or amount
believed not to cause adverse effects if consumed daily over a 70-year
lifetime. The ARC for non-nursing infants less than one year old, the most
highly exposed subgroup, is 4.5% of the RfD. In view of these low ARCs,
it appears that chromc non-cancer d1etary r1sk from exposure to amitraz 1s
“minimal. o : :
~ _The upper bound cancer risk for the overall u.s. populatlon is
estimated at 1.4 x 10, or 1.4 extra incidences of cancer per 1,000,000
This degree of risk is con81dered acceptable by the Agency.
- Because neurotox1c1ty is the endpoint of concern, acute exposure and
risk were calculated for all U.S. population subgroups The Margins of
: Exposure (MOEs) are greater than 10.forall of these groups which is
cons1dered acceptable -




Occupational and Residential Exposure

Workers may be exposed to amitraz during mixing, loading, and
application of the pesticide, especially when liquid (emulsifiable
concentrate) and wettable powder formulations are used. In addition,
potential exposure risk exists for workers entering treated sites after
application is complete, especially pear orchards and cotton fields.

. A dermal and inhalation exposure assessment was conducted for the
. pear, cotton, and livestock uses of amitraz. Pear use is associated with the
highest total exposure, followed by cotton use and, finally, livestock use.
Pear handlers' exposure is highest when mixing/loading is accomphshed
using an open system and the application is by open cab/airblast. Post-
application exposure is greatest during tasks requmng substantral derr:
contact with treated foliage.

Handlers using amitraz to treat pear orchards cotton fields, and
livestock on a long-term basis may be at risk for carcinogenic effects. Pear
use is associated with the highest cancer risk, followed by cotton use, and
finally, livestock use. These handlers' upper bound cancer risks range from.
2.7x 10®to 1.2 x 10, however, these risk levels are less than 1 x 10
which EPA finds acceptable. ' ' ]

In addition, certain handlers face neurotoxrc nsks from short-term
exposure to amitraz. Margins of Exposure (MOEs) are less than 10, the
margin generally considered acceptable, for three use scenarios in which
wettable powder or liquid formulations of amitraz are mixed/loaded via
open bag or open pour methods, and are applied to pear orchards or cotton -
crops using open cab/air blast or ground boom equipment. '

'Reentry workers involved on a long-term basis with post-application
tasks requiring dermal contact with treated pear foliage also may be at risk
for cancer effects, though these risks are considered acceptable. Pear and
cotton reentry workers also encounter neurotoxicity risks from short-term -
exposure to amitraz residues. Post-application neurotoxicity risks resulting
from use of amitraz on livestock and in pet collars are consrdered
negligible.

Human Risk Assessment

Amitraz is of relatively low acute toxrcrty, but has been demonstrated
to cause cancer in mice and is classified as a Group C "possible" human
carcinogen. People may be exposed to residues of amitraz in pears and
other foods. However, chronic exposure to amrtraz in the dietis ata low
level (only a small percent of the RfD), and is ‘not a cause for concern at this
time. | S SR

EPA is concerned that amitraz has the potential to czuse reproductive,
developmental, and neurological toxicity risks to the general population.
The Agency also is concerned that handlers applying amitraz to pear
orchards, cotton fields, and livestock on a long-term basis may be at risk for




. Environmental

Assessment

cancer effects. Both handlers and reenrry workers in pear orchards and

“cotton fields also may be at risk for acute neurotoxic effects.

To reduce risks of cancer and neurotoxicity to the general public and
amitraz handlers, EPA is taking a number of risk mitigation measures-
described in greater detail below. For example, the Agency is requiring an

- increase in the interval between amitraz applications to pears; an increase in

the restncted—entry interval (REI) for pears and cotton; and engineering
controls for the pear and cotton uses. EPA also is. specifying minimum,

.' baseline personal protective equipment (PPE) for workers, and is requiring

the registrant to submit a new combined developmental; neurological, and
reproductlve toxxclty study as conﬁrmatory ‘data.

Envuronmental Fate

The Agency has performed a comprehenswe qualltltatlve
environmental fate assessment for parent amitraz. The review of available
studies submitted indicates that parent amitraz rapidly degrades in the
environment to form two primary transformaton products BTS 27271, BTS
27919 and a secondary transformation product BTS 24868. Because of i its

_rapdi degratlon in the environment, parent amitraz is not expected to posea

~ concern for ground or surface waters. In contrast to parent amitraz, amitraz

transformation products have been shown to be moderately persistent in
aquatic and terrestrial environments and appear to be relative immobile i in
soil column and field dissipation studies. An accurate quantitative

‘ assessment of these products in ground and surface water, though, cannot
be made until additonal mobility studles (batch equlhbnum) are completed

Ecological Effects

. In acute toxicity studies, amitraz is slightly toxic to mallard ducks
BTS-27271 is moderately toxic and BTS-27919 is slightly toxic to the:

bobwhite quail. - In subacute dletary studies, parent amitraz is practlcally

| ., nontoxic to the mallard duck and slightly toxic to the bobwhite quail. Its

two primary degradates are practically nontoxic to the mallard duck.

BTS-27271 is slightly toxic and BTS-27919 is practrcally nontoxic to the
bobwhite quail. Parent amitraz causes effects on avian reproductlon :
including eggshell cracking and reductions in the number of viable
embryos, embryos that survive to hatchirg, and 14-day old survivors.

Parent amitraz is highly toxic to freshwater fish while BTS-27271 and )
BTS-27919 are slightly toxic to practlcally nontoxic, respectively. Parent
amitraz also is very highly toxic to aquatlc invertebrates while BTS-27271

~and BTS-27919 are moderately toxic and practically nontoxic, respectively.
"Parent amitraz is hlghly toxic to oysters, moderately toxic to the sheepshead

minnow, and shghtly toxic to grass shrimp. BTS-27271 is sllghtly toxic

- and BTS-27919 is practlcally nontoxic to the sheepshead minnow and

eastern oyster; both are moderately toxic to the mysxd shrimp.
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Risk Mitigation

Amitraz is slightly tox1c to small mammals on an acute oral bas1s and
is practically nontoxic to bees. :

Ecological Effects Risk Assessment - ,
Regarding acute risks, parent amitraz does not appear to pose a nsk to

endangered or non-endangered terrestrial organisms from either the cotton

or pear uses. However, BTS-27271 may pose an acute hazard to birds since
it is more acutely toxic and more persistent in the environment than the
parent. Due to the presence of BTS-27271, use of amitraz on cotton and
pears may pose an acute risk to endangered birds feeding on insects or short
grass. Since parent amitraz dissipates rapidly in the env1ronment, it should
pose minimal acute risk to aquatic orgamsms

Regarding chronic effects, use of amitraz on cotton and pears may
adversely affect avian reproduction. In addition, endangered small
mammals may be affected when amitraz is used on cotton. Because parent
amitraz is short-lived in the environment, the potential for chronic effects to
nontarget aquatic organisms is expected to be minimal. However, the
chronic toxicity of amitraz degradates is of concern because they are more
persistent in aquatic environments than parent amitraz. While the cotton
use pattern does not appear to pose a chronic risk to aquatic organisms, the
pear use pattern is of concern since it involves a higher application rate. ~
Chronic adverse effects to aquatic mvertebrates may be expected from the
use of amitraz on pears. : :

Use of amitraz on cattle and swine 1s expected to result in mmlmal
exposure to aquatic organisms.

EPA has determined that amitraz is a valuable tool to control pear
psylla, whiteflies, and mites. Considering the limited acreage involved in
its use on pears and cotton, and the risk mltlgatlon measures, requxred
amitraz' risk potential is reduced. '

The following risk mitigation measures, combined with generic
worker protection labeling, should mitigate the unacceptable neurotox1c1ty
risks to amitraz handlers:

e For the Pear Use:

Closed system mixing and loading;
Applications from within an enclosed cab; and
Minimal (baseline) personal protective equipment (PPE).

T e For the Cotton Use:

Closed system mixing and loading;
Mechanical flagging; and
. Minimal (baseline) PPE.
. For the Livestock Spraj:/Dip Use:
Minimal (baseline) PPE. |




" Additional Data
: Req-ui red

Product Labeling °

Changes
Required

The following risk mitigation measures, combined with generic

" worker protection labeling, should mitigate the unacceptable neurotoxicity

and cancer risks to post-application workers (those exposed to amitraz

~ residues after application is complete).

. For the Pear Use: - -
Minimum of 35 days between apphcatlons and-
Restncted—entry interval of 28 days (mcreased from 24 hours)
o = Forthe Cotton Use: ‘
. Mechanical harvesting; and ‘
Restncted—entry inferval of 48 hours (mcreased from 24 hours)
~ The following risk mitigation measures are required to. reduce

! exposure to birds and small mammals
~»  Forthe Pear Use:

" Deletion of pre-bloom use; and ‘
Limit use to two apphcatlons per season. -

EPA is requiring the following additional genenc data for amitraz to .
confirm its regulatory assessments and conclusions:

. Llfe-Cycle Aquatic Invertebrate study for the pear use;

. Concurrent Dislodgeable Foliar Resrdue and Dermal Exposure data;

° Batch Equilibrium studies for BTS 2727 1 and BTS 27919;

o Droplet Size Spectrum and F1eld Drift studies; ‘
"e  Dermal Exposure and Inhalation Exposure studies for spray/dlp

treatment of livestock. .
An additional confirmatory study not part of the target database for amitraz

is also required:

. Comblned Developmental/Neurologrcal/Reproductlon Tox1c1ty study
in rats. ~ ‘

EPA also is requmng product-specrfic data including product
chemlstry and acute toxicity studies, as well as revised Confidential -

- Statements of Formula (CSF s) and revrsed labehng for rereglstratlon SR

All amitraz end-use products must comply with EPA's current
pesticide product labeling requirements and those summanzed below. For
a complete description of amitraz labeling requlrements please refer to the
RED document. ’

Personal Protective Equipment (PPE) Requlrements |
For Occupational Use Products - Minimum/baseline PPE requlrements are:
*  For Pear Uses - Applicators and other handlers must wear:_

e Coveralls over long-sleeved shirt and long pants;




- Chemical-resistant footwear plus socks;
- Chemlcal-resrstant gloves;
- Chemical-resistant headgear for overhead exposure

- Chemrcal—resrstant apron when cleanlng equlpment, mlxmg, or
loading.

. For Cotton Uses - Mixers, loaders and others exposed to the
concentrate must wear:

-+ Coveralls over long-sleeved shirt and long pants
- Chemical-resistant footwear plus socks;
- Chemical-resistant gloves
- Chemical-resistant headgear for overhead exposure
- Chemical-resistant apron.
Applicators and other handlers exposed to the dilute must wear:
- Long-sleeved shirt and long pé,nts; |
- Chemical-resistant gloves; |
- Shoes plus socks.
. For Livestock Spray or Dip Uses - Apphcators and other handlers
must wear: »
- Coveralls over long-sleeved shrrt and long pants;
- Chemical-resistant footwear plus socks, ,
- Chemical-resistant gloves; '

- = Chemical-resistant headgear for overhead exposure
- Chemical-resistant apron when cleaning equrpment mlxmg, or ...
loading. - .

. For Livestock Impregnated Collar Uses - Applrcators and other .
handlers must wear:

- Long-sleeved shirt and long pants;
- Chemicalfresistant gloves;
- Shoes plus socks.

For Homeowner Use Products - The Agency is not establishing
minimum/baseline PPE for end-use products intended primarily for
homeowner use. PPE requirements, if any, will be establrshed based on the -
acute toxicity of the end-use product. - ‘

Entry Restrictions

For Occupational Use Products: _— S
Restncted-Eng Interval (REI) - An REI is spec1ﬁed for uses within the

scope of the Worker Protection Standard (WPS) for all end-use products.
o For Pear Uses - The REI is 28 days




For Cotton Uses - The REI requirement must state:

"Do not enter-of allow workers entry into the treated area during the
. restricted-entry intérval of 48 hours. Note: mechanical harvesting
- may be performed during the restricted-entry interval ONLY if the
- . harvesters will have no dermal or inhalation contact with treated

surfaces, 1nclud1ng both the treated fohage and the residues in

- airborne dusts generated by the mechanical harvesting. Crop advisors

may enter if they are wearing full early entry personal protectlve
equipment (PPE) as described below."

: Earlv-Entrv Personal Protectlve Equipment (PPE)

" For Pear and Cotton Uses - The PPE i is:
Coveralls over long-sleeved shirt and long pants;
Chemical-resistant gloves; '

Chemwal-resrstant footwear plus socks; _
- Chemical-resistant headgear for overhead exposures.

* For Home Use Products - No restrictions are being established for products

intended primarily for home use. -

Other Labelmg Reqmrements
Application Restrictions:

"Do not apply this product in a way that wﬂl contact workers or other
persons, either directly or through drift. Only protected handlers may s

‘be in the area during application."

"For livestock spray or dip appllcatlons in enclosed areas: Apply only :

" in well-ventilated areas."

"For pear appllcatlons allow a minimum of 35 days between
applications."

~* "Do not rotate to root and leafy vegetables for 44 days or to small

grains and other crops for 60 days followmg appllcatlon "

‘ Englneenng Controls:

"When handlers use closed systerns, enclosed cabs, or aircraftin a

" manner that meets-the requirements listed in the Worker Protection

Standard (WPS) for Agricultural Pesticides, ...the handler PPE
requirements may be reduced or modified as specified in the WPS." "

‘ "No human flaggers allowed. Mechanical flaggers are required."

- "Cotton must be harvested mechamcally No hand harvesting is
- allowed."

"For pear uses, this product must be mixed and loaded'using a closed
'~ system and the applicator must be inside an enclosed cab during
application. The closed mixing/loading system and enclosed cab
must meet the requiréments listed in the Worker Protection Standard
(WPS) for agricultural pesticides... When these engineering controls




are used correctly, the handler PPE requirements may be reduced or

modified as specified in the WPS." |

"For cotton uses, this. product must be mixed and loaded usxng a

closed system (water-soluble bags are conSIdered aclosed =

mixing/loading system). The closed mixing/loading system must

meet the requirements listed in the Worker Protectlon Standard

(WPS) for agricultural pestlcldes -

When these engineering controls are used. correctly, the handler PPE
requirements may be reduced or modified as spec1ﬁed in the WPS."

User Safety Requirements:
"Follow manufacturer's instructions for cleaning/ maintaining PPE. If
no such instructions exist for washables, use detergent and hot water.
Keep and wash PPE separately from other laundry."-

User Safety Recommendations: . o
. "Users should wash hands before eating, drinking, chewing gum,
using tobacco, or usmg the toilet." :
"Users should remove clothing 1mmed1ately 1f pestlclde gets 1ns1de
Then wash thoroughly and put on clean clothing."

"Users should remove PPE immediately after handhng this product
Wash the outside of gloves before removing. As soon as poss1ble
wash thoroughly and change into clean clothing."

Notification Requirement for WPS Uses:

. "Notify workers of the application by warning them orally and by
posting warning signs at entrances to treated areas."

Fish and Wildlife Hazard Statements: Amitraz labels must bear the

following Precautionary Statements under the subheadmg Envxronmental

Hazards: ‘ '

. Emulsifiable Concentrate and Wettable Powder F ormulationS'
"This pesticide is toxic to fish and aquatic invertebrates. Do not apply '
directly to water, or to areas where surface water is present or to o
intertidal areas below the mean water mark. Drift and runoff from
treated areas may be hazardous to aquatic organisms in adjacent sites.
Do not contaminate water when d1spos1ng of equlpment washwaters
or rinsate." :
Products Other than Those Descnbed Above and the 10% AL Dalry -
Collar: o

"This pesticide is toxic to fish and aquatic mvertebrates Do not
contarmnate water when dlsposmg of equlpment washwaters or.
rinsate." o




Regulatory

-Conclusion

For More
Information

“The MITAC WP label's Use Dlrectlons should be rev1sed to 1nc1ude the
. following restrictions:

"PEAR PSYLLA: Apply a maxnnum orll/2 pounds MITAC WP

per acre. Do not exceed 3 lbs of MITAC WP per acre per season. Do

not make more than two applications of MITAC WP per season."

The use of currently registered products containing amitraz 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 reregxstratlon

Amitraz products will be reregistered once the requlred conﬁmatory
generic data, product specific data, revised Confidential Statements of
Formula (CSF s) and rev1sed labehng are rev1sed and accepted by EPA.

EPA is requesting public comments on the Reregistration Eligibility‘
Decision (RED) document for [name] during a 60-day time period, as
announced in a Notice of Availability published in the Federal Register. To

- obtain a copy of the RED document or to submit written comments, please

contact the Pesticide Docket, Public Response and Program Resources
Branch Field Operations Division (7506C), Office of Pesticide Programs

(OPP), US EPA, Washington, DC 20460, telephone 703-305' 5805.

_ Electronic copies of the RED and this fact sheet can  be downloaded
from the Pesticide Special Review and Reregistration Information System
at 703-308-7224. They also are available on the Internet on EPA's gopher
server, GOPHER.EPA.GOV, or using ftp on FTP.EPA.GOV, or using .
WWW (World Wide Web) on WWW.EPA.GOV. ~

Printed copies of the RED and fact sheet can be obtained from EPA's
National Center for Environmental Publications and Information
(EPA/NCEPI), PO Box 42419, Cincinnati, OH 45242-0419, telephone -

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

- Following the comment period, the [name] RED document also will

- Port Royal Road Spnngﬁeld VA 22161, telephone 703-487-4650.

For more information about EPA's pesticide reregistration program,
the [name] RED, or reregistration of individual products containing [name],
please contact the Special Review and Reregistration Division (7508W),
OPP, US EPA, Washington, DC 20460, telephone 703-308-8000.

- For information about the health effects of pesticides, or for assistance
in recognizing and managing pesticide poisoning symptoms, pledse contact
the National Pesticides Telecommunications Network (NPTN). Call toll-
free 1-800-858-7378, between 9:30 am'and 7:30 pm Eastern Standard
Time, Monday through Fnday ‘ v

A
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be available from the National Technical Information Service (NTIS), 5285 ,
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g N\ 74 g UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
S, s  WASHINGTON; D.C. 20460
OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES -
“ ONOV 22 I3
CERTIFIED MAIL .
Dear Registrant: -

T'am pleased to announce that the Environmental Protection Agency has completed its
reregistration eligibility review and decisions on the pesticide chemical case amitraz. This
- RED was initially approved by the Agency in March 1995. Subsequently, the RED was
‘circulated for review and comment in connection with an international harmonization project.
The enclosed Reregistration Eligibility Decision (RED) document contains the Agency's
evaluation of the data base of these chemicals, its conclusions of the potential human health
and environmental risks of the current product uses, and its decisions and conditions under
- which these uses and products will be eligible for reregistration. . The RED includes the data
and labeling requirements for products for reregistration. It also includes requirements for
. additional data (generic) on the active ingredient to confirm the risk assessments. ‘

- To assist you with a proper response, read the enclosed document entitled "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 are due 90 days from
the date of your receipt of this letter. The second set of required responses are due 8
months from the date of your receipt of this letter. Complete and timely responses will
avoid the Agency taking the enforcement action of suspension against your products

- Please note that this RED was finalized and signed prior to August 3, 1996. On'that
date, the Food Quality Protection Act of 1996 (“F QPA”) became effective, amending portions
of both the pesticide law (FIFRA) and the food and drug law (FFDCA). This RED does not ,
addressany issues raised by FQPA, and any tolerance-related statements in the RED did not
- take into account any changes in tolerance assessment procedures required under FQPA. To




the extent that this RED indicates that a change in any tolerance is necessary, that -
determination will be reassessed by the Agency under the standards set forth in FQPA before
a proposed tolerance is issued. To the extent that the RED does not indicate that a change in
a tolerance is necessary, that tolerance too Wlll be reassessed in the future pursuant to the

requirements of FQPA.

If you have questions on the product specific data requirements or wish to meet Wlth
the Agency, please contact the Special Review and Reregistration Division representative
CP Moran (703) 308-8590. Address any questions on required generic data to the Special
Review and Reregistration Division representative Mario F. Fiol at (703) 308-8049.

Smcerely yours

Lois A Rossi, Dlrector o

Special Review and
Reregistration Division

Enclosures:




SUMMARY OF INSTRUCTIONS FOR RESPONDING TO
‘ THE REREGISTRATION ELIGIBILITY DECISION (@D)
1.° DATA CALL-IN (l_)CI! OR "90-DAY RESPONSE" - If generic data are required

~ for reregistration, a DCI letter will be enclosed describing such data. If product specific data™
are required, another DCI letter will be enclosed listing such requirements. Complete the two
- response forms provided with each DCI letter by following the instructions contained in each
-DCI. You must submit the response forms for each product and for each DCI within 90
days of the date you receive the RED; otherwise, your product may be suspended

2. TIME EXTENSIONS AND DATA WAIVER REQUESTS --No tlme extension

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

only with respect to actual data submissions. Requests for data waivers must be submitted as
- part of the 90-day response. Requests for time extensions should be submitted in the 90 -day
~ response, but certainly no later than the 8-month response date. All data waiver and time
‘extension requests must be accompanied by a full justification. All walvers and time
extensions must be granted by EPA in order to go into effect. “

: 3.‘ -~ APPLICATION FOR REREGISTRATION OR "8-MON’PE RESPONSE"
" - You must submit the following items for each product thhm eight months of the
REDi issuance date (the cover letter date).

a. - gphcatlon for Reregistration (EPA Form 8570- l) Use. only an ongmal o
, appllcatlon 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 in
item 5. - :

You may request an onglnal EPA Form 8570-1 from

" b. Flve copies of draft labelmg which comphes with the RED and current
regulations 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 formulation changes, or labeling changes not related to

 reregistration) separately. You may delete uses which the RED says are ineligible for -

- reregistration. For further labeling guidance, refer the labeling section of the EPA
publication "General Information on Applying for Registration in the U.S., Second
Edition, August 1992" (available from the National Techmcal Informatlon Service,
pubhcatlon #PB92-22 1811; 703-487—4650)

" C. Generlc or Product Speclfic Data Submit all data ina format which -
comphes with PR Notice 86-5, and/or submit citations of data already submitted and v

- give the EPA identifier (MRID) numbers. Before citing these studies, you must make
sure that they meet the Agency's acceptance crlterla (attached to the DCI).

d Two cogles of the Confidentlal Statement of Formula (CSF) for each basic -

- and each alternate formulation. The labeling and CSF which you submit for each .
product must comply with P.R. Notice 91-2 by declaring the active 1ngred1ent 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. analys1s of five batches. If you choose the second option, you ‘must




submit or cite the data for the five batches along with a certification statement as
described in 40 CFR §158. 175(e) A copy. of the CSF i is enclosed follow the
instructions on its back. :

e - Certlﬁcatlon With Resgect to Citation of Data. Complete and sign thls form
(EPA form 8570-29) for ezch product. Cite-all is not a valid optxon for

reregistration. ' . S ‘

COMMENTS IN RESPONSE TO FEDERAL REGISTER NOTICE

Comments pertaining to the content of the RED may be submitted to the address
...own in the Federal Register Notice which announces the availability'of this RED.

WHERE TO SEND ALL DCI RESPONSES (90-DAY) AND APPLICATIONS

FOR REREGISTRATION 18-MONTH RESPONSES[

U.S. Mail:

Document Processing Desk (RED-SRRD-0234)*
Office of Pesticide Programs (H7504C)

EPA, 401 M St. SW.

Washington, D.C. 20460-0001

By express:

Document Processing Desk (RED-SRRD-0234)* -
Office of Pesticide Programs (H7504C)

Room 266A, Crystal Mall 2

1921 Jefferson Davis Hwy.

Arlington, VA 22202

* the case code for this RED (see front cover of document)

6. EPA'S REVIEWS--EPA will screen all submissions for completeness those which

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 submissions with a final rereglstratlon determination w1th1n 14 months after the RED

has been issued. : \
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GLOSSARY OF TERMS AND ABBREVIATIONS

ADI ' Acceptable Daily Intake A now defunct term for reference dose (RiD) A\
AE Acid Equivalent .
ai Active Ingredient »
ARC "' Anticipated Residue Contribution
CAS -Chemical Abstracts Service
c1 Cation v )
" CNS. ' * Central Nervous System .
CSF . . Confidential Statement of Formula
"DFR - Dislodgeable Foliar Residue’
, DRES Dietary Risk Evaluation System o
" DWEL Drinking Water Equivalent Levél (DWEL) The DWEL represents a medmm specific (i.e.

drinking water) lifetime exposure at which adverse, non carcmogemc health effects are not
o “anticipated to occur. ’
_ EEC |, ‘Estimated Environmental Concentratlon . The estunated pestlclde concentratlon in an

environment, such as a terrestnal ecosystem

Ep- . End-Use Product ~

EPA U.S. Environmental Protection Agency

FAO/WHO - Food and Agriculture Organization/W. orld Health Orgamzatlon

FDA - -Food and Drug Administration

FIFRA - Federal Insecticide, Fungicide, and Rodentlc1de Act _

- FFDCA - Federal Food, Drug, and Cosmetic Act

FOB - Functional Observation Battery

GLC - Gas Liquid Chromatography

GM . — Geometric Mean

GRAS - . Generally Recognized as Safe as Des1gnated by FDA .

HA " Health Advisory (HA). The HA values are used as informal gurdance to mumcrpahtles and
other organizations whien emergency spills or contamination situations occur.

HDT . - .. Highest Dose Tested :

LC,, . "Median Lethal Concentration. A stanstlcally denved concentratlon of a substance that can be -

expected to cause death in 50% of test animals. It is usually expressed as the weight of
" substance per weight or volume of water, air or feed, e.g., mg/l mg/kg or ppm. "
. LDg ™ Median Lethal Dose. A statistically derived single dose that can be éxpected to cause death in
: 50% of the test animals when administered by the.route indicated (oral, dermal, inhalation). It
- dsexpressed as a weight of substance per unit weight of animal, e.g., mg/kg.
LD, 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 (MCL G) The MCLG is used by the Agency to regulate
: a contaminants in drinking water under the Safe Dnnkmg Water Act.
uglg- - Micrograms Per Gram v ,
mg/lL Milligrams Per Liter. -
MOE . Margin of Exposuie
MP , Manufacturing-Use Product

- MPI - ~‘Maximum Permissible Intake

" MRID ¢ ~- Master Record Identlﬁca’uon (number) EPA's system of recordmg and tracking studles
submitted. .

N/A - Not Applicable
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GLOSSARY OF TERMS AND ABBREVIATIONS

NOEC No effect concentration .

NPDES National Pollutant Discharge Elimination System

NOEL No Observed Effect Level :

NOAEL No Observed Adverse Effect Level

op Organophosphate

OPP Office of Pesticide Programs

PADI Provisional Acceptable Daily Intake

PAG Pesticide Assessment Guideline

PAM Pesticide Analytical Method

PHED Pesticide Handler's Exposure Data

PHI Preharvest Interval

ppb Parts Per Billion o o
PPE Personal Protective Equlpment .

rpm Parts Per Million

PRN Pesticide Registration Notice

Q5 The Carcinogenic Potential of a Compound, Quant1ﬁed by the EPA's Cancer Risk Model
RBC . Red Blood Cell _ .
RED Reregistration Eligibility Decision

REI ‘Restricted Entry Interval

RID Reference Dose .

RS -Registration Standard

RUP Restricted Use Pesticide

SLN Special Local Need (Registrations Under Section 24(c) of FIFRA)

TC Toxic Concentration. The concentration at which a substance produces a toxic effect.
D Toxic Dose. The dose at which a substance produces a toxic effect.

TEP Typical End-Use Product

TGAI Technical Grade Active Ingredient

TLC Thin Layer Chromatography

TMRC Theoretical Maximum Residue Contribution

torr A unit of pressure needed to support a column of mercury 1 mm high under standard conditions.
ug/L Micrograms per liter . : :
WP Wettable Powder

WPS Worker Protection Standard
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EXE‘CUTIVE SUMMARY

Rereglstratlon Decrsron

. This Rereglstratlon Ehgrblllty Dec1s1on (RED) Document addresses the rereglstratlon

- ehglblhty of the: pestrcxde amltraz |

Based on the reviews of the genenc data for the active ingredient amitraz, the Agency
‘has sufficient information to make a reregistration eligibility decision on the health effects of
~amitraz and on its potential for causing adverse effects in humans, fish and wildlife and the
environment. Based on this information, the Agency concludes that products containing
~.amitraz for all registered uses are eligible for reregistration, provided certain risk mrtlgatlon
' measures requlred in this document are 1mplemented

The Agency, however is concerned with the potential for the developmental/ _
neurological/ reproductive toxicity of amitraz to the general population, the acute neurotoxic
“effect on certain categories of workers, and the possible significant risk to terrestrial and

- aquatic species. In order to reduce these risks, the Agency is requiring an increase in the

interval between amitraz application to pears (minimum of 35 days between apphcatlons) an
increase in the restncted—entry interval (REI) for pears to 28 days, and for cotton an increase
to 48 hours; specrfyrng minimum (baseline) personal protective equipment (PPE) for all
occupational uses, and requmng engineering controls for the pear use. Additionally, the

. Agency is requiring the submission of a confirmatory developmental/neurological/ -

c reproductlve study and conﬁrmatory dlslodgeable foliar residue (DFR) and exposure data.

In order to reduce the potential risk for chromc reproductlve effects to avian species;
risk mitigating measures weré developed by the registrant, AgrEvo Co., and the Agency for
amitraz use on pears. The label deletion of the pre-bloom use on pears will reduce the ‘
possible risk posed to on-site terrestrial animal species. .In order to alleviate any concerns the
Agency may have for the neurotoxicity effect of amitraz resulting from acute dietary =~ -
exposure, the registrant must provide label amendments that will limit the use on pears to two
applications of a WP formulation. - :

o ‘The scientific data base i is adequate to support the rereglstratlon of all reglstered uses
of amitraz. The-Agency is, however, requiring a life-cycle aquatic invertebrate study
’ (Guldehne 72-4(b)) with BTS-27271, one of the three amitraz degradates; concurrent ‘
. dislodgeable foliar residue (DFR) data (Guideline 132-1(a)) and dermal exposure data
" (Guideline 133-3); batch equilibrium studles (Guideline 163-1) conducted with the amitraz
degradates BTS-27271 and BTS-27919; droplet size spectrum (Guideline 201-1) and field
drift studies (Guideline 202-1) which the registrant may elect to satisfy through the Spray
- Drift Task Force; dermal exposure data (Gu1de11ne 231); and 1nhalat10n exposure data
(Guldehne 232)




Bac ,kground Information

Amitraz is a formamidine insecticide/acaricide used to control pear psylla on pears,
whitefly and mites on cotton and pears; lice, livestock ticks, and mange mites on beef and
dairy cattle and swine; and ticks on dogs. Currently, there are six active amitraz products. -
Bee mite strip and cattle collar uses were recently voluntarily canceled. Formulated amitraz
products include an emulsifiable concentrate, wettable powder, soluble concentrate, and
impregnated material. The registered formulations include an unspecified solid formulation
for manufacturing (97%), three emulsifiable concentrates (12.5% and two 19.8%); a wettable
powder (50%); and an impregnated dog collar/tag (9%). Currently maximum application |,
rates range from 0.2 Ib/50 gal of water to 3 Ib ai/acre per season. Amitraz products can be
applied with aerial and ground equipment, including airblast sprayers and hand sprayers,
using dilute and concentrated solutions. There is -also the 3-month dog collar.

Amitraz was first registered in 1975 as a technical to be used in the preparation of ,
experimental miticide/insecticide formulations. In 1976, an application for registration for an
end-use formulation to be used on apples and pears was submitted. In 1977, prior to any
registration decision, the Agency published a notice in the Federal Register of a rebuttable
presumption against reg: ::ration (RPAR, now referred to as Special Review) on the basis that
amitraz met the risk criteria for carcinogenic effects. It was concluded that amitraz was a .
possible human carcinogen and the proposed pear use would pose a risk of cancer, albeit very
small, to certain exposed groups. It was further concluded that the benefits for use on pears
outweighed the risks. The Agency conditionally registered amitraz on pears for four years.
Since alternative products were available for apples the benefits for apples did not outwelgh _
the risks and apples were not registered. )

One of the conditions of registration was the generation of a new mouse
carcinogenicity study. This study was submitted and evaluated by the Agency's Cancer :
Assessment Group (CAG) Using both mouse studies, the CAG classified amitraz as a Group
C (possible human) carcinogen. This cancer classification deC1s1on was reaffirmed by the"
Agency's Peer Review Committee in October 1990. . :

The Agency 1ssued a Registration Standard for amltraz in October 1987
(PB-88-128665). The Registration Standard required product and residue chemistry,
environmental fate and ecological effects data. No additional toxicology studles were
required.

A Data Call-In issued September 30, 1991 required additional data for product
chemistry, ecological effects, reentry protection, environmental fate, and nature of the residue -
in livestock. The Agency has now completed its review of the target data base for amitraz,
including data submitted in response to the 1987 Registration : Standard and the subsequent
Data Call-In. |
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' Supgorting Rationales for Reregi stration Decision

Acute toxrcxty studies indicate that amitraz is shghtly toxic by the oral and 1nhalanon
routes (Toxicity Category III) and moderately toxic by the dermal route (TOXIClty Category
I). Amitraz is not a dermal irritant and only a slight irritant to the eyes (Toxicity Category
Iv) for both and isnota dermal sens1nzer -

In a human study, acute exposure to amitraz was associated with central nervous . ‘
system (CNS) toxicity symptoms of sedation, disorientation, and hypothermia. The Agency

- considers the NOEL for acute neurotoxicity in the human study, 0.125 mg/kg/day, to v
represent the toxicological endpomt for short-term occupational risk assessment and considers
the Q,* of 5 x 107 (mg/kg/day) to represent the tox1colog1cal endpoint for occupatlonal

- carcinogenic risk assessment. :

Amitraz may pose a concern for potentlal carciniogenic risks to certain categories of
workers. Amitraz is classified as a Group C (possible human) carcinogen, based on findings
* of combined liver adenomas/carcinomas in female B6C3F1 mice. Estimates of human risk
may be calculated from the unit risk, Q,*, which is 5 x 10 (mg/kg/day) based on findings
* of combined hepatocellular adenomas and carcinomas in female mice. Additionally, there
may also be a potential for a developmental neurological and/or reproductive risk, based on
available toxicology information. These issues will be assessed after a confirmatory -
combined developmental/neurologrcal/reproductlve study 1n rats is submitted and evaluated

Dietary exposure due to published uses of amltraz may be associated with an estlmated .

excess upper bound carcinogenic risk of 1.4 x 10%.  The bulk of ¢ exposure was attributed to
pears (58% of total exposure based on 14 days PHI). Except for honey, for which 100% crop
treated value was used, the exposure estimates for all other published uses reflect all presently
avallable refinements in both residue and percent crop treated 1nformat10n ‘

Using ant1c1pated residues and percent treated crop data chromc exposure to amxtraz
in the diet is only a small fraction of the RfD (1.1% of RfD for the overall U.S. population
and 4.5% of RfD for "non-nursing infants <1 year old", the most highly exposed DRES
~ subgroup) and does not appear to be a cause for concern. Based on the low % RfD's, it
appears that chronic non-cancer dietary risk from exposure to amitraz is minimal. v

" Additionally, using tolerance level residues for all commodities except pears, acute exposure v
. to amitraz in the diet does not appear to be a cause for concern (MOE > 10, based on the
human study). The acute anticipated residue used for amitraz and BTS-27271 is 0.42 ppm.

At the 98th percentlle of pear consumption, no populatron subgroup has acute dietary risk’
MOEs of <10 : .

Handlers usmg amitraz to treat pear orchards, cotton fields, and livestock on a long-
term basis may be at risk from its carcinogenic effects. Estimated excess carcinogenic¢ risks
for handlers are 2.7 x 10% to 1.2 x 10'5 MOEs were. based on the NOEL from the hurnan
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study; handlers' exposure data for the pear use; and avallable PHED data for cotton and
livestock use and foliar residue data for pear use. »

The Agency has performed a comprehenswe qualitative environmental fate assessment -
for parent amitraz. The available studies submitted and reviewed by the Agency show that ‘
parent amitraz rapidly degrades in the environment to form two primary transformation .
products BTS-27271 and BTS-27919 and a secondary transformation product BTS-24868.
Because of its rapid degradation in the environment, amitraz is not expected to pose a concern |
for ground or surface waters. In contrast to parent amitraz, amitraz transformation products
have been shown-to be moderately persistent in aquatic and terrestrial environments and
appear to be relatively immobile in soil column and field dissipation studies. An'accurate
quantitative assessment of these products in ground and surface water, though, cannot be
made until additional mobility studies (batch equlhbnum) are completed

Amitraz use on pears and cotton may also pose a chronic risk to nontarget avian and
mammalian species. The EECs calculated using maximum and typical Kenaga values and
residues from a foliar field dissipation study exceed the lowest effect level (LEL) which is
defined by the range of the NOEL to the LOEL. Amitraz use on pears may also pose a
chronic risk to nontarget aquatic mvertebrates because the EEC for the degradate BTS-2727 1
exceeds 0.01 EC,, for Daphnia magna. :

For the pear use, amitraz exceeds the endangered species LOC (0.10 LD,,/day) (us1ng
a maximum scenano) for birds feeding on BTS-27271 residues. For the cotton use pattern,
the endangered species LOC (0.10 LD,,/day) is exceeded for birds feeding on residues of
BTS-27271 (also using a maximum scenario). However, no change in its classification is *
being imposed in this document because the 'Agency believes that the label modification
deleting the use of amitraz on pears early in the spring will reduce the exposure to blrds when
they are in their nesting cycle and are feedlng more frequently.

_ The Agency has determmed that amitraz is a valuable tool to control pear psylla
whiteflies and mites. Considering the limited acreage where amitraz is used both on pears
and cotton and the mitigating risk reduction measures in label modification as well as the -
previously described human risk mitigating measures to protect human health, the potentlal

for adverse chronic risk posed by its contlnued use has been reduced.

Before reregistering the products containing amitraz, the Agency is requiring that
product specific data, revised Confidential Statements of Formula (CSF) and revised labeling
be submitted within eight months of the issuance of this document. The product specific data
include product chemistry for each registration and acute toxicity testing. After 1 reviewing all
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these data and any revised labels and ﬁndmg them acceptable in accordance with Sectlon

- 3(c)(5) of FIFRA, the Agency will reregister a product. However, those products which bear
~ uses of this or any other active ingredients which have not been determmed to be eligible for
reregistration will be reregistered only when such uses and active 1ngred1ents are determined '
to be eligible for reregistration. ' - - o :







L ~ INTRODUCTION

In 1988 the Federal Insect1c1de Funglclde and Rodent1c1de Act (F IFRA) was
amended to accelerate the reregistration of products with active 1ngred1ents 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 generation and submission of data to fulfill the requirements.

- The fifth phase is a review by the U.S. Environmental Protection Agency (referred to as "the
Agency") of all data submitted to support reregistration.

FIFRA Section 4(g)(2)(A) states that in Phase 5 "the Administrator shall determine
whether pesticides containing such active 1ngred1ent are eligible for registration" before
calling 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 pestlclde, to determine the

. need for additional data on health and environmental effects; and to determine whether the

_pesticide meets the "no unreasonable adverse effects" criterion of FIFRA

“This document presents the Agency s decision regardmg the reregistration ehglblhty of -
the registered uses of amitraz. The document consists of six sections. Section I is the
. introduction. Section II describes amitraz, its uses, data requlrements 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 amiitraz. Section
" V discusses the reregistration requlrements for amitraz. Finally, Section VI is the Appendices
which support this Reregistration Eligibility Decision. Additional details concerning the
Agency's review of applicable data are available on request from the Office of Pesticide -
Programs, Public Response Section in the Public Response and Program Resource Branch,
.401 M Street, S.W., Washington, D C. 20460. Telephone number (703) 305-5805.




1 CASE OVERVIEW
A. | Chemical Overview
The following activge ingredient is covered Ey this Reregistration Eligibility Dacumeﬁt:
® Common Name:  Amitraz or BAAM | |

An insecticide/acaricide with registered food/feed uses on crops (cotton and
pears), animals (cattle and hogs), and home use (pets).

° Chemical Name: . N'-(2,4;-dimethy1phlenyl)-N-(((Z,4— '
- dimethylphenyl)imino)methy!)-N-methyl-

methanimidamide
HC CH, : H3C | CH
L T
on,

° Empirical Formula:- C.19}i23N3
L Molecular Weight: | 293
° .CAS Registry No.: 33089-61-1
° Shaughnessy No.: - 106201
° Basic Manufacturer: AgrEvo Chemical Company

Pure amitraz is an off-whlte crystalline solid, and technical amitraz is a straw-colored
crystalline solid with a melting point of 86-87° C and a density of 1.13 g/ml. At20-25°C,
amitraz is soluble at <1 ppm in water, 66.6 g/ 100 ml in xylene, 50 g/100 ml in acetone, and
2.38 /100 ml in methanol.

B. Use Profile

The following is information on the currently registered uses of amitraz. A detailed
table listing the eligible and ineligible uses as well as methods, application rates, limitations, |
and use restrictions is included in Appendix A.




®  Type of Pesticide: .
" - formamidine insecticide/acaricide

®  Mechanism of Action:
contact -

®  Use Groups And Sites:
: Terrestrial Food Crop: Pear
Terrestrial Food and Feed Crop: Cotton
Indoor Residential: Dogs/canines = .
- Indoor Food: Dairy cattle (lactating or unspecrﬁed) beef/range/feeder cattle
(meat) hog/plg/swme (meat) ‘
B Pests: -
) Pear psylla and livestock ticks, hce and mange mites. Also leprdopteran pests,
whiteflies and mites on cotton. :

e Formulatlon Types Reglstered
Unspec1fied solid formulation for manufacturlng 97%
Emulsifiable concentrate: 12.5%, and '19.8%
Wettable powder: 50% ’
- Impregnated collar/tag (dog) 9%

®  Method and Rates of Apphcatlons'
- ~ Cotton: ~Upto1llba.i/acre dunng the growrng season with a maximum
' of 8 applications per year. Label indicates amltraz is often :
. mixed with other insecticides.
Pear: ~Upto3lbai. /acre applied during dormancy and throughout the
' growing season excludlng prebloom appllcatlons
Livestock
(dairy cattle/beef cattle/swme) Spray or dip at up to 0.21b ai./ 50 gallons o
of water , A '

Dog collar: 3 month collar. - ' L -

Applrcatlon of product can be elther by aenal or ground equlpment, including airblast
sprayers and hand sprayers dehvenng either dilute or concentrated applications. The dog
collar 1mpregnated w1th amitraz, 1s consrdered a homeowner product

° Use Practice lelta_tlons: Refer to appendix A.




C. Estimated Usage of Pesticide

This section summarizes the best estimates available of amitraz use. ‘These estimates
are derived from a variety of published and proprietary sources available to the Agency. The
data reflect annual fluctuations in use patterns as well as the variability in using data from
various information sources. However, data were not available for the use of amitraz in dog
collars. : ' ‘ ' :

U.S. Amitraz Use
Estimated Annual 1989 - 1992

Grown Acres - , Treated Acres

@ (000) (%)

PEAR
California A ‘ _2-6 10-25
Colorado . 0.1-02 19 -31

Massachusetts 2 . N/A . N/A
Michigan . . 0.5-0.8 32-48

New Jersey X . " N/A - N/A
New York | . 1 13-19 46-72
Ohio 0. 0002 2-3
Oregon 5-15 _ 26-88
Pennsylvania : ] | 08-13 51-85
Washington | 4-6 15- 23
Total for Pears * ' 16-31 - 19-37

| COTTON B
California only 1040 007 0- <1

(*) Total for pears also includes other states which are not listed above,




© U.S. Amitraz Use
Estimated Annual 1989 - 1992
Livestock Mllllons Mllhons - (% treated) ~ ad. Ibs.
- Commodity ' g _ . ‘
- Cattle 96 2:3 2-3 N/A
‘Swine 1 11-22 10 - 20 CNA
| Total for Livestock 207 13-25 |  6-12 N/A
N/A indicates not available."

D . Data Requirements

Data requested in the October 1987 Reglstratlon Standard for amltraz included studxes
on product chemistry, ecolog1cal effects, environmental fate, and residue chemlstry These
data were required to support the uses listed in the Registration Standard. Additionally, a
. Data Call-In issued by the Agency in September 1991 requested product chemistry,
ecological, environmental, and residue chemistry data that the Agency had determined were
needed for reregistration. Appendix B lists all data requirements identified by the Agency as
needed to support reregistration of currently reglstered uses.. : _ -

E. Regulatory Hlstory

, Am1traz was first registered in 1975 asa 93% techmcal to be used in the preparatlon of
experimental miticide/insecticide formulations. The first application for registration of an
end-use formulation was made in 1976 for a product to be used on apples and pears.’ In April
1977, prior to any registration decision on these uses, the Agency published a notice in the
Federal Register (42 FR 18299) of a rebuttable presumptron against registration (RPAR, now .

-referred to as Special Review) of pestrcrde products containing amitraz on the basis that
amitraz met the risk criteria for carcinogenic effects. An 80-week mouse carcmogenlclty
study showed a srgmﬁcant increase in the 1nc1dence of lymphoreticular tumors in mice.

~ The RPAR or Speclal Review process resulted in the Agency conclusion that there is
“"weakly positive evidence" that amitrazis a poss1b1e human carcinogen. The Agency also
~. concluded that the proposed use on apples and pears might pose a very small risk of cancer to
- certain exposed groups. A review of the benefits and risks surrounding the proposed uses .
~ resulted in the Agency determination that there would be significant benefits from the use on
‘pears since amitraz will control pear psylla, a serious pest for which there were no viable ’
alternatives. It was concluded however, that there were little or no benefits to the use on
- apples since alternative products’ were available. The Agency's decision was published in the -
Federal Register in October, 1979 (44 FR 59939- -59946) where it was also announced that the
vAgency 1ntended to conditionally regrster amitraz on pears for four years The registration .




was issued in January, 1980 w1th the conditions of the registration requmng the registrant to
a) submit additional benefits data for the pear use, b) submit a new mouse carcinogenicity
study, c) label the product "Restricted Use," and d) add additional precautionary text to the
label. ,

The conditional registration requirements for the use of amitraz on pears were
satisfied. A new mouse carcinogenicity study was referred to the Agency's Cancer
Assessment Group (CAG) for evaluation in 1986. The study showed an increase in the
incidence of hepatocellular tumors in female mice. Based on the two studies, CAG concluded
that amitraz has carcinogenic activity in the mouse, and should therefore be classified as a
Group C, possible human carcinogen. Amitraz was referred to the FIFRA Scientific Advisory
Panel (SAP) which recommended that it be classified as a Group D since the panel believed
that the weight of the evidence was inadequate to clearly categorize the cancer potential. The
Agency then reconsidered the classification but determined that amitraz would still be
regulated as a Group C carcinogen. In 1986 amitraz was reglstered for use as an emuls1ﬁab1e
concentrate to control ticks on cattle and lice on hogs.

The Registration Standard ("Guidance for the Reregistration of Pesticide Products")
was issued in October 1987 (EPA Case No. 234). The Standard reported that the Agency
would continue the registration on pears, cattle and hogs, but stated that the tolerances for the
proposed uses on azples and citrus would not be issued. The Standard also required that
certain environmental fate and avian reproduction studies be conducted, and additional plant
metabolism data be submitted. The Restricted Use classification for amitraz end-use products
was lifted by the Standard, but a 24-hour reentry interval for pears was retained.

Subsequent registrations of amitraz-containing pr_oducts were issued for use on dogs
(1992), in beehives (1992), and on cotton (1993). End-use formulations include emulsifiable
concentrates, a wettable powder, a dog collar, and an impregnated strip to control parasitic
mites in beehives. There are a total of six active amitraz registrations, including one technical
product. The technical product is not produced domestically. Also, an 1mport tolerance for
hops was recently proposed in the Federal Register. ‘

In October 1990, the Agency's Ofﬁce of Pesticide Programs Health Effects Division,
Peer Review Committee met to discuss amitraz and evaluate its carcinogenic potential. The
Committee considered the weight-of-the-evidence and reaffirmed the Group C class1ﬁcat10n
and additionally recommended that the risks be quantified by unit risk.

On January 13, 1994, one of the amitraz registrants requested voluntary cancellatlon of
two of his products: the dairy cattle collar (EPA Registration Number 54382-4) and the
impregnated strip controlling parasitic mites in bechives. (bee mite strips), (EPA Reglstratlon
Number 54382-5). ‘ ‘




II1. SC]ENCE ASSESSMENT

The Agency has conducted a thorough review of the sc1ent1ﬁc data base for amitraz
for the purpose of determlmng the rereglstratlon ehglblhty of amitraz. '

A. Physlcal Chemistry Assessment B
. The phySical and chemical properties of amitraz are as follows:

Amitraz Technical

Color: . " either off-whlte or straw-colored
~ Physical State: - crystalline solid o R ‘
Odor: slight amineodor- -~

Melting Point: - . ' 86-87°C

Specific Gravity:  1.128 g/ml at 20° C

Solubility: at20-25°C, soluble at 1 ppm in Water 66.6 g/1 00 ml in xylene,

RENE °50g/100 ml j in acetone, and 2. 38 g/100 ml in methanol

Vapor Pressure: 34x10%Pa@25°C

pH: ‘ " N/A (product has low solublhty and decomposes in Water)

Stability: ' stable at ambient temperature
' Thereis a s1ngle reglstered manufactunng—use product (MP): the AgrEvo Chemxcal '
Company 97% techmcal amltraz (T; EPA Registration Number 45639-51). ‘

- The product chemxstry data base for amitraz is adequate and will support the
rereglstratlon eligibility. of amitraz as a food use pesticide. References (MRIDs) for all studies
~ submitted in support of the product chemistry data requirements are listed in the data tables,
'Appendrx B part of" th1s document. ‘

-B. Human-Health Assessment»

1. Toxicology Assessment

The toxicological data base of amrtraz is adequate and will support rereglstratlon asa
food use pesticide. Although a conﬁrmatory study (a combined developmental/neurological/
- reproductive toxicity study in rats) is required for continued registration of amitraz, the
1nformatlon available is sufficient to’ evaluate the chemical's tox1c1ty




a. Acﬁtg Toxicity

Tk= acute toxicity data for the technical grade of 'amitr'az are summarized below:

Test ‘ Results LDy, L - Category
(81-1) Oral LD,, - rat 531 mg/kg (M); 515 mg/kg (F) (MRID 00041539) Com
(81-2) Dermal LD;, - rabbit | 200 mg/kg (MRID 00040862) | | .o
(81-3) Inhalation LCyo-rat | 2.4mg/L (MRID 00029963) |  m

The table below presents additional amitraz acute toxicity information. Data
pertaining to acute eye irritation, dermal irritation, and dermal sensitization are not required to.
support the reregistration of the TGAIL These data are presented for informational purposes. -

Test . . Results LD, : Category
(81-4) Eye Irritation - rabbit’ | Non-irritating (IWRID 00040861) v
(81-5) Dermal Irritation - rabbit ‘ ' . Non-irritating (MRID 00040862) - IV
(81-65 Dermal Sensitization - guinea pig v Negative (MRID 00029965) N/A
(N/A) in vitro acetylcholinesterase inhibition study - housefly Negative (MRID 00040324) " . NA

N/A = Not apphcablc

b.  Subchrenic Toxicity

‘In a subchronic oral toxicity study, mice were administered amitraz by gavage, at
levels of 0, 3, 12, 50, or 200 mg/kg/day for 90 days The systemic NOEL was 3 mg/kg/day. )
ngher doses produced reduced body weight gain and liver toxicity (increased serum glutamic.
pyruvate transaminase activity, increased liver weight, hepatocyte enlargement, bile duct :
proliferation, and focal necrosis). The systemic LOEL was 12 mg/kg/day (MRID 00028715).

In another subchronic oral toxicity study, Beagle dogs were administered amitraz, by
capsules, a* levels of 0, 0.25, 1.0, or 4.0 mg/kg/day for 90 days. The systemic NOEL was
0.25 mg/kgrday. Atthe LOEL (1.0 mg/kg/day) there were slight enlargement of the central
and midzonal hepatocytes of the liver and slight hyperplasia of the zona glomerulosa of the
adrenals. Both the LOEL and the high dose (4 mg/kg/day) produced transient CNS (central
nervous system) depression, decrease in pulse rate, glucosuria, neutrophilia of the bone .
marrow and recurrent hypothermia of short-lasting duration that appeared within three hours
after dosing and only lasted a few hours. The high dose additionally produced ataxia, emesis,
and catarrhal conjunctivitis. (MRIDs 00040345, 00028716)

In a 21-day dermal toxicity study in rabbits, doses of S0 or 200 mg/kg/day were
applied to the skin of rabbits (6 hours/day for a total of 15 times over the 21-day period).




‘Moderate _erythematous reactions wrth desquamation of the skin and subcutaneous
~ hemorrhage, along with anorexia, sedation, hyperglycemia, testicular degeneration, lymph
node nodular hyperplasia, and generalized neutrophilia of various organs occurred at both
. doses. The NOEL was less than 50 mg/kg/day (MRID 00029972)

c. Chromc Toxnclty

S The required chronic tox1c1ty study in rodents is satlsﬁed by a chromc/carcmogemcrty
- feeding study in rats (MRID 000445 85)

: In a 2-year chronic toxicity study, amitraz was administered to dogs, by oral capsule,
- at doses of 0, 0.1, 0.25 or 1.0 mg/kg/day. The systemic NOEL was 0.25 mg/kg/day. The
LOEL was 1.0 mg/kg/day, based upon central nervous system depression, increased blood
glucose levels and hypothermra (MRID 00044586)

~d. Carcmogemcxty

Carcmogemc effects were not observed ina combrned chromc/carcmogemcrty study.
Wistar rats were fed levels of 0, 15, 50, or 200 ppm (0, 0.77, 2.5 0r 10.18 mg/kg/day for
" males and 0, 0. 97, 3.13 or 12.59 mg/kg/day for females) for two years. The systemic NOEL
was 15 ppm. - The systemlc LOEL was 50 ppm, based upon findings of aggressive or - ’
excitable behavior, clinical s1gns and reduced werght gam at this level and at 200 ppm
- (MRID 00044585) : :

. Ina carcinogenicity feeding study, CFLP mice were fed diets containing 0, 25, 100, or
400 ppm amitraz (0, 3.75, 15, or 60 mg/kg/day) for 80 weeks. Amitraz produced :
. lymphoretlcular tumors in females at 400 ppm, the highest level studied. Tumors were not
evident at the mid dose level of 100 ppm. The systemic NOEL was 25 ppm, due toa
reduction in body Werght gam at. hrgher doses (MRID 0011 1886)

.'In another carcrnogenrclty feedlng study, B6C3F1 mice were fed diets containing
0, 25, 100, or 400 ppm amitraz for 104 weeks. Amitraz produced liver adenomas and
. carcinomas as well as lung adenomias at the highest dose level studied, 400 ppm

(50.1 mg/kg/day for females and 44.7 mg/kg/day for males). Tumors were not evrdent atthe

next dose level (100 ppm; 15 mg/kg/day). The systemic NOEL was less than the lowest level -
tested. The systemic LOEL was 25 ppm (the lowest level tested; 2.6 mg/kg/day for females -
and 2.3 mg/Kg/day for males), based upon stomach hyperkeratosrs spleen hematoporesrs and
- liver changes (nodules; and telangretactlc and basophilic foci). Hyperactive or aggressive

~ behavior, reduced weight gain, and a reduced ‘myeloid/erythroid ratio in bone marrow were

" observed at the 100 and 400 ppm levels MRID 00013952) ‘

Amitraz is currently classified by the Agency's Health Effects D1v1sron Cancer Peer
Revrew Commlttee (October 1990) asa “Group C" (possrble human) carcrnogen based on the




finding of combined hepatocellular adenomas and carcinomas in female B6C3F1 mice. A
quantification of the risks was recommended by the Committee. The upper bound (95%) of
the estimated potency (Q,*) for amitraz was calculated to be 5 x 10?2 (mg/kg/day)™. This new
classification reflects a change from previous evaluations. In 1986 the Office of Research and
Development's Cancer Assessment Group concluded that amitraz should be classified as a
"Group C" carcinogen, with no risk quantification, based on the same carcinogenic evidence.
In the same year (02/24/86), the FIFRA Scientific Advisory Panel concluded amitraz should
be classified in Group D (not classifiable as to human carcinogenicity).

o

e. Developmental deicity

In two developrnental toxicity studles Wlstar rats were dosed W1th amitraz ato, 1, 3
or 12 mg/kg/day, by gavage (assumed route). No treatment related maternal or
developmental effects were observed in one study In the other study, the maternal and
developmental NOELs were 3 mg/kg/day. Both maternal and reproductive LOELs were
12 mg/kg/day, based on decreased weight gain. These studies do not satisfy the data
requirements for developmental toxicity, but together they can be used for risk assessment
(MRIDs 00029959; 00029960).

In another developmental toxicity study, New Zealand White rabbits were dosed with
amitraz at 0, 1, 5, or 25 mg/kg/day, from gestation days 6 through 18. The NOEL for both
maternal and developmental effects was 5 mg/kg/day. The LOEL for both maternal effects
(reduced body weight and increased abortions on gestation days 17 to 20) and developmental
effects (decreased litter size and weight, and reduced implantation and viability indices) was
25 mg/kg/day. This study does not meet the present Agency standards for a developmental
toxicity study, but the information is adequate for risk assessment purposes :

(MRID 00029961).

f. Reproductive Toxicity

In a multi-generation reproduction study, (MRID 00029962), Boots-Wistar rats were
fed diets containing 0, 15, 50, or 200 ppm amitraz. The systemic toxicity NOEL was
50 ppm (4.84 mg/kg/day/ male and 5.22 mg/kg/day/female) and the LOEL was 200 ppm
(16.41 mg/kg/day/male and 20.06 mg/kg/day/female), based on reduced body weight gain
and food consumption in F, animals. The reproductive toxicity NOEL (15 ppm;
1.47 mg/kg/day/male and 1.69 mg/kg/day/female) was lower than the systemic NOEL. The
reproductive toxicity LOEL (50 ppm; 4.84 mg/kg/day/male and 5.22 mg/kg/day/female) was
also lower than the systemic LOEL and was based on reduced litter size and pup survival in
all 3 generations (Fy, F,, and Fy), and a slight reduction in pup weights in the F, and F,
generations. Further reproductive toxicity was observed at the high dose (most of the F,
generation rats died, and there were not enough animals Al‘eft for subsequent matings). This




study was unacceptable and does not satlsfy the data requlrements for Guideline 83-4
(Reproductive Toxicity). A study addressmg the developmental neurotoxicity and
reproductive toxicity potentlal of amitraz in the rat is required as conﬁrmatory of the present
~data. : :

: g o vMuAtagenici'ty

Results of mutagenic studies (table below) indicate that amitraz is not mutagenic. )

‘Guideline : Study Type . ' C 'Results
84-2(a) Salmonella Reverse Gene Mutation (Amcs Negative at < 10 mg/plate, with/ without metabolic
| -Assay) ' , ) . activation. (Accession 253131)
84-2(a) | Forward Gene Mutation Assay mouse Negative at 0.06-20 ug/ml w/wo activation. I-]DT is
| L51 78Y lymphoma cells) highest non-cytotoxic dose. (Accession 253131).
84-2(b) In-vmo Structural Chromosome Aberratxon Negatlve up to cytotoxic and/or insoluble concentratxons ;
(human lymphocytes) | (MRID 4179501) :
84-4 . | Unscheduled DNA Synthesis (human ’ : Negatwe up to cytotoxic concentrations, w/wo activation.
embryonic lung fibroblast) . "~ .| (Accéssion 161011)
84-4 '| Morphological Transformation *. | Negative up to cytotoxic concentrations, w/wo actxvauon.
) (C3H/10T1/2 cells derived from mouse (Accession 161010)
embryo fibroblast :

o Two metabolltes of amitraz [N-(2 4- dlmethylphenyl)-N-methyl formamldme . ,
(BTS-27271)] and [2,4- dJmethylformanlhde (BTS-27919)] were also shown to be negatlve
for reverse gene mutation in the Salmonella assay (MRID 00161008). A third metabolite
'[2,4-dimethylaniline (BTS-24868)] was reported to be positive for forward gene mutation in
-the mouse lymphoma assay with metabolic actlvatlon (MRID 00161012)

h. Metabollsm

"Extensive metabohsm studles have been conducted w1th am1traz in several species,
1nclud1ng humans, baboons, dogs, rats, and mice. In all species, amitraz was rapidly
metabolized in the stomach, following oral administration, to form at least six metabolites,
‘among which are the three cited above. Metabolites BTS-27271 and BTS-27919 (which are
formed via hydrolysis at the C-N [N-methylmethan1m1dam1de] bond) are the primary
metabolites of amitraz. Excretion of metabolites occurred mainly in the urine over 48 hours
(62%-82% in all species) and to a lesser extent in feces (9%-39%), with no unchanged parent
compound observed in urine. The proportion of various metabolites recovered in the urine of
. all species was also similar. The highest levels of *C tissue residues in animals were found
-~ over 3 to 4 days in the liver, bile, kldney, adrenal glands and plgmented areas of the eye

: (MRID 00160964)
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i Dermal Adsorption

Male rats were given a dermal dose of 91 ug/cm? of amitraz. The material remaining
on the skin or in urine, feces, skin, digestive tract, and remaining carcass was analyzed at
24 hours and 120 hours after dosing. The mean percents of dose absorbed. were 6. 67% at
24 hours post-dosing and 7.79% at 120 hours post-dosing, indicating continued absorption
with time (MRID 42133501). A dermal adsorption rate of 7. 79% was recommended for
oncogenic risks assessment. : :

A subsequent dermal absorption study (MRID 43396801) has been submitted to the
Agency for review. Although the California Environmental Protection Agency, Department
of Pesticide Regulation (CEPA DPR), reviewed and found the study acceptable, the Agency
has determined the study to be supplementary. However, the Agency has concluded that the
study still supplies valuable information and concurs with California EPA that the dermal
absorption of 13.8% be used to estimate absorbed doses.

| Special Studies

Animal Study: A:: ‘raz was investigated for its effects on estrous cycles in female rats and
mice, and on hormcne levels in female mice. In 8 week old rats, administration of . '
20 mg/kg/day amitraz in the feed for 18 weeks resulted in a significant prolongation of the
estrous cycle length (length 4.3 days in control animals and'6.1 days in treated animals)
(MRID 00040323). Inmice, administration of 3.75 mg/kg/day (NOEL) for 28 weeks caused
no effects on the estrous cycle or on hormone levels. Higher doses of 15 and 60 mg/kg/day
given for the same time period produced increases in blood dehydroepiandrosterone sulfate
levels, reductions in progesterone and prolactin levels, and an elevated liver weight. At the
60 mg/kg/day dose there was also reduced body weight gain, decreased urea and glucose
levels, and prolonged proestrus with reduction of the duratlon of dlestrus ‘thus, there was no
overall effect on the total estrous cycle length.

Human Study: In a human double blind randomized crossover study of acute neurotoxicity, .
6 male volunteers were given sequential oral doses of amitraz by capsule, at 0.0625 or

0.125 mg/kg with a placebo control. There were at least 14 days between treatments. Vital
signs (pulse, resplratlon rate, blood pressure, and body temperature) and ECGs were taken.
Pupil responsiveness and psychomotor performance were evaluated. Urine was collected for
testing. Minimal and transient changes in blood pressure, temperature, ECG rate, and
psychomotor performance were observed at 0.125 mg/kg. In another human metabolism
study, 2 male volunteers given 0.250 mg/kg by oral route experienced sedation,
disorientation, and hypothermia. For the purpose of risk assessment, the human acute oral -
doses of 0.125 mg/kg and 0.25 mg/kg (for effects in two human subjects, should be used for
the NOEL and LOEL, respectively.
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k. Other Toxicological Considerations

Neurotoxw signs were observed in chronic oral toxicity studies in rodents (aggresswe
. or excitable behavior in mice and rats; MRIDs 00013953, 00044585) as well as in subchronic
and chronic oral toxicity studies in non-rodents (CNS depression and hypothermia in dogs;
MRIDs 00040345, 00028716, 00044586). Acute signs (hypothermla drowsiness, .
“disorientation) consistent with an effect on the CNS were also observed in human volunteers

L Reference Dose (RfD)

A RfD for amitraz was determined to, be 0.0025 mg/kg/day, based on a NOEL of
0.25 mg/kg/day from the chronic oral toxicity study in dogs (MRID 00044586). An
uncertainty factor of 100 (a factor of 10 each for interspecies extrapolatlon and intraspecies
variance) was used.  The critical effects were increased blood glucose concentration,
hypothermia and CNS depression. An ADI for amitraz was established by WHO (1990) at
0.003 mg/kg/day, based on the same chronic dog study and using the same uncertamty factor

The Agency's Rf.D Committee addltlonally concluded that developmental

o (MRID 00029959) and reproductive (MRID 00029962) toxicity studies in rats were

supplementary, and, therefore, neither should be considered as a reliable assessment of the -
developmental or reproductive toxicity potential for amitraz. Since there was some ev1dence
that amitraz was associated with reproductive and deévelopmental toxicity at relatively low
dose levels, and neurotoxicity was observed in both rodents and non-rodents, the reglstrant
should 1) submit a new, confirmatory combined developmental, neurological, and
reproduction tox1c1ty study in rats and 2) consult with the Agency on the protocols for this

- study. :

- 2.~ Exposure Assessment
a. Dietary Exposure .

The residue chemistry data base for amltraz 1s adequate and will support rereglstratlon '
~asa food use pest1c1de '

Plant Metabolism: The qualitative nature of the residue in plants is adequately understood.
The metabolism of amitraz in plants occurs via hydrolysis at the C-N [N-methyl-

* methanimidamide] bond to yield BTS-27271 and BTS-27919. ‘Both of these metabolites are
further degraded by a break of either the C=N or the C-N bond to form 2 ,4- d1methy1an111ne

' (2,4‘DMA or BTS-24868). Amitraz may also be demethylated to form N,N'-bis .

(2,4- dlmethylphenyl) methanimidamide (BTS-28037). Oxidation of the 4-methyl group on
2,4-DMA yields 4-amino-m-toluic acid (BTS-28369), and oxidation of the 4-methyl group on’
N-(2, 4-d1methylphenyl)formam1de yields 4-formamido-m-toluic acid (BTS-39098); another
tolulc acid metabohte is 4-acetam1do—m-tolu1c ac1d (FBC-31 158) The termlnal residues of
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concern are amitraz and its metabolites containing the 2,4-DMA moiety (BTS-27919 and
BTS-27271); these are the residues which are presently included in the tolerance expression
(MRIDs 00028664, 00028666, 00055718 00161022, 00161023 40590601,40590801,
40999502, 41206701) v

Animal Metabolism: The qualitative nature of the residue in poultry and ruminants’
following cral dosing is adequately understood. Studies involving laying hens and dairy cows
have indicated that amitraz metabolism is fairly rapid and that *he maj or route of elimination
is via the excreta. The metabolic pathway in poultry and ruminants is similar to that in plants.
The terminal residues of concern in animals, based on oral feeding studies, are amitraz and its
metabolites containing the 2,4-DMA moiety (BTS-27919 and BTS-27271). The results of a
swine dermal metabolism study (MRIDs 42969301, 43287101) indicated that the nature of -
the residue in swine following dermal application is similar to the nature of the residue
following oral dosing. In both ruminant oral and swine dermal metabolism studies, residues
in tissues consisted primarily of the (unregulated) amdlc metabolites, and lower levels of the
regulated metabohtes

Residue Analytical Method: There are two adequate methods listed in FDA's Pesticide
Analytical Manual (PAM Vol. II) for purposes of data collection and enforcement of
tolerances for residues of amitraz and its metabolites containing the 2,4-DMA moiety.
Methods I' (designed for animal tissues and milk) and II (designed for plant commodities) are
both GLC methods with electron capture detection, and convert residues of amitraz to
2,4-DMA by acid and base hydrolysis, respectively. 'The detection limits of the methods are
0.01 ppm for milk and 0.05 ppm for plant and other animal commodities. Amitraz and its
metabolites containing the 2,4-DMA. moiety have been tested using FDA's Multiresidue
Method Protocol D; the metabolite BTS-27919 was the only compound which could be
analyzed by this protocol (MRIDs 00046030, 00051929, 00051930, GSOOZ34013 40811310,
40811311, 40811312).

Storage Stabilig: Adequate storage stability studies have been conducted using fortified -
samples of citrus fruits, cow tissues and milk, and cottonseed. Residues of BTS-27271 and
BTS-27919 are stable in/on citrus fruits stored at -20°C for up to 18 months. Residues of
amitraz, BTS-27271, and BTS-27919 are stable in cow tissues and milk stored at -20°C for up
to 12-15 months. Residues of amitraz are stable in cottonseed for over one year of frozen
storage. The storage intervals and conditions from the magnitude of the residue studies in
plants are adequately supported by storage stablllty data (MRIDs 00046029, G800234014
40811308, 40811309, 40999508)

- Magnitude of the Residue in Plants: The magnitude of the residue data in food/feed crops -
for which there are presently registered uses (pears and cotton) are adequate. The residue
chemistry data for honey and honeycomb are also adequate (MRIDs 00046029, 00051717).

.14




Processed Food/Feed: There are no processed commodities associated with the use of
amitraz on pears. Adequate cotton processing studies indicate that the amitraz residues of
- concern do not concentrate in the hull meal, crude oil, refined oil, and soapstock processed

E from cottonseed following apphcatlon at exaggerated rates (MZRIDs 41444201, 41444202

: 41444203 41478901)

Magmtude of the Resldue in Me:at= Mllk, Poultry and Eggs' It is highly unhkely that beef

cattle would be.exposed to amitraz via consumption of treated commodities; dairy:cattle in
milksheds in which cottonseeéd is readlly available may be exposed to amitraz both dermally
" and in the diet. Residues of amitraz in meat, fat, and meat byproducts are likely to result from
dermal application only, while amitraz residues in milk may be the result of dermal -
application and/or consumption of the treated feed commodity. Acceptable dairy catile and
poultry feeding studies have been submitted, evaluated, and accepted by the Agency in
connection with several past or pending tolerance petitions. Magnitude of the residue studies .
in cattle following dermal application have been reviewed and found acceptable by the
Agency in conjunction with past petitions. (MRIDs 4081 1306, 4081 1307 40999504,
. 40999505, 41295501 41295502, 41295503) ‘

Confined/Field Rotational Crogs. A conﬁned rotational crop study was submitted in

connection with the effort to reglster the 1.5 Ib/gal SC/L formulation on cotton The guldehne :

~ requirement is satisfied. : : : .

Two field rotational crop studies were submitted and reviewed. These two studies
together were adequate to satisfy the requirements of Guideline 165-2 for cotton. The data ‘
support the crop rotation restrictions of 44 days for "root and leafy vegetables" and-of 60 days
for "small grains and other crops" for amrtraz when used on cotton (MRIDs 40999509 (

" 416373 oz) :

“ The published tolerance for pears (2 ppm) was based ona pre-harvest 1nterval (PHI) of
14 days.

b - Occupatidnal and Residential Exposure

An occupatlonal and/or residential assessment is required for an active 1ngred1ent if
(1) certain toxicological criteria are triggered and (2) there is potentlal exposure to handlers
(mixers, loaders, applicators, etc.) during use or to persons entering treated sites after .
apphcatlon is complete. :

| (1)  Use Summary
Amitraz is an 1nsect101de/acan01de used to control whitefly; pear psylla, dog and

livestock ticks, lice, and mange mites. Amitraz is formulated into a wettable powder (WpP)
and emulsifiable concentrates (EC) for use on pears, soluble concentrate/hqmd (SC/L). for use
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on cotton, and impregnated collars for use on dogs. One EC formulation is also registered for
dermal treatment of cattle and swine. Amitraz is applied as an airblast and concentrate spray -
to pears, by ground boom or aircraft to cotton, and as a dip or low pressure hand spray to
swine, beef cattle, and dairy cattle. Impregnated collars are used to control ticks on dogs.

Application rates are as follow:

L For pear use, application rates range from 0.187 to 1.51b ai per acre, with a
maximum seasonal rate of 3 1b ai/acre. The typical rate for pear treatment -
(1.491b ai/A;) is almost half the maximum seasonal rate.

L For cotton use, application rates are 0.125 to 1.0 Ib ai per acre, with a maximum of .
8 applications per year. ‘

L For livestock use an apphca’aon rate of 0.2 1b ai/50 gallons 2 gal/anlmal) w1th a
repeated apphcatlon in 10 to 14 days recommended..

Some products containing ‘amitraz are intended ptimarily for occupational use and one -
is primarily intended for homeowner use (pet collars) ~

2) Summary of Texicity Concerns Impacting
Occupational and Residential Exposures

Acute Toxicity: The acute toxicological database for amitraz indicates tox1c1ty category II
for acute dermal toxicity, III for acute oral and acute inhalation toxicity, toxicity category IV
for eye irritation potentxal and skin irritation potential. Am1traz is not a sensitizer. The vapor
pressure for amitraz is low. :

Other Adverse Effects: In a human study, acute exposure to amitraz was associated with -
central nervous system (CNS) toxicity symptoms of sedation, disorientation, and ’
hypothermia. The NOEL for acute human neurotoxicity (0.125 mg/kg) was selected by the
Agency’s HED Toxicological Endpoint Selection Committee to be the acute toxicological
endpoint for short-term occupational risk. Studies also indicate that a.tmtraz causes cancer in
animals. It is currently classified as a "Group C" (poss1ble human) carcmogen with an upper
bound (95%) of the estimated potency (Q,*) of 5 x 102 (mg/kg/day)”, based on findings of
combined hepatocellular adenomas and carcinomas in female B6C3F1 mice. Amitraz may
also cause neurological, developmental, and/or reproductive adverse effects in animals but the
data are incomplete. Studies indicate that a dermal absorption rate of 13.8% and an inhalation
absorption rate of 100% shoui:} be used to estimate occupational/residential exposures.
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- (3) Summary of Potentlal Occupatlonal and Resndentlal
Exposures : -

- Handlers (Mixers. Loaders. Applicators. etc.) Exposures: The Agency has determined
that there is an exposure potential for handlers (mixers, loaders, applicators, etc.) during the
usual use-patterns associated with amitraz. Exposures to mixer, loaders and applicators are

- likely when hqu1d (emulsrﬁable concentrate) and wettable powder formula’nons are used.

Post-Application Exposures ‘The Agency has determined that there isa potentxal for an
exposure risk for persons entering treated sites after apphcatlon is complete, especlally for -
entry into treated pear orchards and cotton fields. - '

“4) Mlxer/Loader/Apphcator Exposure

Mlxer/loader/appllcator (M/L/A) exposure data were subrmtted for the end-use product
Mitac® WP that is applied by open cab/airblast to pear trees (pear orchards) .
(MRID 42496003). In the study, the applicator also performed the mixing and loadlng v
activities. The monitoring period ranged from 13 to 17 mix/load/spray cycles per day over a
period of approximately ¢ 6to 7 hours Each cycle cons1sted of applylng 1.51b ai in 400
gallons of water per acre

No exposure data were submltted for the cotton and livestock uses. Consequently
surrogate data from the Pesticides Handlers Exposure Data Base (PHED) are used to-assess
handlers exposure from these two uses. ,

Based on amltraz pattern of use, several exposure scenarios are plausrble as defined by

 the types of application equipment and procedures that may be employed by amitraz handlers. o

These include the mixing, loading, and application activities associated with the use of
amitraz to treat pear orchards, cotton fields, and livestock. The routes of exposure are both
dermal and inhalation. The exposure scenarios are presented in the attached Table 1 along -
with the correspondmg exposure assessment. The data have been normalized to simulate
‘workers wearing a single layer of clothing (coveralls or long pants plus long-sleeve shirts) and
chemrcal-resrstant gloves Shoes and socks are assumed :

Handlers exposure may be expressed as the dally dose (DD) accordmg to the
followmg equatlon : : .

DD = A/day x Ib ai/A x Unit Exposure x abSOggtion rate .
' handler's kg body weight -
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where: .
- - the unit of exposure = mg/lb ai handled |
- absorption rates are 13.8% (dermal) and 100% (1nhalatlon) L ‘ B
- handler's body weight = 76 kg - 1
- handlers wear a single layer of ¢lothing (coveralls or long pants plus long-

sleeve shirts) and chemical resistant gloves .
- Shoes and socks are assumed.

The exposure assessment for pear uses used the exposure data from the registrant-
submitted studies (MRIDs 42496003, 43396801) and the followmg assumptlons

- 17 acrés are treated per day,

- Application rate = maximal/typical rate for all M/L/A exposure scenarios
(1.51b ai/A; tw1ce/year) + minimal Tate (0.187.1b ai/A; once/year) for scenano ,'
Ion Table 1, and '

- M/L/A Dermal @) and Inhalation (T) Exposure Units in mg/lb a1 handled as
follows: ,

. 4.13/0.03 (M/L/A open bag; open cab; air blast)

. 0.2/0.0037 (M/L; open bag)

. 0.02/0.003 (M/L; water soluble pack).

. 1.8/0.0037 (A; open cab; air blast)

. 0.02/0.0037 (A closed cab; air blast) .
The exposure assessment for cotton uses used surrogate data from PHED the high -

application rate (1 1b ai/acre), and the following: assumpnons

- A liquid formulatlon isused, '

- - A ground boom applicator can treat 100 acres per day and aerial appllcators
can treat 350 zcres per day. For the aerial applications, the mixer/loader and
application functions are assumed to be conducted by separate individuals.
For the ground boom application, these functions ‘may be performed by the v
same or by separate individuals, and :

- D/I Exposure Units in mg/Ib ai handled as follows:

. 0.113/0.0037 (M/L/A; ground boom open pour)

. 0.0046/0.00007 (M/L.; ground boom; closed system)
. 0.014/0.0004 (A; ground boom; open cab)

. 0.0046/0.00006 (M/L; aerial support; closed system)
. 0.004/0.001 (A; pilot)
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The exposure assessment for hvestock uses used surrogate data from PHZED A
-scenario was selected in which a low pressure sprayer was used to Spray manure and poultry ‘
litter indoors. The followrng assumptlons were used: - - :

- apphcatlon rate = 0.5 1b a1/ 100 gallons-(2 gal/ammal)
- exposure rate = 10 hrs/day, 3 days/yr 500 heads treated manure (maximal
’ exposure) '
- "Ahandleris exposed t0 0.2 mg/lb ai handled by the. dermal route and
- 0. 03 mg/lb ai handled by 1nhalat10n route. -

Handlers s dermal 1nha1atxon and total (dermal & mhalatron) darly doses are shown in
. Table 1 of this section. Pear use is associated with the highest total exposure ,
(0.022 mg/kg/day), followed by cotton use (0.024 mg/kg/day), and lastly, by livestock use *
(0. 004 mg/kg/day). Within the pear use handlers' group, exposures are highest when the
mixing/loading is accomplished using an open system and the apphcatwn is by open -
cab/airblast (exposure scenario I) (0 22 mg/kg/day). Total exposure is low when the
mixing/loading is accomplished using water soluble packs (exposure scenario III) -

(0.0011 mg/kg/day), and the appllcatlon is by closed cab/air blast (exposure scenario V)

(O 0011 mg/kg/day)

These calculations of dally exposure to amrtraz by handlers are used to assess the nsk |
to those handlers.
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o) Post—Applicatidh Exposure -

Post-application exposure is greatest durifng post-application tasks requiring substantial -
dermal contact with treated foliage (i.e., limb spreading and fruit thinning or harvesting). The
significant route of exposure is dermal. Inhalation exposure during post-application actlvmes

“is expected to be minimal, because amitraz has a low vapor pressure. :

Fohar d1slodgeable residue (FDR) data were submltted by the registrant for amltraz
and its two metabolites BTS-27271 and BTS-27919 (MRID 42496002). In the study, two -
applications (14 days apart) of the wettable powder formulation, at the highest rate (1.5 1b./A),
‘were applied to pear ¢ orchards located in the Yakima Valley, WA, a principal pear growing
region. The residues remained constant for 21 days. Because of thls lack of d1s51patlon itis
possible that the residues measured are from both treatments. »

_ The average dally exposure (ADE) is estlmated based on only one apphcatlon at the
maximum rate and assuming a worker' body weight of 7 6 kg, an 8-hour work day, a dermal
absorption rate of 13.8% and a transfer coefficient of 3800 cm%hr. ADEs are expressed as the
systemic dose, which includes exposure to the foliar dislodgeable residues of amitraz and
BTS-27271 (the residue of concern for neurotoxic effects). Systemic doses are estimated for
various post-application time points up to 35 days The estimated systemlc doses are shown ‘
1n Table 2 of this section. , .

. : . Table2 '
. PEAR Use: Post-Applxcatlon Exposures and MOEs ’
) Deys after Ariutraz Residues . | BTS 27271 Combined Systemic Dose | MOE
Treatment pglom? . Residues : Residues mg/kg/day
1 uglfem? ' ug/em? ’ .
0 ©}-0.33 . 6.06 B 0.39 - 0.222 5.7
1 loss . loos 0405 | 0.023 | |54
2 _ ‘0.335 ] l | 0065 - '0.40 o 0;022 > 5.7
: 5‘ 0.31 "0.055 l v 0.365 | 0020 ¢ : .6.2
7 logo . loos o045 loozs  |so0
14 ]030 ~ loos . lo3ss 0019 |66
21 o3z 0.045 . |o3es 0.020 - 162
28 lons - 0035 015 looos ~ |is0
35 | 0135 .- {oo03 - 10.165 o ‘o"oo9‘ S I V.Y

Systemlc Dose includes the dlslodgeable residues from amitraz plus the metabolite BTS-27271. Residues reflect one apphcatlon (’/2 the total
residue for two treatments), the use of atransfer coefficlent of 3,800 crfrlir and 2 76 kg individual (CA standard), '
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The US EPA performed regression analysis for amitraz and its metabolites and agrees
with the California Environmental Protection Agency, Department of Pésticide Regulation
(CEP- *)PR) regarding the length of time required between applications when based solely
on th. . atural log of the dissipation rate. In the study submitted by the registrant (both
Federa and State agencies agree was not of high quality), there was no apparent dissipation
until 21 days after the second application. After the 21st day, residue levels drop-off by about
two thirds and remain constant until the 25th day (the last day of sampling). This "tailing-off"
of data coupled with linear regression analysis can suggest some very slow dissipation rates.
Addmonally, the Agency determined that for pears a 28-day interval is required for a Reentry
Interval (REI) because MOEs are greater than 10 only after 28-days, and with amitraz an '
MOE greater than 10 is acceptable because the NOEL was determined on a human study

What is most notable about the data is the sudden drop-off, whlch comcldentally or
not, is 35 days after the first application. Thus, rather than over-interpreting the marginal
data, US EPA decided to use the most significant aspect of the study, the sudden drop-off.
The Agency has also requested confirmatory data because the current study was conducted in
the absence of concurrent dermal exposure data. In a recent meeting with representatives of
US EPA, CEPA DPR, and Health Welfare Canada, it was agreed that the 35 days between '
applications (with confirmatory data) is preferred over the use of linear regression. . :

Potential exposure resultrng from the cotton use, use in livestock burldmgs and on
animal collars is minimal.

Cotton Use: Potential exposure is mlmmal because of the lower application rate ‘and the
mechanical harvesting of cotton. : :

" Livestock Buildings: Since livestock bulldlngs are often well ventilated or have controlled
environments with adequate ventilation, inhalation exposure is minimal.

Animal Collars: The Agency has assumed that the potential for contact with amitraz to
children exposed to pets wearing animal collars is negligible because of the type of
formulation (impregnated plastic), the low duration and frequency of exposure. In a previous -
Agency assessment addressing potential exposure to children resulting from impregnated pet
collars, these exposures were also consrdered negligible.

6) Addltlonal Occupatnonal/Resrdentlal Exposure ’
Studies -

Mixer/loader/applicator (i.e. handler) exposure study requlrements are addressed by
Subdivision U of the Pesticide Assessment Guidelines. Additional confirmatory exposure
studies for handler (mixer, loader, applicator) exposure are required at this time. Due to the
limited data available reflecting applications to livestock, the Agency is requiring
confirmatory dermal exposure (Guideline 231) and inhalation exposure data (Guldehne 232)
to support the reregistration of the hvestock spray and dip treatments.
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_ ~ Post-application exposure study requirements (i.e; reentry) are addressed by
Subdivision K of the Pesticide Assessment Guidelines. Addmonal confirmatory exposure

studies for post—apphcatlon exposures are required at this time. Due to the uncertainties

~ associated with using a generic transfer coefficient and the minimum quality data submitted
by the registrant, The Agency is requiring concurrent DFR (Guideline 132-1a) and dennal

exposure (Guideline 133-4) data to support the rereglstratlon of am1traz on pears '

3. _ Rlsk Assessment
a. Dletary Risk “
~ The following data wereusedto assess ami‘traz'sdietary risk:
B @ Toxicological Endpoints :

e An estimated unit risk (Ql*) of 0.05 (mg/kg/day) for carcmogemc dletary nsks
, assessment, ' .

/

e A RfD of 0.0025 mg/kg bodywe1ght (bwt) per day, for chronlc dletary nsk assessment,
-~ and '

-~ ® . ANOEL of 0. 125 mg/kg bwt, for acute dretary nsk assessment, based ona human
© acute neurotoxxcrty study o , :

@ Residuelnformation -

Food uses evaluated in the DRES analysis are the publlshed non-zero tolerances hsted
'in 40 CFR 180.287 and in the Tolerance Index System (TIS) for the combined residues of
amitraz and its metabolites BTS-27271 and BTS-27919, expressed as the parent compound.
~ All published non-zero tolerances for amitraz are being supported through reregistration.
Although the registration for honey has been voluntarily canceled, 1t should be noted that the
. tolerance still exists and existing stocks are st111 belng used. -

For chromc and carcinogenic rlsk assessment, the DRES analysrs uses antlclpated
residues (ARs) and percent crop treated data. AR values for pears reflect a-14-day PHI and
use of the WP formulation. The DRES analysis uses mean ARs for pears. The chronic ARs
~ for pears reflect the amitraz parent, BTS-27919, BTS-27271, and 2,4-DMA. All other ARs

used in the chroni¢ exposure analysis and cancer risk assessment are based on field trial data, -
processing studles,plant and animal metabolism studies, livestock feeding and direct dermal
application studies. Average values, not maxima, were used for the chronic analysm if both
.were available.. A default of 100 percent crop treated is assumed for honey, since an estimate
. 'was not available from the data. Chronic risk is also assessed based on tolerance levels and-
- 100% crop treated information. : ' Lo
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The DRES acute analysis uses high end residues for pears associated with the
currently. required 14-day PHI. The review of a new-pear field trial submission (MRID
43370301) reflecting residues at the 14-day PHI, supports the registrant's contention that total
amitraz residues resulting from application of the WP formulation are generally lower that " o
those resulting from application of the EC formulation. Residues of concern for neurotoxic
effects (i.e. amitraz and BTS-27271) were lower overall than those of the currently regulated
(determined using the common moiety) residues. The acute AR (pears) for amitraz plus ,
BTS-27271 is 0.42 ppm. :

(3) Results = ' .

Chronic Dietary Risks: The DRES chronic exposure analysis assumes tolerance level
residues and 100 percent crop treated information to estimate the Theoretical Maximum
Residue Contribution (TMRC) for the overall U.S. population and 22 populatlon subgroups.
Refinements in residue and percent crop treated information were considered in calculating
the Anticipated Residue Contribution (ARC) for those same population groups. The ARC is
considered the more accurate estimate of dietary exposure. These exposure estimates were
‘then compared to the RfD for amitraz to get estimates of chronic dietary risk.

Based on tolerance level residues and 100% crop treated data, the TMRC for the
overall U.S. population is 0.000795 mg/kg bwt/day (32% of RfD), with a 14-day PHI for
~ pears. The TMRC for non-nursing infants less than one year old, the DRES subgroup most
highly exposed, is 0.005556 mg/kg bwt/day (222% of RfD), with a 14-day PHI for pears.

Based on average ARs and percent crop treated data, the ARCs for the overall U.S.
population is 0.000028 mg/kg bwt/day (1.1% of RfD) with a 14-day PHI for pears. The
ARCs for non-nursing infants less than one year old, the DRES subgroup most highly
exposed, is 0.000113 mg/kg bwt/day (4.5% of RfD) with a 14-day PHI for pears. Based on
the low ARC:s, it appears that chronic, non-cancer dletary nsk from exposure to amitraz is

minimal.

Carcinogenic Dietary Risk: The upper bound carcinogenic risk from amitraz may be
estimated for the overall U.S. population using the following equation:

Upper Bound Cancer Risk = Dietary Eprsure (ARC)x Q,*

A Q;* of 5.0 x 10 (mg/kg/day)™ and a 70 year lifetime exposure were assumed in this
calculaﬁqn. Upper bound cancer risks by commodity are listed in the following table: ™
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Table 3 - Upper Bound Estlmates of Cancer Rlsk by Commodlty
Commodlty HE : Upper Bound Cancer Risk
pears (PHI = 14 days) _ R  84x107 K
r;eultry andeggs e  27x107
homey . | - ' 13x107
milk T B 6.8 x 10°
beef , . _ . 87x%x10%
hogs IR ’ _22x10°
cottonseed - o __ 80x10™
TOTAL ' - o ' )
14-day PHI for pears : o S 14x10°

- The bulk of exposure is attributed to one commodrty, pears; (58% of total exposure
based on 14- day PHI). Upper bound cancer nsk is1.4x10° from pubhshed uses.

" Acute Dietary Risk: The DRES detalled acute exposure analysis evaluates individual. food
consumption as reported by respondents in the USDA 1977-78 Nationwide Food

- Consumption Survey (NFCS) and estimates the distribution of single day exposures of -
consumers through the diet for the U.S. populatlon and certain subgroups. The analysrs :
assumes uniform distribution of amitraz in the commodity supply. Because neurotoxicity is
the endpornt of concern, exposure and risk are calculated for all standard DRES subgroups.

The Margm of Exposure (MOE) is a measure of how closely exposure comes to the .
NOEL (the highest dose at which no effects were observed in the study), and is calculated as
the ratio of the NOEL to the exposure (NOEL/exposure = MOE). In general, an MOE of 10
or greater is considered acceptable when the NOEL is based ona human study.

, For this analysis, MOEs are calculated using both hrgh end exposure and 98th
percentlle exposure for all five of the standard DRES subgroups (U.S. population - 48 states,
Infants <1 yr., Children 1 through 6 years, Females (13+ years) and Males (13+ years)

The acute ant1c1pated res1dues (pears) for amitraz + BTS-27271 (the residue of
concern for neurotoxic effects) is 0.42 ppm. Based on the 14-day PHI and at 98" percentile
consumptlon values for pears, MOEs are greater or equal to 10 for all U S. populauon
subgroups

The reglstrant submltted pear processmg data (MR]D 43396902) in support of the
Canadian registration and continued U.S. registration and to determine if the data should be _
included in the Agency's risk assessment. The Agency concluded that the processing data
not be included in the dletary risk assessment smce madequate 1nformatlon was prov1ded
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regardmg sampling and the analytical method used The Agency does not typlcally use
monitoring data to assess the acute risk.

}

b. Occupational/Residential Risk
Q) Toxicological Endpoints
The toxicological endpoints of concern for occupationel exposure are (1‘) acute
neurotoxicity resulting from short-term (one day to one week) and (2) the classification of
amitraz as-a "Group C" (possible human) carcinogen, with an upper bound (95%) of the ‘
estimated potency (Q,*) of 5 x 10?2 (mg/kg/day)'1
() Calculating Risk

Risk of Excess Cancer: Upper bound (95%) carcinogenic nsk may be estlmated using
the following equation: . :

Upper Bound Cancer Risk = LADD x Q,*

~ where Q,* = 5 x 102 (mg/kg/day)™ and .
LADD = Total daily dose (from Table 1) x days/year x 35 years
: 65 days 70 years

Risk of Neurotoxicity: Acute neurotoxicity nsk may be expressed by the margin of
ex-nsure (MOE) according to the following equatlon '

Margin of Exposure (MOE) = 

NOEL (mg/kg/day) -
Exposure (mg/kg/day)

where the NOEL = 0.125 mg/kg/day, and exposures are the total (dermal + 1nha1at10n)
exposure values from Table 1. The MOEs take into consideration all currently required PPE.
Because the toxicity endpoint is from a human study, MOE:s less than 10 would trigger an
acute neurotoxicity risk concern. . :

, (3) Risk to Handlers (Mixers, Loaders, Applicators, etc.)

Risk of Excess Cancer from Long-Term Exgosures Handlers using amitraz to treat pear

orchards, cotton fields, and livestock on a long-term basis may be at risk from its carcinogenic
effects. Handlers' estimated upper bound cancer risk are shown in Table 4 of this section.
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The highest carcinogenic risk is associated Wrth the pear use (1.2x 10%), followed by cotton
use (1.6 x 107, and lastly, by livestock use (8.2 x 10”7). It is the Agency's policy. to seek risk
reduction for non-dietary cancer risk to the greatest extent possrble preferably to the
neghgrble level.

Therefore the Agency expects to reduce these risks as a result of the followmg
measures required in this document. These measures include increasing the interval between
-amitraz applications to pears, increasing the restricted-entry interval (REI) for both pears and
. cotton, specifying minimum (baseline) personal protective equrpment (PPE) for all
occupatlonal uses, and requmng engrneenng controls. :

Addmonally, in order to reﬁne the risk assessment the registrant is requlred to submit a
’ developmental/neurologlcal/reproductrve study and a drslodgeable foliar resrdue (DFR) study

~ as confirmatory data

Risk of Neurotoxic Effects from Short-Term Exposures: MOEs associated with the pear,
.cotton, and livestock uses are shown in Table 4. MOEs are greater than 10 for most exposure

scenarios. MOEs are less than 10 for only three scenarios of handler exposure 1nclud1ng D

~ Scenario I (pear-use involving the wettable powder formulation mixed/loaded via open bag _
. and applied via open cab/air blast) applied at both the maximal (and typical) and minimal
rates, 2) Scenario IV (pear-use involving the wettable powder formulation applied via open
cab/air blast) and 3) Scenario VI (cotton-use 1nvolvmg the liquid formulation mlxedlloaded
via open pour and applied at the maxrmal rate via ground boom)

- The risk mitigation measures being 1mposed for handlers should mltlgate these high
risks to. acceptable levels. These measures 1nc1ude those outlined in Sectlon IVBA4.
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@) Risk from PbsthppliCation Expdsures |

Risk of Excess Cancer from Long-Term Exposures: Reentry workers involved on a long-.
term basis with post-application tasks requiring substantial dermal contact with treated foliage
resulting from the pear use (i.e., suckering, limb spreading and fruit thinning or harvesting)
and resulting from the cotton use (i.e., harvesting and crop-advising) may also be at risk from
amitraz carcinogenic effects. o o T '

Based on the foliar dislodgeable residue data obtained from application of amitraz to
pears, and with an REI of 28 days, the estimated carcinogenic risk for the reeentry worker is
not expected to exceed 1.0 x 10™. Again, because the Agency's policy intent is to seek risk
reduction for non-dietary risks to the greatest extent possible, preferably to the negligible
. level, the Agency is increasing the restricted-entry interval (REI) for both pears (from 24
- hours to 28 days) and cotton (from 24 to 48 hours) and mandating of minimum (baseline) .
personal protective equipment (PPE) for all occupational uses as well as engineering controls. -

Risk of Neurotoxic Effects from Short-Term Exposﬁres: MOEs for the pear use wéré 50

at 7 days following foliar applications and 6.6 at 14 days following foliar applications, based
on the human acute neurotoxicity NOEL of 0.125 mg/kg/day and on exposure values
representing the foliar dislodgeable combined residues of amitraz plus its two metabolites
BTS-27271 and BTS-27919 (systemic dose values in Table 2). . . ‘ o
The data the registrant has submitted for purposes of estimating reentry exposure -
consist of two-sided DFR (dislodgeable foliar residue) data collected from pear leaves on pear
trees growing in eastern Washington state. DFR data were collected following two =~
applications timed 14 days apart. The residues remained constant for 21 days. Because of -
-this lack of dissipation, its possible that the residues measured are from both treatments. One
- major flaw with the DFR study however, is the fact that the residues were not dislodged from
the leaf samples until up to 103 days after they were collected. Although, they were
maintained in freezer storage during that time, some residues, that would have otherwise been
. dislodged, may have been absorbed into the foliar matrix. - ‘ . o

, . Neurotoxicity risks resulting from the use of amitraz on cotton could only be roughly
estimated, because of lack of data. The Agency roughly estimated risks to cotton harvesters

and crop advisors (i.e., scouts) by using a dermal transfer coefficient similar to that for pears,
prorating the dislodgeable foliar residue used for pears to reflect the lower application rate in
cotton, and estimating 8 hours of daily exposure for harvesters and 6 hours of daily exposure
for crop advisors. -The MOE for cotton harvesters was undcceptable (less than 10) at both 24
and 48 hours after application. The roughly estimated MOE for cotton scouts was marginally

~acceptable (approximately 11) at 24 hours after application. Due to the low MOEs obtained
from the rough risk assessment, the low MOE values for mixers, loaders, and applicators for

. cotton uses, and the lack of cotton-specific post-application exposure data, the Agency is
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requiring worker safety measures to mitigate the post-apphcatton exposure nsks to cotton
workers. . Refer to Section V for a 11st1ng of these

, Neurotoxicity risks resulting from the use indoors on livestock are considered
negligible for r=: :try workers, since the expected inhalation and dermal exposures are .
assumed to be n::gligible. - Additionally, neurotoxicity risks resulting from the use of amitraz
in pet collars is also considered negligible for homeowners, 1nclud1ng children, because the
expected exposure is negligible. r

Due to the uncertainties associated with using a generic transfer coefficient, and the
questionable data submitted by the registrant, the Agency is requiring worker safety measures.
to mitigate risk to post—apphcatlon workers. Refer to Section V for a hstmg of these
measures. :

C. Environmental Assessnient -

* There are sufficient data for a comprehensive qualitative environmental fate
assessment. The October 1987 Amitraz Registration Standard required the following
environmental fate studies: hydrolysis, photodegradation in water and on soil, aerobic and
anaerobic soil metabolism, leaching and adsorption/desorption, lab and field volatthty studies,
soil dissipation, and accumulatxon studies in fish and in aquatic non-target organisms.

At this time, however, only a preliminary quantltatwe assessment is possible. The
environmental fate data base review indicates the following studies are still required: Droplet -
size spectrum (Guideline 201-1), and drift field studies (Guideline 202-1). Additionally,
although the aged portion of the leaching/adsorption-desorption (Guideline 163) is fulfilled, -
batch equilibrium data on the amitraz degradates BTS-27271 and BTS-27919 are required to
provide a more complete quantltatlve environmental fate and transport assessment

The existing environmental fate studies show that parent amitraz degrades rapidly in
the environment (aquatic and terrestrial) to form the primary transformation products
BTS-27271 and BTS-27919 and a secondary transformation product BTS-24868. Even
though parent amitraz is moderately mobile in sandy soil, it is of limited concern in ground
and surface water because of its rapid degradation. In contrast, amitraz transformation
products have been shown to be moderately persistent in aquatic and terrestrial environments
and appear to be relatively immobile in soil column and field dissipation studies. Additional
mobility studies (batch equilibrium) are needed in order to fully assess the moblllty of amitraz
transformation products in ground and surface waters. :
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S R Environmental Fate
a. Envnronmental Chemnstry, Fate and Transport Data

Hydrolxsls. The maj or route of degradatlon of amltraz in the environment appears to be
‘hydrolys1s Abiotic hydrolysis studies show that amitraz rapldly hydrolyzes to form the
primary transformation products BTS 27271 and BTS 27919 and a secondary transformatlon )
- product BTS 24868. The hydrolysis rate is inversely related to the pH of the medium,

- whereby amitraz hydrolyzes faster in slightly acidic environments (t,,, = 2 hours) than in
alkaline environments (t,,, = 25.5.hours). Furthermore, one of the transformation products
BTS 27271 hydrolyzes to form BTS 27919. In contrast to the primary degradation process,
this secondary degradation is faster in slightly alkaline environments (t,, =.5 hours) than in:
_slightly acidic environments (t,;, = 2,280 days). Although BTS 27919 is stable to abiotic .
‘hydrolysis, it appears to break down to BTS 24868 in the environment, probably by m1crob1al
‘ transformatlon (MRIDs 40780512 42124616, 42124617) .

Photodegradatlon. Photodegradatlon of amitraz 1n water. occurred at apprommately the
- same rate as the control, indicating that photodegradauon is not the primary route of -
degradation. Photodegradation of amitraz in soil is even more rapid with a DT, of less than
~ 20 minutes:(MRIDs 40780513, 41206703 100407805, 4144420)

Aeroblc and Anaerobic Soil Metabolism: In aeroblc soil metabolism studies, parent .
~-amitraz had a half life of less than one day. The amitraz transformation products formed
during aerobic soil metabolism were BTS 27271 (13% of applied), BTS 27919 (35% of
-applied), BTS 24868 (13% of applied), and CO, (35% of applied). The half-livesof -
. BTS 27271 and BTS 27919 ranged from 67-82 days and 61-117 days, respectlvely The -
amitraz transformation products have been found to be more persistent in soil metabolism
studies than parent amitraz. Similar degradation rates and transformation products were
. observed in anaeroblc soil metabohsm studies (N.[RIDS 40798003, 42124620)

Agquatic Metabollsm' In aquatlc metabohsm studies in microcosms, amltraz degrades
rapidly with a 50% (dissipation time (DTs) of less than 6 hours. The primary transformation
products BTS 27271 and BTS 27919 were more persistent than parent amitraz. The DT;, for
BTS 27271 ranged from 6-7 days, while the DTso for BTS 27919 ranged from 9-21 days
(MRIDs 42124618, 42124622 41444205). ‘ ‘

. Soil Adsorptlon' Parent amitraz had Freundlich adsorption coefﬁclents of 1.69 (1/n=0. 53) in
* a Shelby loamy sand soil, 3.01 (1/n=0. 76) in a Speyer sand, 89.13 (1/n=1 22) in a Terling clay
o loam soil; and 16.31 (l/n—O 75) in a Shelford Field clay soﬂ (MRIDs 41206704, 40780515).

Soil Column Leachmg Batch equlhbnum studies 1nd1cated that amitraz was moderately
“mobile in sandy loam, silt loam, and clay soils and was very mobile in sandy soils. Although
~ amitraz was considered moderately mobile in the environment, it degraded rapidly in the

~ environment and is not expected to be a concern m ground and surface waters. The ma] or
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transformation products of amitraz BTS 27271 and BTS 27919 appeared to be relatively
immobile .11 column leaching and field dissipation studies. H: - wver, soil TLC studies
indicated that BTS 27271 was moderately mobile in sandy lc;  _ silt loam, and clay textured

soils (Rf 0.36-0.48) and very mobile in sand (Rf 0.91). Itshc'  be noted that the .
physiochemistry of BTS 27271 and BTS 27919 suggest that t:.=y should be in the cationic
form (pK;>9.0) in most soil environments and could electrostatically bind to soil. Additional
mobility studies (batch equilibrium) are needed in order to fully assess the mobility of amitraz
trausformation products in ground and surface, waters (MRIDs 40931501, 42124614
42124615, 42124620 40780516).

Volatility: Although the amitraz transfonnation products (BTS 27271, BTS 27919 and
BTS 24868) have vapor pressures that exceed the 10° mm Hg trigger, laboratory soil
volatility data indicate that BTS 24868 and CO, are the only volatile products (MRID
40780518). , ‘

Bioaccumulation in Fish: Amitraz and its primary transformatlon products do not appear to
accumulate in fish. In bioaccumulation studies, the bioconcentration factors for viscera, flesh,
and carcass of bluegill sunfish were 1821X, 588X, and 1838X, respectively. Residues were
identified as BTS 27919, BTS 27271, and unidentified polar degradates. However, these
residues were ehmmated over a 14- day depuration period, indicating that amitraz residues do
not bloaccumulate in fish (MRIDs 41444206, 42124623, 407805 19, 00072503) ' g

Terrestrial Field Dissipation: The existing environmental fate data indicated that amitraz -
breaks down rapidly in the environment (t,, = 1 day) to form the transformation products

BTS 27271 and BTS 27919 and a secondary transformation product BTS 24868. Field
dissipation studies conducted in Florida, California, and Texas showed that these products
were more persistent than parent amitraz under typical use conditions. Field dissipation half-
lives for BTS 27271 ranged from 17-110 days and for BTS 27919 from 70-150 days. .
Although these studies indicated that amitraz residues for BTS-27271 and BTS 27919 were

+ retained in the surface 15 cm of soil, false positive detections of these products were found in .
deep soil samples. BTS-27271, BTS 27919 and BTS 24868 were detected at depths of 30 cm
(12 inches) in the Texas study. These data suggest that BTS 27271 and BTS 27919 are =~
moderately persistent and appear to be relatively immobile under actual ﬁeld condltlons
(MRIDs 40798004 41637301). :

Droplet Size Sgectrum and Field Drift Studies: Droplet size spectrum (Guldelme 201-1)
and field drift studies (Guideline 202-1) are needed to support ground spray, aerial spray, and

air-blast apphcatlon methods for amitraz. Spray drift studies are required for aerially applied
insecticides (e. 8 air blast, etc.) with Tox 1 or Tox 2 classifications; or if the insecticide is
deemed as posing an environmental hazard. The registrant may elect to satisfy both data
requirements through the participation in the Spray Drift Task F orce. .




b. Envnronmental Fate Assessment

There are sufficient data for a comprehensive qualitative env1ronmental fate .
assessment of amitraz. Based on acceptable and supplemental environmental fate data from
the Registration Standard to present, indicates that parent amitraz degrades rapidly in the’
environment (tl,z-l day) to form the primary transformation products N-2 4-d1methy1-pheny1-
‘N-methylformanidine (BTYS-27271), 2,4- -dimethylformanilide (BTS 27919) and the
secondary transformation product 2,4- -dimethylaniline (BTS-24868). Soil column leachmg 7
~ studies indicate that BTS 27271 and BTS 27919 are more pers15tent than parent amltraz under
typlcal use conditions. ‘ : ‘

- Even though the parent amitraz is moderately mobile i in sandy loam, silt loam, and
clay soils and very mobile in sandy soils, it is of limited concern in ground and surface waters
“ because of its rapid. degradation. The same cannot be said about the dissipation of amitraz
- degradates. The major transformation products, though have been shown to be relatively
‘immobile in column leaching and field dissipation studies. Although there are acceptable

laboratory and field data on the degradation of BTS-27919 (t,,, = 10 to 150 days) and
BTS-27271 (t,,, = 7 to 110 days) and data requirements have been fulfilled for the mobility of
these compounds, only qualitative conclusions can be drawn on the mobility of the amitraz
degradates.- The mobility of BTS-27271 and BTS-27919 has been addressed in soil column
leaching, soil TLC, and field d1ss1patlon studies. These studies prov1de only a quahtatlve
assessment of pesticide partltlonmg between soil and water.

Addltlonal conﬁrmatory data on the moblhty of the primary amltraz degradates
BTS-27271 and BTS-27919 is necessary to complete a quantitative environmental fate -
- ‘assessment. Without clearly defined partition coefficients (Kds) from acceptable batch -
: equlhbnum studies on BTS-27271 and BTS-27919, the relative rates. of dissipation through
transport to surface water or groundwater cannot be assessed. - ‘Therefore, batch equilibrium
studies (Guideline 163-1) for BTS-27271 and BTS-27919 are requlred to allow for a complete
' quantitative environmental fate assessment. A more quantitative estimate of the fate of . '
BTS-27271-and BTS-27919 would provide a more precise measurement of the aquatxc effects
of these degradates. However, based on acceptable field dissipation data, the amitraz - o
degradates do not appear to be mobile under typical use condltlons —

2. Ecologlcal Effects'
a. Ecoldgical Effects Data
The October 1987 Amitraz Registration Standard requu'ed the following ecologlcal
effects data: "avian subacute dietary, avian reproductlon freshwater and warmwater fish

- toxicity, acute toxicity to freshwater, estuanne and marine orgamsms fish early llfe stage, and' .
aquatlc lnvertebrate life cycle :
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. There are sufficient studies on amitraz (the parent and its two primary degradatés -
BTS-27271 and BTS-27919) to permit a comprehensivg ecological effects assessment.

(1)  Terrestrial Data

Effects to Non-Target Birds: In order to estabhsh the tox1c1ty of amltraz to birds, the

following tests were requlred for the pear, cotton and cattle/swine uses: two subacute dletary
studies (LC,,) on one species of waterfow! (preferably the mallard duck) and one species of
upland game bird (preferably bobwhite quail or ring-necked pheasant); one avian single-dose
oral (LD,) study on one species (preferably mallard or bobwhite quail). For the dog use,
which is considered 1ndoor one avian single dose oral and one eight-day dletary LCs are

required.

The Agency required studies on the two majdr metabolites (BTS-27271, BTS 27919)
of amitraz because of their potential increased toxicity when compared to the parent

compound.

Avian Acute Oral Toxici

Studies: The existing data demonstrate that parent amitraz is

slightly toxic to mallard ducks. However, BTS-27271 is moderately toxic to the bobwhlte
quail and BTS-27919 is slightly toxic to the bobwhite quail.

Gdln. No. MRID No. Species %AL LD, Fulfills Gdin
71-1¢a) 00030451 _ Mallard Duck Technical 788 mg/kg Yes
71-1(a) 42124602 Bobwhite Quail 7 BTS-27271 (99% a.i. ) ;ll mg/ke Yes
71-1(2) 42124603 Bobwhite Quail BTS-27919 99.1%ai) 1827mghkg Yes

Avian Subacute Dietary Toxicity Studies: Parent and Primary Degrédates. The
acceptable subacute dietary toxicity data for amitraz techmcal and degradates, BTS-27271
and BTS-27919, are listed below:
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Gdln, No. MRID No. Species %AL LC,, Fuiﬁm Gdin
71-2(a) 00030452 Mallard_ Technical 7000 ppm _Yes
71-2(b) 00030453 Japanese Quail Technical 1800 ppm Partial
71-2(a) 40780501 Bobwhite 98.2% - 3081 ppm Yes
71-2(2) 42124604 Bobwhite BTS-27271 (99.91% ai) 1276 ppm Yes
71-2(a) 42124605 Mallarc BTS-27919'(9‘9; ai) >5200 ppm Yes
71-2(b) 42124606 Mallard __BTS-27271 (99% ai) >5200 ppm Yes
71-2(b) 42124607 Bobwhite * BTS-27919 (99% ai) >5200 ppm Yes




, The ex1st1ng data demonstrate that parent am1traz is practlcally nontoxic to the mallard
duck and slightly toxic to the bobwhite quail. BTS-27271 is practically nontoxic to the :
mallard and slightly toxic to the bobwhite quail. BTS-27919 is practlcally nontoxic to both
the mallard and the bobwhite on a subacute dletary basis. . :

Avnan Reproductlon Studles' Parent and Prrmagy Degradate' Av1an reproductlon

studies are required for the cotton and pear uses since amitraz may-be applied in multiple
applications. In addition, available laboratory and field datz indicate that amitraz degradates
may persist under certain environmental conditions: BTS-27919 ty, = 10 to 150 days
) BTS-2727 1t,=7to 110 days.

‘The acceptable avian reproductlon tests for amitraz technlcal and degradates
,(BTS-27271 and BTS-27919) are hsted below: » '

‘ Gdln. No. - ' MRID No. Species | % Al " NOEL/LOEL Fulfills Gdln . |
7i-4(a5 00072412 Bdbwhite Quail Teehnical ﬁD*/40 ppm" A 'Part;ial
71-4(b) . 00072411 __ | ~ Mallard Duck V fT‘echnical _ND*/40 ppt® Panfal ‘
71-4(2) 40846301 i -Bob;vhite Qdail 97.5 RE _40/160 ppm® Partial
71-4(2) 42336001 E Bobwhite erail ' 98.9 24.6)50.5 ppm’ Yes
71;4(b) ‘ 42336002 Mallard Duck 98.9 ‘ . 24.6/50.5 ppny’ _Partial
71-4() 42797801 Bobwhite Qua.il : ,BTS-2727i 97.7-99.1% 25/ 100 ppm® Partial ;
. 71-4¢a) ) 42797802 Maﬂard Duck B’I:S-.2727l 97'.7 - 99.i% 7 5/25 ppm’ ) Partla.l
1. The specific impairments nored were increases in eggshell cracking and reduced percentages of three-week embryos that survived to

become normal hatchlings at < 40 ppm. The mean body weights of chicks hatched were significantly affected in the 100 and 250
ppm groups, and egg wexghts and eggshell thickness were significantly reduced at 250 ppm.
2 " Numbers of 14-day old survivors produced per week were significantly less than the control at <40 ppm. Reductions in percentage of
- viable embryos that survived to 3 weeks and percentage of 3-week embryos that survived to become. normal hatchhngs were noted at
. the 250 ppm level but not at 40 and 100 ppm.
3. Dietary concentrations of up to 40 ppm had no effect on adult birds or their reproductive performance. At 160 ppm, the adutlt birds ate

marginally less food and the overall mean chick hatching weight was slightly low. However, these résults must be considered in light . '

of the high percentage of cracked eggs, parucularly in the control group.

4, .The NOEL was determined to be 24.6 ppm i based upon reductions in viable embryos/eggs set at 50.5 ppm ai.
5. The NOEL was determmed to be 24.6 ppm ai based upon reduced hatchlmg weight and increased male body weight (both growth
effects) at 50.5 ppm ai. This study only partially fulfilled guidelines since it failed to detect reproductive effects.
6. . The specxﬁc impairments noted were significant reductions at the 100 ppm test level in hatchlings as a percentage of eggs set, two-
. week survivors as a percentage of eggs set and two-week survivors as a percentage of eggs laid.
7. The specific impairments noted were significant increases at the 25 ppm test level in the total number of eggs cracked a.nd in the -

. number of eggs cracked as a percentage of eggs laid. .
*ND Not determined. . o -

The existing data show statistically 51gn1ﬁcant effects by parent amitraz on avian
reproductlon at dletary levels of 40 - 50.5 ppm (i.e. reduction in number of viable embryos
per eggs set; increase in eggshell cracking; reduction in number of three-week embryos that
survived to become normal hatchlings; reduction in number of 14-day old surv1vors produced
per week) (MRID 42336001)
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The existing data show statistically significant effects by BTS-27271 on avian
reproduction at dietary levels of 25 ppm for the mallard duck (i.e. increase in the total number
of eggs cracked) and 100 ppm for the bobwhite quail (i.e. reduction in number of hatchlings
as a percentage of eggs set; reduction in number of 14-day survivors as a percentage of eggs
set and eggs laid) (MRIDs 42797801, 42797802). ‘ |

There were no studies with the amitraz degradate BTS-27919 submitted or required
based upon the test results of the avian acute and subacute studies. _—

Mammal Studies: 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, a rat acute oral LD,
is used as a small mammal surrogate to estimate toxicity to mammals. This LD, is reported
below. ‘

Mammalian Acute Oral Toxicity Findings

Species %AL | LD, (mg/kg) | MRID No. Toxicity Fulfills Guideline
. . Category Reguirement
Rat (small mammal surrogate) 90 515 ‘| 00041539 slightly toxic | Yes

The available ma:hmalian data indicate that amitraz is slightly toxic to small mammals
on an acute oral basis (MJ "D 00041539).. , ' :

2)  Aquatic Data

Effects on Freshwater Fish: For the pear, cotton and cattle/swine uses, the minimum data
required for establishing the acute toxicity of amitraz to freshwater fish are the results from
two 96-hour studies with the technical product.. One sti:dy should use a coldwater species
(preferably the rainbow trout) and the other should use a warmwater species (preferably the
bluegill sunfish). The dog use requires only one 96-hour study with a coldwater fish.

Acute Aquatic Toxicity Studies - Technical. Formulated Product, and Prima ‘ o
Degradates: The studies with technical amitraz indicate that parent amitraz is highly toxic to
freshwater fish. Formulated product testing on fish is required when the chemical is applied
directly to water. While amitraz does not have such a use pattern, formulated product testing
was reciired since several studies suggested that amitraz may be more toxic in a 20% EC
formu: -:on than by itself. A possible explanation is that this probably was the result of an |
inert ingredient making the active ingredient more available to the fish. Studies reviewed .
indicated that a 20% EC formulation of amitraz ranged from moderately to very highly toxic
to freshwater fish. o ' , S o
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. Studies were also required on the two miaj or amitraz metabohtes (BTS-2’7271
'BTS-2791 9) because of their potential increased toxicity when compared to the parent
compound. BTS-27271 and BTS-27919 can be charactenzed as shghtly tox1c to practlcally
nontoxic, respectlvely, to freshwater ﬁsh

Gdln. No. _MRID No. Species %Al 96hrLC, _ Fulflls Gdin
' TECHNICAL A

_72-1(a) 40798001 Bluegill Sunfish -98,08 1 0.34 ppm Yes
72-1(b) 00030444 - Carp ' ‘ Technical " 1.17 ppm ** Partial
72-1(b) 00030447 Bluegﬁl Sunfish ] ATechn.ical ' 1.34 ppm’ Partial
72-1(b) 00030448 | Harlequin Fish _ Technical  3.2-43ppm Partial
72-1(c) 00030445 ' Rainbow Trout Technici:-a.l 2.7- 4.0 ppm* Patial .
72-1(c) 00030445 ‘ Réinbow Trout ‘ Technivca! 0.74 §pm Yes -

' FORMULATED Pl_ibDUC'r
72-1(2) and (b) 00030448 Harlequin Fish 20%EC 8.74 ppin ai Partial’
72-1(b) 00030444 Carp | 20%EC 0.56 ppm“‘ Partial
72-1(b) 00030447 Bluegill Sunfish 20%EC 3.14 ppm ai Partial
72-1(d) 600_39445 Rainbow Trout 20%EC 0.2-04 ppm ai** " Partial
72-1(d) 40780505 Rainbow Trout 20%EC 2.20 ppm ai Yes
DEGRADATES
72- l(b)d 41827302 Bluegill Sunfish Technical . 293 ppm Yes
BTS27271
72-1(d) 41827203  Rainbow Trout Technical 28.4 ppm Yes
- BTS-27271 .
72-1(b) 7 41 8272'06 Rainbow ;rroﬁt Tecﬂnical BTS-A . 66.2 ppm ' Yes
v 27919 : -

72-ll(d) , 41827205 Bluegill Sunfish Technical >100 ppm - | Yes

_ : IR BTS-27919 ' '

* 48-hour test.

** 120-hour test.

~ Fish Early Llfe Stage Studies: - A fish’ early life stage test is requlred when a productis
_applied directly to water or is expected to be transported to aquatic sites . and 1) exposure of
aquatic organisms will be continual or recurrent; or 2) the lowest LC,, is 1 mg/L or less; or 3)
the EEC in water is equal to or greater than 0.01 of any LCy; or 4) if the EEC is less than any
LC,, and the product has reproductive effects on, or cumulative effects in, aquatic orgamsms

orhasa half-hfe in water greater than 4 days




Fish early life-stage testing was requlred because amitraz is highly toxic to freshwater
fish and may be applied repeatedly during the season. Furthermore, an estimate of the initial
environmental concentration suggested that residues could be greater than 0.01 of the fish
1.C50. An early life stage test with a freshwater fish species is required for the pear and
cotton uses. No chronic aquatic studies are required for the cattle/swine, and dog uses.

Gldn. No. MRID No. %A.L _ Species ' Results » Fulfill Gdin.
72-4(a) . 40798002 98.8% Fathead Minnow NOEC & MATC <3.53ppbbased | - Partial
: (embryo-larvae) | onweight (most sensitive ‘
parameter)
T72-4(2) 41288702 98.8% Fathead Minnow MATC>1.48<2.71ppbbasedon | Yes
(embryo-larvae) length

An early life-stage study performed with the fathead minnow shows that body length
is impaired at environmental concentrations of >2.71 ppb. The MATC (Maxrmum Allowable
Toxic Concentration) is > 1.48 <2.71 ppb. .

Effects on Freshwater Invertebrates: The minimum data requirements for establishing the
acute toxicity of amitraz to aquatic invertebrates depend upon the results from one 48-hour
acute toxicity test, preferably using first instar Daphnia magna or early instar amphipods,
stoneflies, mayflies, or midges. This study is required for all amitraz use patterns.

invertebrates.
Gldn. No. MRID No. Species : %AL R ECs Fuifils Gdin.

TECHNICAL - |

72-2(2) RIOAMIO1 Daphnia magna Technical - 35 ppb Yes

FORMULATED PRODUCT ‘

72-206) 40780506 Daphnia magna 20%EC Ry ppm ' Yes f
DEGRADATES

72-2(b) 41827294 ._Daphnia magna BTS-27271 Technical 2.59 ppm Yes

72-2(b) 41827zC7 Dap‘mialxuagna ' BTS-27919 ’I’echnicsl >100 ppm ‘ Yes

Testing with the formulated product was requlred since several ﬁsh studies suggested
that amitraz may be more toxic when in 2 20% EC formulation than by itself. The review of
the study characterizes the 20% EC formulation of amitraz as moderately toxic to aquatic
invertebrates.
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| Studies on the two.maj or degradates of amitraz (BTS-27271 and BTS-27919) were -
. ..also required because of their potential increased toxicity when compared to the parent
compound. BTS-27271 and BTS-27919 can be characterized as moderately toxic and

practically nontoxic, respectively, to Daphniajnagna. a

y '\ Aquatic Invertebrate Life-Cycle S.tudx.- Technical: A freshwater invertebrate life-cycle

test is required when a product is applied directly to water or is expected to be transported to
aquatic sites and 1) exposure of aquatic organisms will-be continual or recurrent; or 2) the
lowest LCyyis 1 mg/L or less; or 3) the EEC in water is equal to or greater than 0.01 of any
-LCyp; or 4) if the EEC is less than any LC,, and the product has reproductive effects on, or
cumulative effects in, aquatic organisms or has a half-life in water greater than 4 days.

| Aquatic invertebrate life cycle testing was required because parent amitraz is highly
toxic and may be applied repeatedly during the season. Furthermore, an estimate of the initial
environmental concentration suggested that residues (i.e., parent plus degradates) could be
greater than 0.01 of the aquatic invertebrate LCs,. A freshwater invertebrate life-cycle test is -
required for the pear and cotton uses. ' - ' ' '

- The aquatic invertebrate life-cycle test performed with Daphnia magna vshvowvs' a.
significant reduction in growth and fecundity at >2.21 ppb. The MATC (Maximum
Allowable Toxic Concentration) is > 1.10 < 2.21 ppb. (MRIDs 40780511, 41288701)

' Effects on Marine and Estuarine Organisms:- Acute toxicity testing with estuarine and

marine organisms is required when an end-use product is intended for direct application to the

marine/estuarine environment or is expected to reach this environment in significant

. concentrations. - The"requirérp‘.ents under this category include a 96-hour LC,, for an estuarine

fish, a 96-hour LC, for shrimp, and either a 48-hour embryo-larvae study or a 96-hour shell

- deposition study with oysters. Estuarine/marine testing is required for the pear and cotton
uses only. ' ‘ -

Acute Estuarine and Marine Toxicity Studies - Technical, Formulated Produc and
Primary Degradates: There is sufficient information to characterize parent amitraz as highly
toxic to oysters, moderately toxic to the sheepshead minnow and slightly toxic to grass v
shrimp. ‘While the sheepshead minnow study was of supplemental status, this study combined -
with other estuarine fish tests can be used to satisfy guideline requirements. :

- Formulated product testing with estuarine/marine species was required since several
fish studies suggested that technical amitraz may be more toxic when in a 20% EC
formulation than by itself. These studies were originally required for a proposed citrus use
and are also applicable to the cotton use pattern. Based on the reviewed data, the 20% EC -

- formulation of amitraz is.very highly toxic to the éastem oyster, highly toxic to the mysid
shrimp and slightly toxic to the sheepshead minnow. ' : ‘
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Studies were also required on the two major amitraz metabolites (BTS-27271 and
BTS-27919) because of their potential increased toxicity when compared to the parent
compound.” BTS-27271 can be characterized as slightly toxic to the sheepshead minnow and
eastern ov-  and moderately toxic to the mysid shrimp. BTS-27919 can be characterized as
practicall: .atoxic to the sheepshead minnow and eastern oyster and moderately toxic to the
mysid shrimp. The Agency has determined that the existing database is sufficient to
characterize the toxicity of amitraz degradates to estuarine/marine organisms.

Gdin.No. | _MRID No. Species %AL 1Cy ‘ Fulfills Gdln.
TECHNICAL |
72-3(2) 40753507 " Sheepshead Minnow 98% 96-hrLC,=24ppm | Partial
72-3(b) RIOAMIO2 Atlantic Oyster 95% 48-hr TLy, = 0.85 ppm Yes -
72-3(c) 00030450 Grass Shrimp Technical . | 96-hrEC,=65.1ppm _ Yes ;
. 72-3(c) 00030450 Fiddler Crab Technical | >1000 ppm Partial ;
FORMULATED PRODUCT
72-3(d) 40780508 Sheepshead Minnow. 20% EC 4 96-hr LG, > 7.9 ppm ‘ Yes
72-3(¢) 40780509 Eastern Oyster 20%EC 96-hr EC,y= 85 ppb_ Yes
723(9) 40780510 Mysid Shrimp 20% EC 96-hr EC,, = 0.48 ppm ‘ Yes
DEGRADATES ‘
72-3(d) 42124608 Sheepshead Minnow BTS-27271 96-hr LG, = 11.5 pprm Yes
99.6% v .
723(d) 42134609 Sheepshead Minnow BTS-27919 | 96hrLC,=>102ppm Yes
, 99.8% ~ , ‘
72-3(c) 42124610 Eastern Oyster BTS-27271 96-hr EC,, = 13.1 ppm ' Partial
’ _ 99.6% v .
72-3(c) 42124611 | Eastem Oyster BTS-27919 96-hr EC,, =>128 ppm No
= 99.8% _ v
723() . 42124612 | Mysid Shrimp BTS-27271 . 96-hr EC, = 5.81 ppm Yes '
100% C :
723() 421245613 Mysid Shrimp 193;337919 96-hr EC, = 8.2 ppm o A Partial
. , 8%

(3)  Non-Target Insects Data

The minimum data required to establish the acute toxicity of parent amitraz to honey
bees is an acute contact LDy, study with the technical material. This study is required for the
pear and cotton uses only. There is sufficient information to characterize amitraz as
practically nontoxic to bees. : .
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Gdln. .Nvo.i " MRIDNo. | ' Species | %AL | RS Y ' : ‘Fulﬁlls‘-
‘ o T » v . Gdin.
141-1 | 0003045 - Apis mellifers - 20%EC | nodeath ermpglim@mﬁeldmst Yes
- ll4l-l (jb074486 Agis mellifera Tech. | B >'100ng/bee ' . Yes
141 | oo0s240 Stothorus punctum | 20%EC | low toxisity at 6 oz ai 100 gal, _ e
1411 | 00059461 | Stethorus pimctum ° 20% EC low toxicity at 0.375 Ib ai/100 gal Yes

“4) Non—Target Planrc Data N
No studies werevrs.‘ubrnitted under this topic and none are required. “
b. "Ecolro‘gic‘al‘ Effects Risk r&ssessment
(1) . Terrestrial Food/Nvon'fo‘od Crops: éottoxi ‘and Pears'
(aj’ o Terrestrial.Or;ga'nisms o o

. ~ Amitraz is applied to pears in two types of formulatlons a50%ai. WPanda
19.8% EC. Both labels speclfy a maximum use rate of 1.5 Ibs a.i./A not to exceed 3 Ibs. per
- season. Pears are grown in New England and the far west (California, Washington and -
: 'Oregon) Pear orchards are normally used as a food source (buds, fruit, seeds and blossoms)
- by grouse, finch, orioles and sparrows. A variety of mammals (including sqmrrels rabblts
‘ muskrat, fox and coyote) utlhze the fruit and bark of pear trees.. :

* Amitraz is also applied to cotton in a 19.8% EC formulanon with a maximum use rate
“of 1 01b. a.i./A/season. Cotton is grown throughout the southern United States. A variety of
avian and mammalian organisms use cotton fields for feeding, cover and brooding. These
organisms include both nongame and game species: bobwhite quail, wild turkey, nng—necked :
pheasant, mourning dove, ducks, geese, sandhill crane songbirds, pralne chicken, deer

‘ rabblt raccoon, opossum- and antelope

, To characterize the possible effects posed by amitraz use, the folloWing possible
~ scenarios are presented below: acute and chromc nsk analyses to terrestnal and aquatic
~ organisms. ' — : »

~ Acute Risk to Terrestrial Organisms

Parent Amitraz: For both the cotton and the pear use, parent amitraz does not appear to
pose an acute risk to either endangered or nori-endangered terrestrial organisms.

o
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Amitraz Degradate BTS-27271: BTS-27271 majr be a potential acute hazard to avian
species since it is more acutely toxic and is more persistent in the environment (aerobic soil
metabolism t,,, = 75 days) than the parent.

—In the following table, the number of single dose oral LDy, per b1rd per day for several
species of birds exposed to BTS-2727 1 were calculated for both the cotton and the pear use
patterns using three different scenarios: the maximum and typical residue levels from Kenaga
(1973) and the values derived from a foliar field dissipation study on cotton. While the foliar
dissipation study contains limited information on the dissipation of amitraz and its degradates,
it was included in the risk assessment in order to have amitraz specific data with which to
compare to Kenaga's general values. It should be noted, however, that one can place only:
limited confidence in these numbers due to lack of sample replication at each test site and
samplmg time. In addition, amitraz residues were measured on cotton foliage only; other
avian food items (i.e. seeds grass, insects) were not sampled. S

As the foliar dissipation study prov1ded residue levels on cotton foliage only (after a
single 1.0 Ib. ai/A application and after four 0.25 1b. ai/A apphcanons), the residue levels for
other substrates (i.e. short grass, seeds, etc.) were extrapolated usmg the proportions found in
Kenaga's table. For example, if Kenaga determined that the maximum residues on short grass
exceed those on foliage by a factor of 1.92, then the foliage residue level from the dissipation
study was multiplied by this factor in order to calculate an appropnate value for short grass ‘

LD,,s per Bird per Day for Several Avian Species Exposed to BTS-27271:
Cotton and Pear Use Patterns
Avian Species ) COTTON (1.0 1b. a.i./A) o . PEAR (1.5b. a.i./A)
Maximum Kenaga- | Typical Kenega Foliar Field Dissipation Maximum Typical
) Kenaga Kenaga
Carolina Wren 0.15" 0.09™ 0.07 0.23° 0.13"
Mallard Duck 0.06 0.03 0.03 ‘ 0.10" 0.05

T

* Restricted use classification LOC (0.2 LI, per day) is exceeded.
** Endangered species LOC (0.1 LI, per day) is equaled or exceeded.,

The use of amitraz on cotton may pose an acute risk to endangered birds feeding on
insects. The endangered species LOC (0:10 LDsolday) is exceeded for the Carolina wren (an
insect eater) in the maximum Kenaga scenarios. The endangered species LOC is not
exceeded for insect eating birds in the field dissipation scenario.

The use of amitraz on pears may also pose an acute risk to endangered birds feeding -
on insects and on short grass. The endangered species LOC (0.10 LDsy/day) is exceeded for
the Carolina wren in the typical and maximum Kenaga scenarios. Addltlonally, this use may
pose an acute risk for endangered birds feeding on grass. The endangered species LOC is
equaled for the mallard (a grass eater) in the maximum Kenaga 'scenario.

B3
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Whlle the restncted use clas51ﬁcat10n LOC (0 2 LDSU/day) is exceeded for the Carolma
wren in the maximum Kenaga scenario, the high LOC 0.5 LDS(,/day) however, has not been
surpassed _ i

Due to the persistent nature of BTS-27271 a second 1.51bs a1/A apphcatlon of amitraz
to pears at a 10-day interval would essentially double res1due values in the above table for :
pears thereby 1ncreasmg risk to nontarget birds. '

Chronic Risk to Te‘rrestrial‘ ,O_rganisms '

Chronic.risk to terrestrial ¢ orgamsms are presented in the following tables for both the
cotton and pear uses for parent amitraz and the degradate BTS-27271. The diet composition
. of five avian species was factored into the calculations of total residue (ppm) values. For

" example, it was-assumed that the mourning dove consumes 100% seeds while the Carohna
wren eats 99% insects and 1% seeds. These species were used because they are ‘
representative of large groups of birds that have similar feeding habits. Maximum and typical _'
residue levels from Kenaga (1973) and the values derived from the registrant's foliar field
dissipation study on cotton were used for this risk- assessment (MRID 42 124619)

.Amltraz use on Cotton: Parent Amltraz. Estlmated env1ronmenta1 concentrations (EEC's)
were calculated for a 1.0 Ib. ai/A (maximum application rate) and four 0.25 Ib. ai/A

- applications (typical use pattern indicated by registrant) using both the maximum and typical
residue levels for parent amitraz from Kenaga (1973) and the values derived from the
registrant's foliar field d1ss1patlon study on cotton (MRID 42124619). . . L

" Parent Amltraz Chronic Risk; 1 1b. ai/A Application o
LOC ¥ NOEL (25 ppm), Shaded blocks represent, LOC exceedance.
L ) TOTAL RESIDUE (ppm) -

SPECIES - ‘ — —

Typ: Kenaga RO Field Study* - RO
Bobwhite Quaif 111 o 0.4 12.2 | os
Mourning Dovef 3.0 0.1 60 0.2
Field Sparrow’ 17.7
Carolina Wren®
Mallard Dudk’

: Maxmum residues expected from food items (Kenaga, 1973)
RQ =risk quotient (EEC/NOEL), LOC = 1.0."
" Typical residues to expected food items (Kenaga, 1973)
Foliar field dissipation study on cotton (Nor-Am, 1991). Residue values for appropnate diet substrates are extrapolated from the

. maximum total residue level of 62.2 ppm measured after a single 1 Ib. application (see Attachment B). R
Assumption: bobwhite quail consumes 27% forage (e:g. alfalfa, small msects) and 73% seeds.. }

. Assumption: mourning dove consumes 100% seeds. . ) !
Assumption: field sparrow consumes 51% forage (insects) and 49% seeds. . . ’ -
Assumption: Carolina wren constimes 99% forage (insects) and 1% seeds B
Assumption: mallard consumes 100% short grass. )

Eal o
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Similar LOC exceedances are indicated for the typical use rate of four 0.25 ai parent
amitraz/A applications (risk quotients ranging from 1.0.to 7.0). -

’ Parent Amitraz Chronic Risk
0.251b. ai/A Application (4 applications separated by 7-day intervals)
. LOC¥NOEL (25 ppm); Shaded blocks represent LOC exceedance

SPECIES ‘ TOTAL RESIDUE (ppm)
Max.! Kenaga kQ* Typ: Kenaga - RO Field Study* - | RQ
Bobwhite Quaif 17.7 0.7 : 78 03 88 03
Mouming Dove 20 - - 01 ‘ 43 0.2
Field Sparrow’ ’
Carolina Wrer®
Mallard Duck®
1, Maximum residue levels were calculated for 4 x 0.25 Ib. ai/A with an application interval of 7 da);s The residue value determined

after asingle 0.25 Ib. ai/A application (Kenaga) was run through an EFED fate model using a maximum half-life of 36.9 days for total'
amitraz residues (derived from Nor-Am's field dissipation study). . i
2, RQ=risk quotient. : . .
Typical residues were calculated by the same method described in footnote 1
Foliar field dissipation study on cotton (Nor-Am, 1991). Residue values for appropriate diet substrates are extrapolated from the
maximum total residue level of 44.6 ppm measured after four 0.25 1b. ai’A appheanons separated by 7 day interval (see
Attachment 2).
Assumption: bobwhite qua:l consumes 27% forage (é.g. alfalfa, small insects) and 73% seeds
Assumption: mourning dove consumes 100% seeds.
Assumption: field sparrow consumes 51% forage (insectsyand 49% seeds.
Assumption: Carolina + ~+n consumes 99% forage (inseéts) and 1% seeds
Assumption: mallard consumes 100% short grass.

.

W
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Avian reproduction studies with parent amitraz indicate that the no observable effect
level INOEL) is 25 ppm. Use of amitraz on cotton may adversely affect avian reproduction.
The LOC is exceeded in all three scenarios for a 1.0 1b. ai parent amitraz/A application (foliar
field dlss1pa110n study and maximum and typical Kenaga) for insect and grass eating birds
(risk quotients ranging from 1.1 t0 9.6). The LOC is also equaled or exceeded for bird species
which eat both seeds and inseéts (risk quotlents ranging from 1.0 to 1.4).

In the core bobwhite quail study, a statistically significant reduction (12%) as
comp+-ed to the control, was observed at the 50.5 ppm test level in.the number of viable
embry us per egg set.' A 13% reduction in the number of 14-day survivors per egg set and an
11% reduction in the number of hatchlings per egg set were also observed at the 50.5 ppm test
level, although these effects were not found to be s1gmﬁcantly dlfferent from the controls

(MRID 42336001).

A supplemental bobwhite reproduction study with parent amitraz demonstrated an
increase in eggshell cracking and a reduction in the percentage of viable embryos that
survived to become normal hatchlings at 40 ppm; a NOEL was not determined in this study as ‘
reproductive effects were seen at the lowest level tested. A supplemental mallard
reproducuon study with parent amitraz demonstrated a significant reduction at 40 ppm, in
companson to the control, in the number of 14-day old survivors produced per week agaln a
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NOEL was not determmed in this study since reproductlve effects were seen at the lowest
level tested (MRIDS 00072411 00072412) , : :

- Amitraz Use on Cotton; Amitraz Degradate BTS-2727 1: When birds consume amitraz

their stomachs rapidly metabolize the residues to the major degradates (BTS-27271 and o
BTS-27919). Thus; a chronic avian risk assessment was also conducted on the major

degradate, BTS-27271. EEC's were calculated after a 1.0 Ib. ai amitraz/A equals 0.55 1b. ai
BTS-27271/A application using both the maximum and typical res1due levels from Kenaga ,
(1973) and res1dues from the foliar field dissipation study

BTS-27271
: 1.01b. ai amitraz/A Application R
(yleldmg 0.551b. ai BTS-27271/A) LOC > NOEL (25 ppm), p
- Sshaded blocks repment LOC exceedance
]
SPECIES | Total Residue (ppm)
MaxKenaga |- RQ* | Typ’Kemaga | RO Field Study’ - RQ
Bobwhite QuaiP - 135 o5 | 61 0.2 67 03
‘Mourning Doves 66 03" |17 0.1 33 0.1
* . A' . . " -
__Field Sparrow’ 10.1 , 04 9.7 0.4
Carolina Wrerl' 0.7
) Mallard Duck® -
1., Maximum residue levels were calculated for4 x 0.25 Ib. 2i/A with an application interval of 7 days The residue value determined

* . . afterasingle 0.25 Ib. ai/A application (Kenaga) was run through an EFED fate progxam usmg 2 maximum half-life of 36.9 days for
. total amitraz residues (derived from Nor-Am's field dissipation study).
RQ =risk quotient (EEC/NOEL); LOC=1.0. .-
* - Typical residues were calculated by the same method described in footnote 1.

Foliar field dissipation study on cotton (Nor-Am, 1991). Residue values for appropriate diet’ substrates are extrapolated from the
maximum total residue level of 44.6 ppm measured after four 0.25 lb ai/A applications separated by 7 day interval (see
Attachment 2).
Assumption: bobwhite quail consumes27% forage (e.g a.lfalfa, small msects) and 73% seeds.
Assumption: mourning dove consumes 100% seeds.
Assumption: field sparrow consumes 51% forage (insects) and 49% seeds.
Assumption: Carolina wren consumes 99% forage (insects) and 1% seeds.

C Assumpt:on: malla.rd consumes 100% short grass. )

- Im determmmg LOC exceedance, the NOEL from the BTS-27271 study with the

- bobwhite quail was used. The bobwhite reproduction study indicated a NOEL of 25 ppm and

a LOEL of 100 ppm based on- statistically significant reductions, as compared to the control,

in the number of hatchlings as a percentage of eggs set (16% reduction) and the number of

two-week Survivors as a percentage of eggs set (18% reductlon)

A lower NOEL of 5 ppm exists for BTS—2727 1 (found in the maIlard study)

However the confidence that can be placed on these results is questionable since the 1ab

which conducted the study has historically encountered problems with eggs cracking in their
«  avian reproduction studies; the statlsthally s1gn1ﬁcant parameter in the mallard study was a

49% increase, as compared to the control, in the number of eggs cracked.

Call ol
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The risk assessment for BTS-27271 strengthens the conclusions that use of amitraz on i
cotton may adversely affect avian reproduc’aon as comparable LOC exceedances are indicated
(risk quotients of 1.3 to 5.3).

Amitraz Use on Pears; Parent Amitraz: Maximum residues (EEC's) were calculated for
parent amitraz for a 1.5 1b. ai/A applications usmg both the maximum and typical re51due
levels from Kenaga (1973).

Use of amitraz on pears may adversely affect avian reproductlon The LOC i is |
exceeded in both the typical and maximum Kenaga scenarios with a single 1.5 1b. ai/A parent
amitraz application for insect, grass and seed/insect eatmg blrds (risk quotients ranging from
1.0 to 14.0).

Parent Amitraz
' . " 1.5Ib. ai/A Application LOC > NOEL (25 ppm);
shaded blocks represent LOC exceedance

SPECIES Total Residue (ppm)

‘ _Typ. Kenaga® RQ

Bobwhite Quail’ 16.6

Mouming Dove®

Field Sparrow®

Carolina Wren/

Mallard Duck®

Maximum residues to expected food items (Kenaga, 1973).

RQ =risk quotient (EEC/NOEL); LOC = 1.0.

Typical residues to expected food items (Kenaga, 1973).

Assumption: bobwhite quail consumes 27% forage (e.g. alfalfa, small insects) and 73% seeds.
Assumption: mourning dove consumes 100% seeds.

Assumption: field sparrow consumes 51% forage (insects) and 49% seeds.

Assumption: Carolina wren consumes 99% forage (insects) and 1% seeds.

Assumption: mallard consumes 100% short grass.

Amitraz Use on Pears; Amitraz Degradate BTS-27271 Maximum res1dues (EEC's) for
BTS-27271 were calculated after a 1.5 1b. ai/A amltraz (equals 0.83'1b; ai BTS-27271/A)

application using both the maximum and typical residue levels from Kenaga (1973). Asin
the preceding tables, the diet composition of five different avian specles was factored into the
calculations of total residue (ppm) values

b
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A second 1.5 Ib. ai/A application of amitraz at a 10-day interval would essentlally
double residue values in the above tables due to the persistent nature of BTS-27271 (aerobic
soil metabolism t,,, = 75 days). In any case, it has been concluded that pesticide effects on
avian reproduction can occur within a matter of days (e.g., 8 days or less) after treatment
(Bennett and Ganio, 1991). Thus, reproductive effects are not merely a function of chronic
exposure to a pesticide. =
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BTS—27271 1.5 lb. ai amitraz/A Apphcahon (yieldmg 0.83 1b. ai BTS -27271/A); LO@ NOEL (25 ppm),
. shaded blocks repment LOC exceedance

'éPECIES - . BTS 27271 Residuesv - (ppm)

: I iMax. KexLaga“ - - RQ2 : - Typ. Kehaga® i liQ
Bobwhite Quail' o ’ 203 ' | os - 91 0.4
Mourning Dove’ ' 10.0 25 01
Field Sparrow* , .
C:'irolin\a'Wrerf ‘
Mallard Duck?

Maximum residues to expected food items (Kenaga, 1973).
RQ =risk quotient (EEC/NOEL); LOC=1.0. .
Typical residues to expected food items (Kenaga, 1973)
Assumption: bobwhite quail consumes 27% forage (e.g. alfalfa, small msects) and 73% seeds.
Assumption: mourning dove consumes 100% seeds.

" Assumption: field sparrow consumes 51% forage (insects) and 49% seeds
‘Assumption:” Carolina wren consumes 99% forage (insects) and 1% seeds.
Assumption mallard consumes 100% short grass.

O NS M AW

The risk assessment for a major degradate (BTS '27271) Vin'dic‘ates'that use of amitraz
on pears may adversely affect avian reproduction as comparable LOC exceedances are
- indicated (nsk quotients of 1.1 to 8. 0) :

~ For the pear use, ‘a second apphcatlon of amitraz at 1.5’ lb a1/A Would essentlally
double the risk quotlents listed above.

Ri'sks to Small Maminals* Cotton and Pear Ijse

Small mammal éxpdsufe fs addressed uéing acute oral LDy, values converted to
estimate a LCg, 1 value for dietary exposure. The estlmated LC,, is derived usmg the followmg
formula:

LCSO = LD 0.X body weight (g)

food cons. per day (g)

Small Mammal Food Cbnsumpﬁon in ppm
(Based on an LD,, = 515 mg/kg)
Small Mammal Bbdy Weight in ‘% of Welght Eaten Per’ Food Consumed Per Day in Estimated LC,, Per
= Grams " -] Day Grams, . . Day (ppm)
Meadow vole 45 - e 281 - | sa3
~ Advltfieldmouse | 13 N I T ~ ‘ 2.1 L 3188
'Leastshrew. | 5 t1o - 55 | ses

The above table is based on information contained mPrmczgles of Ma.mmologyby D E. Davis and F. Golly, pubhshed by Remhold Coxporanon,
1963. .- .
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Acute Risks to Mammals: The estimated LC,,is then conipared to the residues listed above
to calculate a risk quotient (EEC/LC,,). The table below indicates the risk quotients for
application of amitraz at the highest application rate of 1.51b. a.i./A on pears

Mammalian Dietary Risk Quotients on Pears i
(based on Dietary RQ = EEC/LG,) ’
Mammal Type : Food Item _ Residues | 'Risk Quotient
: (ppm) o ‘
Meadow vole consuming range grasses long grasses 165 0.19
Adult field mouse consuming seeds _~ seeds _ 18 0.005
Least shrew consuming insects . small insects ) 87 | o1s

The table below indicates the risk quotients for apphcatlon of amitraz atthe '
apphcatton rate of 1.0 Ib. a.i./A on cotton.

Marmmmalian Dietary Risk Quotients on Vegetables and Cotton
) (based on Dietary RQ = EEC/LG,)
Mammal Type o Food Item Residues - | Risk Quotient
(ppm) ] e
Meadow vole consuming range grasses long prasses . 110 0.13 * -
Adult field mouse consuming seeds - | seeds . 12 - 0.003
Least shrew consuming insects small insects - 58 0.1

The LOC for high acute risk (0.5) and restricted use (0 2)to mammals,have' not been
exceeded. However, endangered small mammals exposed to areas treated w1th amitraz may
be-affected (RQ for endangered species LOC of 0.1).

Chronic Risks to Mammals: The following table indicates the Chronic risk quotients for
application of amitraz at various application rates. For purposes of establishing chronic risk, a
three-generation reproduction study on rats was used, with a NOEL of 15 ppm/day ‘The
LOEL for this study was 50 ppm/day, resulting in decrease in litter size.

Mammalian Chronic Risk Quotients

(based on Dietary RQ = EEC/15 ppm NOEL)' :
Use Rate Food Iem. Maximum Maximum Typical o Typical LoC ‘ - }
1b. 21JA(Crop) Residues (ppm) | Risk Quotient Residues (ppm) | Risk Quotlent : ’
1.5 (pears) long grass 165 . 11 13.3 9.2 e
1.5 (pears) insects 87 |58 9 32 1
1.0 (cotton) insects 58 . 3.8 33 2.2 1
0.25 (cotton insects 15 1 8 05 1
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Small mammals are a vrtal link in the food charn a reduction in thelr numbers may
dramatlcally 1mpact top .carnivores (hawks, owls foxes, etc D)

Using maximum and typlcal residues on representatrve food items 'for’mammals the
risk quotients exceed the chronic LOC. However, the factors, as outlined below, all lend to
the uncertamty in the conclusion of high chromc (sublethal or reproductlve) nsk

Other factors should be considered when assessing the extent of risk and the certainty
‘that chronic effects will occur.. Uncertainty stems both from using laboratory toxicity test
results, and from hmrtatlons in estlmatmg actual exposure o :

N
+

1. The study, from which the chronic NOEL was derived was a 3-generation
feeding study. It is not known at what point-in-time during the test (at 50 ppm -
exposure) the observed effects were noted. Parent amitraz has a short half-life
(<1 day) derobic soil metabolism), but the degradates are persistent. ’

2. Itisassumed that other mammals would have different sensitivities than the
' representative test organism (laboratory rat). It is not known if wild mammals
- would be more or less sensitive. If they are more sensitive, even the lower
: res1due levels may result in sublethal or reproductlve nsk

3. It is not known how long the .exposure residues will last on mammalian food
‘ items. Residues of parent amitraz will not remain the full time the rat
3-generation study lasted, especially at levels exceeding the LOEL. However,
because rather short exposure periods could cause sublethal or reproductlve
eﬁ‘ects this does not preclude the presumed risk.

4, - In pear orchards, where the predominant vegetation,type is long grass, risk
_ from consumption of maximum or typical residues exceed the LOC for chronic
- risk. However, small mammals will graze on the lower portions of the grass
.and would not ingest the hrghest resrdues that would be at the upper portlons of -
the long grass..

5. ~In cotton, the greater chromc risk may come from repeated apphcatlons at
0.251b. a.i/A rather than a smgle apphcatlon of 1.01b. a.i/A.

6. Mammals could move about and feed ona varxety of i 1tems not just the food
- items with the maximum resrdues

These factors all lend to the uncertamty in the conclusron of chromc (sublethal or
reproductive) risk.
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Risk to Aquatic Organisms

Acute Toxlclg For the cotton use, an application rate of 1.0 Ib. ai. /A would produce EEC's ~
of 3.05, 16.8 and 31.1 ppb for parent amitraz, BTS-27271 and BTS-27919, respectively. For
the pear use, an application rate of 1.5 Ib. a.i./A would produce EEC's of 4.5, 17 7 and

32.4 ppb for parent amitraz, BTS-27271 and BTS-27919, respectlvely

For the cotton use, amitraz degradates (BTS—27919, BTS-27271) should pose minimal
acute risk to aquatic organisms since the EEC's do not exceed the restricted use classification
LOC (1/10 LC,, = 3.5 ppb for daphnia, parent amitraz; 259 ppb for daphnia, BTS-27271;

820 ppb for mysid shrimp, BTS-27919). The aquatic EEC for parent amitraz (3.05 ppb) falls
short of the restricted use LOC (1/10 LC,, = 3.5 ppb- for daphnia) but surpasses. the
endangered species LOC (1/20 LC,, = 1.75 ppb for daphnia). However, because parent
amitraz is short-lived in the environment (hydrolysis = 22.1 hours @ pH 7; aerobic
metabolism < 1 day), adverse effects to these organisms is expected to be minimal.

For the pear use, parent amitraz may pose acute risk to aquatic invertebrates as the
EEC exceeds the restricted use classification LOC for the daphnia (1/10 EC5, = 3.5 ppb). As
with the cotton use, these effects are expected to be minimal as parent amitraz rapidly
dissipates in the environment.

For ﬂle pear use, amitraz degradates (BTS-27919, BTS-27271) should pose“miﬂimal
acute risk to aquatic organisms since the EEC's do not exceed the restricted use classification
LOC (1/10 LC,, = 259 ppb for daphnia, BTS-27271; 820 ppb for mysid shrimp, BTS-27919). .

Chronic Toxicity:- For both the cotton and the pear use patterns, the maximum application
rates of 1.0 1b. ai/A and 1.5 Ib. ai/A, respectively, would produce EEC's for parent amitraz
(3.05 ppb and 4.05, respectively) which exceed the MATC (Maximum Allowable Toxic
Concentration) found in the chronic daphnia (MATC > 1 10 <2.2 ppb) and the fish early-life
stage (MATC >1.48 < 2.7 ppb) studies.

However, parent amitraz is short-lived in the environment (hydrolysxs =22.1 hours
@ pH 7; aerobic metabolism < 1 day) and the potential for. chromc effects to nontarget
aquatic orgamsms is expected to be minimal. -

Although amitraz degradates are less acutely toxic than the parent to aquatic
organisms, their potential chronic toxicity is of concern because they are more pers1stent in
aquatic environments than the parent (see Env1ronmental Fate secnon) .

The cotton use pattern does not appear to pose a chronic risk to aquaﬁc organisms as
the EEC's for BTS-27271 and BTS-27919 (16.8 ppb and 31.1 ppb, respectively) do not
exceed 1/1072 ECSO of the most sensitive species (25 3 ppb for daphma BTS-27271; 82 ppb
for my51d shri simp, BTS-27919).

3
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. The pear use pattern, however is of concemn s1nce 1t canbe apphed ata hlgher
application rate. The EEC would be 33.8 ppb which surpasses 1/100 EC,, (25.3 ppb) when
- calculations were made for BTS-27271 using Daphnia magna, the most sensitive species.

. Therefore, chronic adverse effects to aquatic invertebrates may be expected from use of
- amitraz on pears. Therefore, in order to complete the amitraz aquatic risk assessment, the
Agency is requiring that a daphma hfe-cycle study be conducted on the degradate
BTS-27271 ' . :

7

" Risks from. Cattle and Swine Use

There are two amltraz ‘containing products (Taktlc EC 12. 5% a.i. and Taktlc Darry
Collar 10% a:i.) which are used to control ectoparasites on cattle and swine. The Agency is
mainly concerned with Taktic EC since this product can be applied directly to cattle/swine as
- a dip or spray. While swine raised for meat production are mainly restricted to stalls/.
farrowing pens, cattle are commonly allowed to.range freely. Thus, there is a potential for
exposure to aquatic ecosystems when newly sprayed cattle roam into a pond or stream.
Considering that amitraz is hlghly toxic to fish and aquatic invertebrates, the Agency is
| concerned with any use pattern in whlch this chemlcal may be transported to water.

Data available to the Agency indicates that amltraz is used mainly on swine versus
cattle: approximately 2-3% of cattle are treated with amitraz, while 10-20% of swine are
treated. In addition the use of amitraz on cattle is largely in quarantine situations (i.e. cattle
imported into the U.S. from Mexico). Therefore, use of amitraz on cattle and swine is
expected to result in minimal exposure to aquatic organisms. No further data are needed to
‘ charactenze this use pattern ‘ - '

| IV RISK MANAGEMENT AND REREGISTRATION DECISION
A Determmatlon of Eligibility -

‘Section 4(g)(2)(A) of FIFRA calls for the Agency to determine, after submission of
‘relevant data concerning an active ingredient, whether products containing the active
. ingredients are eligible for rereglstratlon The Agency has previously identified and required
the submission of the generic amitraz datafequired to support reregistration of products
containing amitraz active ingredients. The Agency has completed its review of these generic
data and has determined that the data are sufficient to support reregistration of all products
containing amitraz. Appendix B identifies the generic data requirements that the Agency
reviewed as part of its determination of reregistration eligibility of amxtraz, and lists the
' submltted studies that the Agency found acceptable - .

, ' The data identified in Appendix B were sufﬁclent to allow the Agency to assess the
: reglstered uses of amitraz and to determine that provided certain label modifications were
implemented, amitraz can be used without resulting in unreasonable adverse effects to

“humans and the environment. The Agency, therefore, finds that all-products containing
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amitraz as the active ingredients are eligible for reregistration. The reregistration of particular
products is addressed in Section V of this document. : ‘

The Agency made its reregistration eligibility determination based upon the target data
base required for reregistration, the current guidelines for conducting acceptable studies to
generate such data and the data identified in Appendix B. Although the Agency has found
that all uses of amitraz are eligible for reregistration, it should be understood that the Agency
may take appropriate regulatory action, and/or require the submission of additional data to
support the registration of products containing amitraz, if new information comes to the
Agency's attention or if the data requirements for registration (or the guldehnes for generating -
such data) change. :

1. Eligibility Decision

Based on the reviews of the generic data for amitraz, the Agency has sufficient
information on the health effects of amitraz and on its potential for causing adverse effects in
humans, fish and wildlife, and the environment to make a reregistration ehgxblhty decision.
Therefore, the Agency concludes that products containing amitraz for all registered uses are
eligible for reregistration, provided certain risk mitigation measures outlined and required in
this RED document are implemented. :

The Agency has determined that amitraz products, labeled and used as specified in this
RED document, will not pose unreasonable risks or.adverse effects to humans or the
environment. : . :

2, Eligible and Ineligible Uses

The Agency has determined that all currently registered uses of amitraz which labels
adhere to the mitigation measures outlined in this RED document are ehglble for
reregistration. .

B. Regulatory Position

The following is a summary of the regulatory positions and rationales for amitraz.
Where labeling revisions are imposed, specific language is set forth in Section V of this
document.

1. Tolerance Reassessment

Tolerances for residues of amitraz in/on plant and animal commodities are expressed
in terms of the combined residues of amitraz and its metabolites BTS-27271 (N-(2,4-dimethyl
phenyl)-N-methylmethanimidamide) and BTS-27919 (N-(2,4-dimethylphenyl)) formamide
both calculated as the parent compound [40 CFR 180.287]. No food/feed additive tolerances
have been established for amitraz residues.
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There is an error in the tolerance expression for the BTS-27919 metabolite. The ,
chemical name for the metabolite now reads N-(2, 4-d1methylphenyl)-N-methyl formamide.
The correct name for the metabolite is N-(2,4-dimethylphenyl) formamide. The tolerances .
llsted in 40 CFR §180 287 have been evaluated in the table and are presented below.

. 5 The O-ppm tolerance for apples should be revoked since there are no reglstered
uses for this raw agncultural commodrty

o The 3 0-ppm tolerance for pears is supported by adequate residue chemlstry
_data. ,

®  The recently estabhshed (58 FR 143 14, 3/ 17/93) tolerances for cottonseed - ‘
' * (1.0 ppm), eggs, (0.01 ppm), poultry fat and meat (0.01 ppm), and poultry meat
byproducts (0.05 ppm) in connection with PP#9F373O are supported by :
adequate residue chemrstry data ‘

® ' The recently establlshed (57 FR 53566 11/ 12/92) tolerances for honey
" (1.0 ppm) and honeycomb (6.0 ppm) in connection w1th PP#OF 3 825 are
" supported by residue chemrstry data :

~ Tolerance reassessment summary for amltraz {40 CFR §180 287]
r Current Tolerance i :
- Commodity , (ppm) “Tolerance Reassessment

Apples 1 000 . |Revoke ' ‘
Beeswax ’ 6.0
Cattle, fat -~ 4 - 01 _

| Cattle, mbyp - , 03 Adequate

| Cattle, meat . - 0.05 :
Cotton,seed - - |- - 1.0 Adequate -
Eggs . . 001 Adequate
Goats, fat ‘ 000 . ~ |Revoke. :
: ' : — The registrant must propose to raise the tolerance per
Goats, mbyp - 0.00 PP#9F3772 - goats meat, and meat-by-products 0. 3(ppm), -
Goats, meat o » . 0.00 | goats fat 0.5 (ppm) :
Hogs, fat R 01
Hogs, kidney . - 0.2 S
— : Adequate

Hogs, liver 0.2 N ‘
Hogs, mbyp 1o _ 0.3
Hogs, meat - . 0.05
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Tolerance reassessment summary for amitraz [40 CFR-§180.287]

Current Tolerance B
Commodity (ppm) Toleran»ae Reassessment

Honey and Comb 10 . Adequate

Horses, fat 0.00 . >
0.00 : Revoke .

Horses, mbyp
Horses, meat ‘ 0.00

Milk 0.03
Milk, fat 0.3 Adequate

Pears 3.0 2.0 ppm

Poultry, fat . 0.01 ‘
Poultry, mbyp N 0.05 Adequate
Poultry, meat ' 0.01 :

Sheep, fat . 000 ° |Revoke.

- | The registrant must propose to raise the tolerance as per
sheep, mbyp 0.'00 PP#9F3772 - sheep meat and meat-by-products 0.3(ppm),
sheep, meat 0.00 Sheep fat 0.5 (ppm) :

T
i

2. Codex Harmonization o

Several maximum residue limits (MRLs) for amitraz have been established by Codex
in various commodities. The Codex MRLs are currently expressed as the sum of amitraz and -
N-(2,4-dimethylphenyl)-N'-methylformamidine calculated as N-u.,4 dlmethylphenyl)-N'
methylformamidine. _

The Codex tolerance expression is somewhat different from the U.S. tolerance
expression. The Codex expression is the sum of amitraz plus metabolite BTS-27271, . .
calculated as BTS-27271. The U.S. expression is the sum of amitraz and its metabolites
BTS-27271 and BTS-27919, both calculated as the parent compound. The enforcement
method for amitraz tolerances in the U.S. (Methods I and II of PAM Vol. II) consists of
hydrolysis of all metabolites containing the 2,4-DMA moiety to 2,4-DMA, extraction, and _
determination using gas chromatography with electron capture detection. The enforcement
method under the Codex system involves treatment of the RAC with acidic methanol to
convert the parent compound to metabolite BTS-27271, followed by extraction, cleanup, and
determination of BTS-27271 using gas liquid chromatography with flame ionization.
detection. Presently, compatibility between the Codex MRL and U.S, tolerance cannot be
achieved due to the differences between the tolerance deﬁmnons and’ analytxcal enforcement
methods. -

A summary of the established and proposed Codex MRLs is presented in the table

below. The U.S. tolerances and Codex MRLs are identical in magnitude for cattle and swine
tissues. When comparing tolerances versus MRLs whlch the U.S. and Codex have in
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‘common, the Codex MRLs are somewhat lower than the U.s. tolerances There are several
Codex MRLs, either establlshed or proposed that do not have analogous U.S. tolerances.

Codex MRLs and apphcable U.S tolerances
7 ; CodexMRL | © .- U.S. Tolerance
Commodity ' ' ﬂg) 1 . . (ppm) ‘
Cattlemeat : ___005* 1005 ' AT
Cherries - 0.5 None established
| Cottonseed C 1 . 05 1.0
Cottonseed crude oil : 0.05 None established
Cucumber L 0.5 | None established
 Edible offal of cattle plgs, L |01 (hog fat),
and sheep .02 0.2 (hog liver and mbyp),
' S I —10.3 (hog mbyp) _
Milk ' - - . 0013 0.03 (for milk)
’ o - 1 0.3 (for milk, fat)
‘Oranges, sweet, sour . 0.5 None established
Peach . 0.5 None established
Pig meat : - -0.052 0.05.
Pome fruit = 05 2.0 (for pears) ' :
Sheep meat - B .. 012 ~ 10.3ppm (proposed for the meat and mbyp of sheep)
Tomato . ‘ 05 None established
L ‘ All amitraz MRLs are final CXL) except for tomato whrch is at Step 8.
2. The MRL accommodates veterinary uses. ,
3. At or about the limit of detectrorr -
- 3, o Reference Dose

The reference Dose (RfD) for amitraz was determined to be 0. 0025 mg/kg/day, based
- on a NOEL of 0.25 mg/kg/day from the chronic oral toxicity study in dogs '

- (MRID 000445 86) An uncertainty factor of 100 (a factor of 10 each for 1nterspe01es
extrapolation and intraspecies variance) was used. The critical effects were increased blood
glucose concentration, hypothermia and CNS depression. An ADI for amitraz was
established by WHO (1990) at 0.003 mg/kg/day, based on the same chromc dog study and

- using the same uncertamty factor.

4. = Risk Mitigation IZ\Ieasures

The following risk miti gation measures for post-application workers combined with
- generic worker protection labeling, should mitigate the unacceptable neurotoxicity and cancer
risks to workers exposed to amitraz res1dues after apphcatlon is complete
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L for the pear use: 1) - Minimum of 35 days between applications, and
s 2) Restricted-entry interval of 28 days '
® forthe cottonuse: 1)  Mechanical harvesting, and
2) .Restncted-entty 1nterva1 cf 48 hours

The following risk mitigation measures for handlers comblned with generic worker
protection labeling, should mitigate the unacceptable neurotoxicity risks to handl ers:

L for the pear use: 1) Closed system mixing/loading (e.g, water solub‘le
' ‘ packaging)
2) Application from within an enclosed cab, and

3) Minimal (baseline) personal protective equipment (PPE)

® forthe cottonuse: 1) - Closed system mixing/loading (e.g., water soluble
. packaging)
2)  Mechanical ﬂagglnga and
3) Minimal (baseline) PPE
L for the livestock ' : :
spray/dip use: 1) Minimal (baseline) PPE

The following risk mitigation measures are bemg requlred to reduce exposure to avian |
species and small mammals

o for the pear use: 1) - Deletion of pre-bloom use =~
2) Limit use to two applications

5. Endangered Species

The Agency has concerns about the exposure of threatened and endangered animal
species to amitraz. Based on the conclusions discussed in the preceding sections of this risk
assessment, amitraz and its two primary degradates may pose an acute risk to nontarget avian
and mammalian species. While the United States Fish and Wildlife Service (USFWS) has
developed a biological opinion for pesticide use on cotton (10/12/83), amitraz was not one of
the pesticides considered in this consultation. Therefore, this information is of limited use to
the Agency with respect to amitraz's exceedance of endangered species criteria for "may.

-affect." To date, consultation with the USFWS concermng pesticide use on pear orchards has .
not been pursued. :

Currently, the Agency is developing a program ("The Endangered Species Protection
Program") to 1dent1fy all pesticides whose use may cause adverse impacts on endangered and
threatened species and to 1mplement mitigation measures that will eliminate the adverse
impacts. The program would require modlﬁcatlons ora genenc product label statement,
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requiring users to consult county-specific bulletins. - These bdlletiﬁs would provide _
information about specific use restrictions to protect endangered and threatened species in the
county. - Consultations with the Fish and Wildlife Service will be necessary to assess risks to

. newly listed species or from proposed new uses..

Because the Agency is taking this approach for protecting endangered and threatened
species, it is not imposing label modifications at this time through the RED. Rather, any
requirements for product use modifications will occur in the future under the Endangered
Species Protection Program. S . : ’

6.  Labeling Rationale and Requirements

Conipliance with the Worker Proteétion Standard

In order to remain in compliance with FIFRA, it is the Agency's position that any
‘product whose labeling reasonably permits use in the production of an agricultural plant on
" any agricultural establishment (farm, forest, nursery, or greenhouse) must comply with the.
~ - labeling requirements of the Agency's labeling regulations for worker protection statements
~ (40 CFR part 156, subpart K). : i o

These labeling revisions are necessary to implement the 1992 Worker Protection v
Standard (WPS) for Agricultural Pesticides (40 CFR Part 170) and must be completed in
_ accordance with the deadlines specified in the WPS, unless official the Agency guidance
specifies otherwise.. The Agency has issued PR Notice 93-7, "Labeling Revisions Required
by the Worker Protection Standard, and PR Notice 93-11, " Supplémental Guidance for
PR Notice-93-7," which contain specific instructions to registrants about how to complete the
required WPS labeling changes and offer guidance and deadline-options for making those
-changes. Unless otherwise specifically directed in this RED, all statements required by the
WPS (and reflected in PR Notices 93-7.and 93-11) are to be on the product labeling.

®  In order to remain in compliance with FIFRA, after April 21, 1994, exceptas
~~ otherwise provided in PR Notices 93-7 and 93-11, or other Agency, guidance,
all products within the scope of those notices must bear WPS PR-Notice-
‘complying labeling when they are distributed or sold by the registrant or any
supplementally registered distributor, or any repackager under the Agency's
Bulk Repackaging Policy.: ‘ T

®  Inorderto remain in compliance with FIFRA, after October 23, 1995, except
as otherwise provided in PR Notices 93-7 and 93-11 or other ‘Agency guidance,
all products within the scope of those notices must bear WPS PR-Notice- '
complying labeling when they are distributed or sold by any person,
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Uses Wlthm the Scope of the Worker Protection Standard .

The 1992 Worker Protection Standard for Agricultural Pest1c1des (WPS) estabhshed '
certain worker-protection requirements (personal protective equipment, restricted entry ‘
intervals, etc.) to be specified on the label of all products that contain uses within the scope of -
the WPS. Uses within the scope of the WPS include all commercial (non-homeowner) and
research uses on farms, forests, nurseries, and greenhouses to produce agricultural plants
(including food, feed, and fiber plants, trees, turf grass, flowers, shrubs, omamentals, and
seedlings). Uses within scope include not only uses on plants, but also uses on the soil or -
planting medium the plants are (or will be) grown in.

Some of the registered uses of amitraz are within the scope of the Worker Protection
Standard for Agricuitural Pesticides (WPS) and some uses are outside the scope of the WPS.
+ Those that are outside the scope of the WPS include use on livestock or other animals.

Personal Protective Eguipment (gPE) and Engineering Cdntrols for Handlers
(Mixer/Loader/Applicators) : .

Occupational-Use Products (WPS and NonWPS Uses)

For each end-use product, PPE requirements for pesnclde handlers will be set dunng
reregistration in one of two ways:

1. If the Agency has no special concerns about the acute or other adverse effects
- of an active ingredient, the PPE for pesticide handlers will be based on the
acute toxicity of the end-use product. For occupational-use products, PPE will .
be established using the process described in PR Notlce 93-7 or more recent
Agency guidelines. : :

2. Ifthe Agency has spec1a1 concerns about an active mgredlent due to very hlgh
acute toxicity or to certain other adverse effects, such as allergic effects or
* delayed effects (caucer, developmental toxicity, reproductive effects, etc):”

L In the RED for that active ingredient, the Agency may establish
minimum or "baseline" handler PPE requirements that pertain to all or
most occupational end-use products containing that active ingredient. .

° These minimum PPE requirements must be compared with the PPE that
would be designated on the basis of the acute tox1c1ty of each end-use
product
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'®  The more stringent chowe for each type of PPE (i.e. bodywear hand
‘ - protection, footwear, eyewear, etc. ) must be placed on the label of the
- end-use product :

. There are specral toxrcologlcal concerns about some uses of amitraz that warrant the

* establishment of active-ingredient-based minimum PPE and engineering control requirements
- for handlers. Amitraz is classified as a Group C carcinogen and has low Margins of Exposure

‘for handlers based on acute neurotoxic effects. Therefore, actlve-mgredlent-based minimum
PPE requirements will be established for the followmg handlers.

. Handlers assoc:afced w1th amitraz apphcations to pears,

o Handlers associated with amitraz applications to cotton who are exposed to amitraz in o
"~ . concentrated form (such as for spill clean-up if the closed-system fails),

L Handlers assocrated with am1traz applications to cotton who are exposed to amitraz in
' dxluted form (such as repairing, cleamng, or adjusting apphcatlon equipments)

L “ Occupatlonal handlers assoclated w1th placrng amltraz-rmpregnated collars on
' llvestock
o Handlers associated with am1traz spray or dip apphcatlons to livestock.

Handler PPE for Homeowner—Use Products. One product contalmng amitraz (rmpregnated
collars for dogs) is intended pnmanly for homeowner use. No minimum (baseline) PPE is

* being established on this product, since the expected exposure to homeowners placing an

' amitraz-impregnated collar on a dog is expected to result in negligible exposure. -

Post-Ap Qlicarion/EntLv__ Restrictions
Occupational-Use Products (WPS Uses)
e Entry Restrictions for Oécupational-Use~ Products (WPS Uses)

Restricted Entry Interval Under the Worker Protectlon Standard (WPS), 1ntenm restnctedv
entry intervals (REI) for all uses within the scope of the WPS are based on ‘the acute toxicity -
of the active ingredient. ‘The toxicity categories of the active ingredient for acute dermal
toxicity, eye irritation potential, and skin irritation potential are used to determine the interim
'WPS REL If one or more of the three acute toxicity effects are in toxicity category I, the
interim WPS REI is established at 48 hours. If none of the acute toxicity effects are in
category I, but one or more of the three is classified as category II, the interim WPS REI is
established at 24 hours. If none of the three acute toxicity effects are in category I or II, the
interim WPS REI is established at 12 hours.' A 48-hour REI is increased to 72 hours when an
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organopk .- ~hate pesticide is applied outdoors in arid areas. In addition, the WPS specifically
retains two-types of REI's established by the Agency prior to the promulgation of the WPS:
(1) product-specific R=I's established on the basis of adequate data, and (2) interim REI's that
are longer than those -::at would be es‘tablished' under the WPS.

For occupational end-use products containing amitraz as an active ingredient, the
Agency is establishing a 28-day restricted-entry interval for each use of the product on pears
and a 48-hour restricted-entry interval for each use of the product on cotton. The basis for
this recommendation is that amitraz is categorized as a “Group C” possible human carcinogen
and the Agency is concerned about acute neurotoxicity. - " ‘ :

The WPS places very s;ieciﬁc restrictions on entry during restricted-entry intervals
when that entry involves contact with treated surfaces. The Agency believes that these
existing WPS protections are sufficient to mitigate post-application exposures of workers who
contact surfaces treated with amitraz. ‘ L

The WPS REI in effect until now was 24 hours. The Agency found no reason to retain
the 24-hour interim REI placed on amitraz products by PR Notice 93-7. The 24-hour interim
WPS REI was established because amitrazis in toxicity category II for acute dermal toxicity,
but did not take into account the acute neurotoxicity concerns or amitraz's classification as a
Category C carcinogen. : ' : ~

Early-Entry PPE: The WPS establishes very specific restrictions on entry by workers to
areas that remain under a restricted-entry interval if the entry involves contact with treated
surfaces. Among those restrictions are a prohibition of routine entry to perform hand labor -
tasks and requirement that personal protective equipment be worn. Personal protective
equipment requirements for persons who must enter areas that remain under a restricted-entry
interval are based on the toxicity concerns about the active ingredient. The requirements are
set in one of two ways: o ' ' ‘

1. If the Agency has no special concerns about the acute or other adverse effects of an
active ingredient, it establishes the early-entry PPE requirements based on the acute
dermal toxicity, skin irritation potential, and eye irritation potential of the active
ingredient. : /

2. If the Agency has special concerns about an active ingredient due to very high acute
toxicity or to certain other adverse effects, such as allergic effects, cancer, '
developmental toxicity, or reproductive effects, it may establish early-entry PPE -
requirements that are more stringent than would be established otherwise. '

There are special concerns about amitraz based on the toxicological endpoint for short-
term exposures, the carcinogenic concern for long-term exposures, and the low MOEs for
certain handlers. Therefore, for early entry following applications of amitraz, the Agency is -
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- establishing PPE for dermal protection that is more stringent than the PPE that would
otherwise be established based on the acute toxicity of the active 1ngred1ent Since amitraz is
classified as category IV for eye lrntatlon potential, protective eyewear is not required.

(= Entry _Restrictions fOr OccupatiOnal-Use-Products (Non WPS Uses)

The Agency is establishing no entry restrictions at this time for nonWPS eccupational
uses of amitraz end-use products. :

° "Entry Restrictions for Homeowner-Use Products

The Agency is estabhshmg no entry restrictions at thlS time for am1traz end-use
: products that are mtended primarily for homeowner use. :

Additional Labeling_ Reguirements
The Agency is requiring labeling statements to be.located on all end-use products
o contamlng amitraz that are intended primarily for occupational use.’ For the specific labehng _
" statements, refer to Section V of th1s document. :

V. ACTIONS REQUIRED BY REGISTRANTS

ThlS sectlon speclﬁes the data requiréments and Tesponses necessary for the
rereglstratlon of both manufactunng-use and end-use products :

A .. ManufacturlngeUse Products
1. Additional Generic Data Requirements
- The generic' data base supporting the reregistration of amitraz for the eiiglble uses has
“been reviewed and determined to be substantlally complete However the followmg

. confirmatory studles listed below are needed

® Llfe-Cycle Aquatlc Invertebrate (Guldehne 72-4(b)) is requrred for the degradate
- BTS-27271 for the pear use.

®  Concurrent Dlslodgeable Foliar Re51due (Guldehne 132-1(a)) and Dermal Exposure
’ (Guldehne 133-3) data. . :

e ,Batch equrhbnum (Guldehne 163-1) be conducted for BTS-27271 and BTS-27919.
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L Droplet size spectrum (Guideline 201-1) and field drift (Guideline 202-1). The
registrant may elect to satlsfy both data requlrements through the Spray Drift Task
Force. .

L Dermal Exyp zsure Data (Guideline 231) and Inhalation Exposure Data (Guideline 232)
to support the reregistration of amitraz spray/dip treatment of livestock. a

An additional confirmatory study, not part of the target database for amitraz, 1s
required to support the continued registration of amitraz. Th1s requlrement is: :

L A combined developmental/neurological/reproduction toxicity study in rats. The
reason for requiring this confirmatory study is that both the developmental and
reproductive toxicity studies in rats were supplementary and neither could be
considered as a reliable assessment of the potential developmental or reproductive
toxicity for amitraz. Furthermore, there exists "...some evidence that amitraz was
associated with maternal/reproductive/ developmental toxicity at relatively low dose
levels," and the fact that neurotoxicity was observed in both rodents and non-rodents.
Prior to initiation, the registrant should consult with the Agency on the protocols for

this study.
2. Labeling Requirements for Manufacturing-Use Products

The Agency has determined that the current label precautions are still applicable and
are required for product reregistration Refer to the October 1987 Amitraz Registration
Standard). Further, to remain in compliance with FIFRA, manufacturing use product (MP)
labeling must be revised to comply with all current Agency regulations, PR Notices and
applicable policies. The MP labeling must bear the following statement under Directions for B

Use:

"Only for formulation into an - [fill blank with Insecticide,
Herbicide or the applicable term which describes the type of pesticide use(s)] for the
following use(s): . - [fill blank only with those uses

that are being supported by MP registrant]." .

An MP registrant may, at his/her discretion, add one of the followﬁig statements to an
MP label under "Directions for Use" to permit the reformulation of the product for a speclﬁc
use or all additional uses supported by a formulator Or user group:

() "ThlS product may be used to formu_late products for specific use(s) not listed
on the MP label if the formulator, user group, or grower has complied with
U.S. EPA submission requirements regarding the support of such use(s)."
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(b) . "This product may b used to formulate produbté for any additional use(s) not
~ - listed on the MP label if the formulator, user group, or grower has complied
‘with U.S. EPA submission requirements regarding the support of such use(s)."

B.  End-Use Products
1. “Additional Produét—Specjfic Data Requirements

Section 4(g)(2)(B) of FIFRA calls for the Agency to obfain any needed product- ©
specific data regarding the pesticide after a determination of eligibility has been made. The
product specific data requirements are listed in Attachment 3 of Appendix D in the Combined

e

Generic and Product Specific Data Call-In Notice. o

~ Registrants must review previous data submissions to ensure that they meet current
EPA acceptance criteria 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 according to the instructions in the Requirement Status and Registrants
~ Response Form provided for each product. e -

2. Labeling Reguiremcnts for End-Use Products

The labels and lz—ibeling of all produéts nust cbmply with EP.A's'current' regul-aﬁons ,b
and requirements as specified in 40 CFR §156.10. B :

a. .Ogcupational/Residential thelihg "

Personal Protective Equipment Requirements for PeSticidefHandlers

- Applicators, Etc)

.+ Sole-active-ingredient end-use products.that contain amitraz must be revised to adopt
the handler personal protective equipment requirements set forth in this section. Any
conflicting PPE requirements on their current labeling must be removed.

Multiple-active-ingredient end-use products that contain amitraz must compare the
handler personal protective equipment requirements set forth in this section to the PPE
_ Tequirements on their current labeling and retain the more protective. For guidance on which
PPE is considered more protective, see PR Notice 93-7. ' '

®  Handler PPE for Oécupational,—Us‘Q Products (products NOT iﬁtended primarily for :
home use -- (see text in PR Notice 93-7 and 93-11):. ‘ o
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Minimum (Baseline) Personal Protective Egmpment RegulrementS' The minimum

(baseline) PPE requirements are:
For Pear Uses:

Applicators and other handlers must wear:-
® coveralls over long-sleeve shirt and long pants
chemical-resistant footwear plus socks,
chemical-resistant gloves*, - » :
chemical-resistant headgear for overhead exposure,
chemical-resistant apron when cleaning equipment, mixing, or loading

For Cotton Uses:

Mixers, loaders, and others exposed to the concentrate must wear:
®  coveralls over long-sleeve shirt and long pants
- chemical-resistant footwear plus socks,
chemical-resistant gloves*,
chemical-resistant headgear for overhead exposure
chemmal-remstant apron -

Applicators and other handlers exposed to the dllute must wear:
L long-sleeve shirt and long pants.

L chemical-resistant gloves* -

® shoes plus socks

For Livestock Spray or Dip Uses:

Applicators and other handlers must wear:
L coveralls over long-sleeve shirt and long pants, -
chemical-resistant footwear plus socks,
chemical-resistant gloves*,
chemical-resistant headgear for overhead exposure,
chemical-resistant apron when cleaning equipment, mixing, or loading**

For Livestock Impregnated Collar Uses:

Applicators and other handlers must wear:
L long-sleeve shirt and long pants

L chemical-resjstant gloves*

° shoes plus socks

The glove statement for amitraz is the statement established through the instructions in Supplement Three of PR Noﬁce 93-7.
The words "mixing, or loading" may be removed if the product is formulated as "ready-to-use.” .
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i

Actual End-Use Product Personal Protective Egmpment Requirements: ThevPPE that

would otherwise be established based on the acute toxicity of each end-use product must be -

compared to the minimum (baseline) personal protective equipment, if any, specified above.

~ The more protective PPE must be: placed on the product labeling. For guldance on which PPE
is cons1dered more protectlve see PR Notice 93-7. :

~ Placement in Labelmg - The personal protective equipment must be placed on the end-use
product labeling in the location specified in PR Notice 93-7 and the format .and language of
the PPE requ1rements must be the same as is specified in PR Notice 93- 7.

o Products Intended Primarily For Homeowner Use

Personal Protectlve Egulgment Regun'ements for Homeowners The Agency is not :

establishing minimum (baseline) handler PPE for amitraz end-use products that are intended
primarily for homeowner use. Personal protective equipment, if appropriate, will be
established based on the acute toxicity of the- end-use product.

‘Placement in Labeling: The personal protectlve equlpment requirements, if any, must be -
placed on the end-use product labeling immediately following the precautlonary statements in’
.the labeling section "Hazards to Humans (and domestic animals)."

Ent 1 gy Restrlctlons, Labelmg

Sole-actlve-mgredlent end-use products that contain amitraz must be revised to adopt
the entry restrictions set forth in this sectlon Any conflicting entry restrictions on thelr
-current labehng must be removed.

Multlple-actlve-lngredlent end-use products that contain amltraz must. compare the
- entry restrictions set forth in this section to the entry restrictions on their current labeling and
- retain the more protective, A speclﬁc time-period in hours or days is considered more
~ protective than "sprays have dried" or "dusts have settled."

® . Occupatlonal-Use Products (Products NOT Intended anarlly For Home Use)
Uses Within the Scope of the WPS:

' Restrlcted-Entg[ Interval: A restncted entry interval (REI) is spec1ﬁed for uses. within the

scope of the WPS (sée PR Nouce 93-7) on all end-use products (see tests in PR Notices 93-7

and 93-11). This REI must be 1nserted onto the rev1sed labehng as requ1red by Supplement

Three of PR Notice 93-7. : L :

For Pear Uses: The restn_cted-"entry interval ‘i‘s 28 days.
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For Cottofx Uses: The restricted-entry interval réquirement must state:

“Do not enter or allow workers entry into the treated area. dunng the restricted-entry interval
of 48 hours. Note: mechanical harvesting may be performed during the restricted-entry
interval ONLY if the harvesters will have no dermal or inhalation contact with treated
surfaces, including both the treated foliage and the residues in airbore dusts generated by the
mechanical harvesting.” Crop advisor may enter if they are wearing full early entry Personal
Protective Equipment (PPE) described below

Early-Entry Personal Protective Equipment (PPE):

For Pear and Cotton Uses:

The PPE required for, early entry is:

coveralls over long-sleeve shirt and long pants,
chemical-resistant gloves,

chemical-resistant footwear plus socks,
chemical-resistant headgear for overhead exposures.

Placement in Labeling: The REI must be inserted into the standardized REI statement
required by Supplement Three of PR Notice 93-7. The PPE required for early entry must be
inserted into the standardized early entry PPE statement required by Supplement Three of

PR Notice 93-7.

Uses Not Within the Scope of the WPS
No entry restnctlons are being estabhshed for nonWPS uses.
Products Primarily Intended for Home Use: ,

No entry restrictions are being established for produ.éts intended primarily for home
use. ' ' "

b. Other Labeling Requirements

The Agency is requiring the followmg labelmg statements to be IOCated on all end-use
products containing amitraz that are intended pnmanly for occupatlonal use: : :
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A‘gpl’ication Restriction

"Do not apply this product in a way that wrll contact workers or other persons, elther
“directly or through drift. Only protected handlers may be in the area during
T apphcahon " .

. "For hvestock spray or d1p apphcatlons 1n enclosed areas: Apply only in well-
ventrlated areas.’ " o -

"For pear apphcatlons allow a minimum of 35 days between apphcatrons "
" "Do not rotate to root and leafy vegetables for 44 days or to small grams and other
crops for 60 days following appllcatron "

Engmeermg Control

"When handlers use closed systems, enclosed cabs or alrcraft in a manner that meets :
‘the requirements listed in the Worker Protection Standard (WPS) for agricultural
pesticides (40 CFR 170, 240(d)(4-6) the handler PPE requrrements may be reduced or

: modlﬁed as speclﬁed in the WPS." =

"No human ﬂaggers allowed Mechamcal ﬂaggers are requrred "
i "Cotton must be harvested mechamcally. No hand harvestmg is allowed."

"For pear uses, this product must be mixed and loaded using a closed system (water-

soluble bags are considered a closed mlxmg/loadlng system) and the applicator must

be inside an enclosed cab-during application. The closed mixing/loading system and

enclosed cab must meet the requirements hsted in the Worker Protection Standard -

(WPS) for agncultural pesticides [40 CFR 170. 240(d)(4-5)]. When these engineering

controls are used correctly, the handler PPE requirements may be reduced or modlﬁed_ '
- as speclﬁed in the WPS." '

"For cotton uses, this product must be mlxed and loaded usmg a closed system (water-
‘soluble bags are considered a closed mixing/loading system). The closed “

- mixing/loading system must meet the requirements listed in the Worker Protection
Standard (WPS) for agncultural pesticides [40 CFR 170.240(d)(4-5)]. When these |
‘engineering controls are used correctly, the handler PPE requrrements may be reduced ‘
or modified as speclﬁed in. the WPS." ' :
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User Safe_tx Requirements

"F ollow manufacturer's 1nstruct10ns for cleaning/maintaining PPE If nosuch
instructions exist for washables, use detergent and hot water. Keep and wash
PPE separately from other laundry." :

User Safety Recommendations

"Users should wash hands before eatmg, dnnkmg, chewmg gum, using tobacco or
using the toilet."

"Users should remove clothing immediately if pesticide gets 1nS1de Then wash
thoroughly and put on clean clothing."

"Users should remove PPE immediately after handling this product. Wash the outside
of gloves before removing. As soon as possible, wash thoroughly and change into
clean clothing."

N otification Requirement for WPS Uses

"Noufy workers of the appllcatlon by warning them orally and by postlng warning
signs at entrances to treated areas." = _

Labeling for Fish and Wildlife Hazard g

In order to remain in compliance with FIFRA, labels must bear the followmg in the
Precautionary Statements section under the subheading Env:ronmental Hazards:

® End Use - Emulsifiable Concentrate'and Wettable Powder Formulations N

"This pesticide is toxic to fish and aquatlc invertebrates. Do not apply dlrectly to
water, or to areas where surface water is present or to intertidal areas below the mean
water mark. Drift and runoff from treated areas may be hazardous to aquatic
organisms in adjacent sites. Do not contaminate water when d1spos1ng of equipment
washwaters or rinsate." ' - -

68 -




L MITAC WP label .

Addltlonally, for the MITAC WP label revise the Directions for use to control pear
~ psylla statement to. 1nclude the followmg restnctlons

~_ PEAR PSYLLA: Apply a maxxmum of 112 pounds ot‘ amitraz per acre.
. Do not exceed 3 1bs of amitraz per acre per season. Do not make more than two
apphcatlons of amitraz per season.

- C. Exnstmg Stocks

: " Registrants may generally distribute and sell products beanng old labels/labeling for
26 months from the date of the issuance of this Reregistration Eligibility Decision (RED).
Persons other than the registrant may generally distribute or sell such products for 50 months 3

“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 "Existing Stocks of Pesticide Products; Statement of
Pollcy" Federal Register, Volume 56, No. 123, June 26, 1991.

, The Agency has determined that reglstrants may distribute and sell amitraz products .
bearing old labelsllabehng, i.e., labels absent the modifications specified in this RED
document, except as noted below 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 issuance of this RED document. Registrants and persons other than registrants
- remain obligated to meet pre-existing Agency imposed label changes and existing stocks
requlrements applicable to products they sell or distribute.

|3
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GUIDE TO APPEND]X B

Appendlx B contains listings of data requlrements whlch support the reregistration for
active ingredients within the Case 0234 covered by this Reregistration Eligibility Decision
Document. It contains generic data requirements that apply to 0234 in all products, including
data requlrements for which a "typ1ca1 formulation" is the test substance.

: The data table 1sorgamzed in the following format‘

L Data Regulremen (Column 1). ‘The data requlrements are listed in the order in
" which they appear in 40 CFR Part 158. the reference numbers accompanying each test refer -
" to the test protocols set in the Pesticide Assessment Guidelines, which are available from the
National Technical Informatxon Service, 5285 Port Royal Road Spnngﬁeld VA 22161 (703) ‘
487 -4650 ‘

2. Use Pattern (Column 2): Th.lS column 1nd1cates the use patterns for which the data .
B requlrements apply. The follow1ng letter de31gnatlons are used for the glven use patterns

. Terrestrial food
Terrestrial feed
~ Terrestrial 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
Indoor resxdentlal

ongwHHmommeow>;

3. Blblloggaphlc citation (Column 3) Ifthe Agency has acceptable data in its: ﬂles
 this column lists the identifying number of each study. This normally is the Master Record
- Identification (MRID) number, but may be a "GS" number if no MRID number has been -
ass1gned Refer to the Blbllography appendlx fora complete c1tatlon of the study
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GUiDE TOQ APPENDIX C

CONTENTS OF BIBLIOGRAPHY This blbhography contains citations of all studies

considered relevant by EPA in arriving at the positions and conclusions stated

elsewhere in the Reregistration 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 published literature, in those instances where they have been considered,

are included. :

~ UNITS OF ENTRY. The unit of entry in this bibliography is called a "study". In the
~ case of published materials, this corresponds closely to an article. In the case of
unpublished matenals submitted to the Agency, the Agency has sought to identify
documents at a level parallel to the pubhshed article from within the typically larger
- volumes in which they were submitted. The resultmg "studies" generally have a 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 basic documents and commentaries upon them, treatlng them asa
smgle study. :

IDENTIFICATION OF ENTR]ES The entnes in this bibliography are sorted

numerically by Master Record Identifier, or "MRID number". This number is unique

_ to the citation, and should be used whenever a specific reference is required. Itis not

- related to the six-digit "Accession Number" which has been used to ldentlfy volumes

of submitted studies (see paragraph 4(d)(4) below for further explanation). In a few

. cases, entries added to the bibliography late in the review may be preceded by a nine
‘character temporary identifier. These entries are listed after all MRID entries. This

temporary ‘idenﬁfying number is also to be used whenever speciﬁc reference is needed.

FORM OF ENTRY. In addition to the Master Record Identlﬁer (MRID) each entry
consists of a citation containing standard elements followed, in the case of material
submitted to EPA, by a description of the earliest known submission. Blbhographlc
conventions used reflect the standard of the American Natronal Standards Institute

| (AN SI), expanded to provide for certain special needs.

S a Author Whenever the author could confidently be 1dent1fied 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 identified, the Agency has shown the -
first submltter 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 déduced -
- the date from the evidence contained in the document. When the date appears ,
. as (19‘7?) the Agency was unable to determine or estimate the date of the
document :
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c. Title. In some cases it has been necessary for the Agency bibliographersto -
create or enhance a document title. .Any such editorial insertions are conta1ned
between square brackets . -

d.-‘ " Trailing parentheses For studres submitted to the Agency in the past, the
trailing parentheses include (in addition to any self-explanatory text) the
following elements describing the earliest known submission:

(1)  Submission date. The date of the earliest known submission npp'ears
immediately following the word "received." .

(2) Administrative number. The next element immediately 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 authorshlp is
defaulted to the submitter, this element is omitted. : :

(4) Volume Identification (Accessron Numbers). The final element in the
trailing parenthesés 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 relatlve posmon of the study
within the volume.
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'MRID

BIBLIOGRAPHY _°

" CITATION -

00028666

00028712

00028715
00628716.“
00029959
l oooﬁéssc
00020961

00029962

Lewis, D.K. (1970) RD 27 419, Plant Biochemistry Report No. 1: FM 70 158.

(Unpublished study received Apr 9, 1980 under 43142-EX1; submitted by

Boots Hercules Agrochemlcals Co. Wllmmgton Del.; CDL O99371-A)

" Somerville, L.; Sp1ers MJ (19‘7‘?) BTS 27 419: Metabollsm in Apple Leaves
- AX 72 002. (Unpubllshed study received Apr 9, 1980 under 43142-EX-1

submitted by Boots Hercules Agrochemlcals Co Wllmmgton Del.;
CDL: 099371-C)

Sutton, MM.; Williams, G.AH. (1973) BTS 27 419: 90-Day Toxicity Study in

Rats: P71548; C44. (Unpublished study received Apr 9, 1980 under

* 43142-EX-1; submitted by Boots Hercules Agrochem1cals Co.; Wilmington,
. Del; CDL 099365-A) ‘ o,

) Shaw, JW.; Williams GAH. '(1972‘7) BTS 27 419 90-Day Chronic Toxicity

Study in Mlce TX 74 016; C47. (Unpublished study received Apr 9, 1980 .
under 43142-EX-1; submitted by Boots Hercules Agrochemlcals Co ‘
Wilmington, Del.; CDL 0993 65-D)

Patton, D.S.G.; Wllhams, G.A.H. (197?) BTS 27 419: 90-Day Toxicity Study
in Dogs: P71547; C48. (Unpubllshed study received Apr 9, 1980 under
43142-EX-1; submitted by Boots Hercules Agrochemicals Co., Wilmington,
Del CDL: 099365-E) : ‘ :

Sutton M. M 1977 BTS 27 419: Teratogemclty in the Rat: Report No. TX
73028. (Unpublished study received Apr 9, 1980 under 43142-EX-1; '

- submitted by Boots Hercules Agrochemlcals Co., Wllmmgton Del,;

CDL:099368-T)

i Sutton, M. M (1977) BTS 27 419: Effect on Pregnancy, Partuntton and Caré of

the Young in Rats: Report No. TX 73031. (Unpublished study received Apr9,
1980 under 43142-EX-1; submitted by Boots Hercules Agrochemicals Co '

‘Wllmmgton Del.; CDL: 099368-J) .

Sutton; M.M. (1977) BTS 27 419: Teratogenicity in the Rabbit: Report No. TX
73029. (Unpublished study received Apr 9, 1980 under 43142-EX-1;

.submitted by Boots Hercules Agrochemlcals Co lemmgton ‘Del.;
- CDL: 099368-K)

‘ Sutton MM. (19‘7‘7) BTS 27 419: Mulhgeneraﬂon Feedmg Test in Rats

Report No. TX 73036. (Unpublished study received Apr 9, 1980 under
43142-EX-1; submitted by Boots Hercules Agrochemicals Co. Wllmmgton
Del.; CDL: O99368-L) ’
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MRID

BIBLIOGRAPHY'

CITATION

00029963

00029965

00029972

00030051

00030444

00030445

00030446

00030447

Berczy, Z.S,; Blnns R; Newman AlJ. (1972) Acute Inhalation Toxicity tothe .
Rat of BTS 27419 Report No. 4971/72/406. (Unpublished study received Apr
9, 1980 under 43142-EX-1; prepared by Huntlngdon Research Centre, '
submitted by Boots Hercules Agrochemicals Co. Wllmlngton Del ;
CDL:099368-M)

Sutton, M.M. (1971) BTS 27 419: Conﬁct Sensitisation sic in the Guinea Pig.
(Unpublished study received Apr 9, 1980 under 43142-EX-1; submitted by
Boots Hercules Agrochemicals Co., Wilmington, Del.; CDL:099368-0)

Sutton, M.M. (1977) BTS 27 419: Three Week Dermal Toxicity to Rabbits:
Report No. TX 73026. (Unpublished study received Apr 9, 1980 under
43142-EX-1; submitted by Boots Hercules Agrochemicals Co. Wllmlngton
Del.; CDL: 099368-V)

Boots Hercules Agrochemicals Company (19??) Chemical Information on \

" Amitraz. (Unpublished study recelved Apr9, 1980 under 43142-EX-1;

CDL: 099362-A)

Nissan Chemical Industries, Limited (1972) JA-119 (BTS-27419): Test on Fish
Toxicity. (Unpublished study received Apr 9, 1980 under 43142-EX-1;
submitted by Boots Hercules Agrochemlcals Co., Wilmington, Del.;
CDL:099369-B)

 Fraser, W.D,; Jenkms G. (1972) The Acute Toxicities of BTS 27419 (Tech)

and BTS 27419 (20% E/C) to Rainbow Trout under Continuous Flow
Conditions: 4880/72/315. (Unpublished study received Apr 9, 1980 under
43142-EX-1; prepared by Huntingdon Research Centre, submitted by Boots
Hercules Agrochemlcals Co., Wilmington, Del.; CDL: 099369-D) ‘

Bentley, R.E. (1975) Acute Toxicity of Technical Amitraz to Rainbow Trout'
(Salmo gairdneri). (Unpublished study received Apr 9, 1980 under’
43142-EX-1; prepared by Bionomics, EG&G, submitted by Boots Hercules
Agrochemicals Co., Wilmington, Del.; CDL: 099369-E)

Fraser, W.D.; Jenkins, G. (1973) The Acute Toxicities of Technical and -
Formulated BTS 27419 to Blue Gill (Lepomis macrochirus): BTS/73116.
(Appendix 4; unpublished study received Apr 9, 1980 under 4314, 3X-1;
prepared by Huntingdon Research Centre, submitted by Boots He: ... Jles
Agrochemicals Co., Wllmmgton Del CDL 099369-F)
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N4 . UNITED: STATES ENVIRONMENTAL PROTECTION AGENCY
%L . WASHINGTON D.C. 20460
OFFICEOF
PREVENTION, PESTICIDES
AND TOXIC SUB;TANCES ‘
- - NOV 22 1553
* GENERIC AND PRODUCT SPECIFIC -
- DATA CALL-IN NOTICE
. CERTIFIED MAIL
Dear Registrant'

‘This Notice requires you and other registrants of pestlclde products containing the
active ingredient identified in Attachment A of this Notice, the Data Call-In Chemical Status
Sheet, to submit certain 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 thlS Notice you
 must respond as set forth in Section III below. Your response must state:"

1. How you w111 comply thh the requlrements set forth in thlS Notice and its -
_Attachments 1 through 7; or S

2 Why you believe you are exempt from the requirements listed in this Notice
~and in Attachment 3 (for both generic and product specific data), the

Requirements Status and Registrant's Resgonse Form, (see sectlon HI-B) or

3. Why you beheve EPA should not require your submlssmn of data in the
: ‘manner speclﬁed by this Notlce (see sectlon Imi-D). .

Ifyou do not respond to this Notlce or if you do not satisfy EPA that you will comply
w1th its requirements or should be exempt or excused from dolng so, then the registration of
' your product(s) subject to this Notice will be subject-to suspension. We have provided a list of
all of your products subject to this Notice in Attachment 2.” All products are listed on both the -
generic and: product specific. Data Call-Tn Response Forms. Also mcluded isa hst of all
reglstrants who were sent this Notice (Attachm ent 5). o

The authonty for this Notlce is section 3(c)(2)(B) of the Federal Insect1c1de Fungicide
and Rodent1c1de Act as amended (FIFRA) 7U0.S.C secnon 136a(c)(2)(B) Collectlon of ﬂ’llS
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information is authorized under-the Paperwork Reduction Act by OMB Approval No. \
2070-0107.and 2070-0057 (explratlon date 3-3 1-96)

This Notice is divided into six sections and seven Attachments The Notice itself
. contains information and instructions applicable to all Data Call-In Notices. The Attachments
contain specific chemical information and instructions. The six sections of the Notice are:

Section I - Why You are Receiving this Notice

Section I - Data Required by this Notice

SectionIll - Compliance with Requirements of this Notice

SectionIV - Consequences-of Failure to Comply with this Notice

Section V - Registrants' Obligation to Report Poss1b1e Unreasonable Adverse
Effects .

Section VI - . Inquiries and Responses to this Notice
The Attachments to this Notice are:

1- Data Call-In Chemlcal Data Call-In Chemical Status Sheet
2- Gerneric Data Call-In and Product Sgec1ﬁc Data Call-In Resgonse Fonn with

Instructions (Form A)

3 - Generic Data Call-In and Product Specific Data Call-In Regulrements Status
and Registrant's Response Forms with Instructions (Form B) :

4 - EPA Batching of End-Use Products for Meeting Acute Toxicology Data
Requirements for Reregistration . : .

5- List of Registrants Receiving This Notice ‘

6 - . Cost Share and Data Comgensatlon, and Confiden’aal Statement of Formula

Forms

SECTION 1. WHY YOU ARE RECEIVING THIS NOTICE

The Agency has reviewed ex1st1ng data for this active ingredient(s) and reevaluated the
data needed to support continued registration of the subject active ingredient(s). This
reevaluation identified additional data necessary to assess the health and safety of the
continued use of products containing this active ingredient(s). You have been sent this Notice
because you have product(s) containing the subject active 1ngred1ents ‘

SECTION IL DATA REQUIRED BY THIS NOTICE
I-A. DATA REQUIRED '

The data required by this Notice are specified in the Requirements Status and
Registrant's Response Forms: Attachment 3 (for both generic and product specific data
requirements). Depending on the results of the studies required in this Notice, additional
studies/testing may be required.
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II-B. SCHEDULE FOR SUBMISSION OF DATA

You are requlred to submit the data or otherwrse satlsfy the data: requlrements

specified in the Regulrements Status and Reg1strant's Resgonse Forms (Attachment 3) w1thm

. the timeframes prov1ded
H-C. TESTING‘PROTOCOL

All studies requlred under this Notice must be conducted in accordance with test
standards outlined ini the Pesticide Assessment Guidelines for those studies for which
‘guidelines have been estabhshed A

, These EPA Guldelmes are available from the Natlonal Techmcal Informatlon Service
(NTIS), ‘Attn: Order Desk 5285 Port Royal Road, Spnngﬁeld Va 22161 (Telephone number
703-487-4650) | S .

. Protocols approved by the Orgamzatlon for Economlc Cooperatlon 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 complying 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 (T elephone number 202-785-6323 Fax telephone

number 202- 785-03 50)

» All new studles and proposed protocols submitted in response to this Data Call-In
- Notice must be in accordance w1th Good Laboratory Practxces [40 CFR Part 160]

: II-D. REGISTRANTS RECEIVING PREVIOUS SECTION 310){2)}]_3 ) NOTICES ISSUED

BY THE AGENCY

Unless otherwise noted hereln thls Data Call-In does not in any Way supersede or

change the requirements of any grevrous Data Call-In(s), or any other agreements entered into
with the Agency pertaining to such prior Notice. Regrstrants must comply with the

requirements of all Notices to avoid i issuance ofa Not1ce of Intent to Suspend their affected
products : S :

SECTION m. COMPLIANCE WITH REQUIREMENTS OF THIS NOTICE

You must use the correct forms and 1nstruct10ns when completmg your response to o

L thrs Notice. The type of Data Call-In you must comply with (Generic or Product Specific)is .

‘specified in item number 3.on the four Data Call-In forms (Attachments 2 and 3).
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I-A. SCHEDULE FOR RESPONDING TO THE AGENCY

The appropriate responses initially required by this Notice for generic and product
specific data must be submitted to the Agency within 90 days after your receipt of this Notice.
Failure to adequately respond to this Notice within 90 days of your receipt will be a basis for
issuing a Notice of Intent to Suspend (NOIS) affecting your products. This and other bases for
issuance of NOIS due to failure to comply with this Notice are presented in Section IV-A and
IV-B. :

II-B. OPTIONS FOR RESPONDING TO THE AGENCY .

1. Generic Data Requirements

The options for responding to this Notice for generic data requirements are: (a)
voluntary cancellation, (b) delete use(s), (c) claim generic data exemption, (d) agree to satisfy
the generic data requirements imposed by this Notice or (e) request a data waiver(s).

A discussion of how to respond if you choose the Voluntary Cancellation option, the
Delete Use(s) option or the Generic Data Exemption option is presented below. A discussion
of the various options available for satisfying the generic data requirements of this Notice is
contained in Section III-C. A discussion of optxons relatmg to requests for data waivers is
contained in Section III-D. : :

Two forms apply to generic data requirements, one or both of which must be used in
responding to the Agency, depending upon your response. These two forms are the

Data-Call-In Response Form, and the Requirements Status and Reggstrant's Response Form‘,
(contained in Attachments 2 and 3, respectwely) : , .

The Data Call-In Response Forms must be submitted as part of every response to this
Notice. The Requirements Status and Registrant's Response Forms also must be submitted if
you do not qualify for a Generic Data Exemption or are not requesting voluntary cancellation
* of your registration(s). Please note that the company's authorized representative is required to .
sign the first page of both Data Call-In Response Forms and the Requirements Status and
Registrant's Response Forms (if this form is required) 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. »

a. Voluntary Cancellation

You may avoid the requirements of this Notice by requesting voluntary cancellation of
your product(s) containing the active ingredient that is the subject of this Notice. If you wish -
to vc' tarily vancel your product, you must submit completed Generic and Product Specific
Data Call-In Kesponse Forms (Attachment 2), indicating your election of this option..

5 .
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Voluntary cancellatlon is item number Son both Data Call-In Response Form(s) If you
choose this option, these are the only forms that you are required to complete ‘

Ifyou chose to voluntarily cancel your product further sale and distribution of your
product after the effective date of cancellation must be in accordance wrth the Existing Stocks
prov1s1ons of this Notice, which are contained in Section IV—C ‘

| b.  Use Deletlon '

- You may avoid the requlrements of this Notlce by ehmrnatlng the uses of your product' ’
" to which the requirements apply. If you wish to amend your registration to delete uses, you
must submit the Requiréments Status and Registrant's Response Form (Attachment 3), a
completed application for amendment, a copy of your proposed amended labeling, and all
other information requlred for processing the application. Use deletion is option number 7
under item 9 in the instructions for the Requirements Status and Reqistrant's Response Forms.
You must also complete a Data Call-In Response Form by signing the certification, item o
number 8. Apphcatlon forms for amending registrations may be obtained from the

* Registration Support Branch, Reglstratlon Division, Ofﬁce of Pest1c1de Programs EPA, by
calling'(703) 308-8358 . , . —_

I you choose to delete the use(s) subject to this Notice or uses subject to specific data -
requirements, further sale, distribution, or use of your product after one year from the due date
of your 90 day response, is allowed only if the product bears an amended label

> c Generic Data Exemption:

Under section 3(c)(2)(D) of FIFRA, an applicant for r‘egistration of a productis = _

: exempt from the requirement to submit or cite generic data concerning an active ingredient if
the active ingredient in the product is derived exclusively from purchased, registered pesticide
products containing the active ingredient. EPA has concluded, as an exeicise of its discretion,
that it normally will not suspend the registration of a product which would qualify and
continue to qualify for the generic data exemption in section 3(c)(2)(D) of FIFRA. To qualify,
all of the following requlrements must be met:

(). The active 1ngred1ent in your reglstered product must be present solely because of
incorporation of another registered product which contains the subject active -
‘ ingredient and is purchased from a source not connected with you

(n) Every reglstrant Who is the ultlmate source of the active 1ngred1ent in your - _
product subJect to this DCI must be in comphance w1th the requlrements of this Notice
and must remain in comphance and :

(111) You must have provided to'EPA an accurate and current "Confidential Statementv
- of Formula for each of your products to which this Notice apphes :
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To apply for the Generic Data Exemption you must submit a completed Data Call-In
Response Form, Attachment 2 and all supporting documentation. The Generic Data
Exemption is item number 6a on the Data Call-In Response Form. If you claim a generic data
exemption you are not required to complete the Requirements Status and Registrant's
Response Form. Generic Data Exemption cannot be selected as an option for respondmg to -
product specific data requirements. ,

If you are granted a Genenc Data Exemption, you rely on the efforts of other persons
to provide the Agency with the required data. If the registrant(s) who have committed to
generate and submit the required data fail to take appropriate steps to meet requirements or
are no longer in compliance with this Data Call-In Notice, the Agency will consider that both
they and you are not compliance and will normally initiate proceedings to suspend the
registrations of both your and their product(s), unless you commit to submit and do submit the
required data within the specified time. In such cases the Agency generally will not grant a
time extension for submitting the data. v

d. Satisfying the Generic Data Requirements of this NOtic o

There are various options avallable to satisfy the generic data requlrements of this
Notice. These optlons are discussed in Section ITI-C.1. of this Notice and comprise options 1
through 6 of item 9 in the instructions for the Requirements -Status and Registrant's Response
Form and item 6b on the Data Call-In Response Form. If you choose item 6b (agree to satisfy
the generic data requirements), you must submit the Data Call-In Response Form and the =~
Requirements Status and Registrant's Response Form as well as any other information/data
pertaining to the option chosen to address the data requlrement Your response must be on
the forms marked "GENERIC" in item number 3 v

e. Request for Genene Data Waivers.

Waivers for generic data are discussed in Section ITI-D.1. of this Notice and are
covered by options 8 and 9 of item 9 in the instructions for the Requirements Status and
Registrant's Response Form. If you choose one of these options, you must submit both forms -
as well as any other information/data pertaining to the optlon chosen to address the data
requirement. »

2. Product Specific Data Regui‘fements |

The options for responding to this Notice for product spec1ﬁc data are: (a) voluntary
cancellation, (b) agree to satisfy the product specxﬁc data requirements imposed by this .
Notice or (c) request a data waiver(s). . ,

A discussion of how to respond if you choose the Voluntary Cancellation option is
presented below. A discussion of the various options available for satisfying the product -
specific data requirements of this Notice is contained in Section III-C.2. A discussion of
options relating to requests for data waivers is contained in Section III-D.2.
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Two forms apply to the product specific data requirements one or both of which must
be used in responding to the Agency, depending upon your response. These forms are the

- ‘Data-Call-In Response Form, and the Requirements Status and Registrant's Response Form,
for product specific data (contained in Attachments 2 and 3, respectively). The Data Call-In-

" Response Form must be submitted as part of every response to this Notice. . In addition, one

- copy of the Requirements Status and Registrant's Response Form also must be submitted for
- each product listed on the Data Call-In Response Form unless the voluntary cancellation

option is selected. Please note that the company's authorized representative is required to sign
“the first page of the Data Call-In Response Form and Requirements Status and Reqistrant's
Response Form (if this form is required) 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 Attachment1.- = ' - :

e ».Vo'lun't'ag Cancéllationf

You may avoid the requirements of this Notice by requesting voluntary cancellation of -
your product(s) containing the active ingredient that is the subject of this 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 S on both

the Generic and Product Specific Data Call-In Response Forms. If you choose this

* option, you must complete both Data Call-In response forms. These are the only forms that *

 you are required to complete.

: If you choose to voluntarily cancel your product, further sale and distribution of your
product after the effective date of cancellation must be in accordance with the Existing Stocks

N 7

provisions of this Notice which are contained in Section IV-C.

b. Satis&ihg the Product Speciﬁé Data Reg> uirements 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.2. of this Notice and comprise -
options 1 through 6 of item 9 in the instructions for the product specific Requirements Status

and Reqistrant's Response Form and item numbers 7a and 7b (agree to satisfy the product
specific data requirements for an MUP or EUP as applicable) on the product specific Data -
Call-In Response Form. Note that the options available for addressing product specific data
requirements differ slightly from those options for fulfilling generic data requirements.
Deletion of a use(s) and the low volume/minor use option are not valid options for fulfilling
product specific data requirements. It is important to ensure that you are using the correct
forms and instructions when completing your response to the Reregistration Eligibility

" Decision document. i T : S :
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c. Reguest for Product Specific Data 'Waivers.

Waivers for product specific data are discussed in Section III-D.2. of this Notice and
are covered by option 7 of item 9 in the instructions for the Requirements Status and -
Registrant's Response Form. If you choose this option, you must submit the Data Call-In
Response Form and the Requirements Status and Registrant's Response Form as well as any
other information/data pertaining to the option chosen to address the data requirement. Your
response must be on the forms marked "PRODUCT SPECIFIC" in item number 3. '

m-C. SATISFYING THE DATA REQUIREMENTS OF THIS NOTICE

1. Generic Data

If you acknowledge on the Generic Data Call-In Response Form that you agree to
satisfy the generic data requirements (i.e. you select item number 6b), then you must select
one of the six options on the Generic Requirements Status and Registrant's Response Form
related to data production for each data requirement. 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 information in parentheses to gulde you to additional 1nstruct10ns
provided in this Section. The options are: :

(1)  Iwill generate and submit data within the specified timeframe (Developing
- Data)

(2) Ihave entered 1nto an agreement with one or more reglstrants to develop data
jointly (Cost Sharing)

(3) Ihave made offers to cost-share (Oﬁ'ers to Cost Share)

(4) Iam submitting an existing study that has not been submitted prev1ously to the
Agency by anyone (Submitting an Existing Study)

(5) Iam submitting or citing data to upgrade a study classified by EPA as partially
acceptable and upgradeable (Upgrading a Study) ,

(6) Iam citing an existing study that EPA has classified as acceptable or an o
existing study that has been submitted but not reviewed by the Agency (Citing
an Existing Study) S .

Option 1. Developing 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 Guidelines (PAG)
and be in conformance with the requirements of PR Notice 86-5. In addition, certain studies
require Agency approval of test protocols in advance of study initiation. Those studies for
which a protocol must be submitted have been identified in the Requirements Status and
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Reglstrant’s Resgonse Form and/or footnotes to the form If you wish to use a protocol whlch
differs from the options discussed in Section II-C of this Notice, you must submit a detailed
- description of the proposed protocol and your reason for wishing to use it. The Agency may
choose to reject a protocol not specified in Section II-C. If the Agency rejects your protocol
you will be notified in writing, however, you should be aware that rejection of a proposed -
protocol will not be a bas1s for extendlng the deadllne for submlssmn of data. '

A progress report must be submitted for each study Wlthln 90 days from the date you -
are required to commit to generate or undertake some other means to address that study
requrrement such as making an offer to cost share or agreeing to share in the cost of
~ developing that study. This 90-day progress report must include the date the study was or
will be initiated and, for studies to be started within 12 months of commitment, the name and
-address of the laboratory(res) or 1nd1v1duals who are or erl be conductmg the study

In addltlon if the time frame for submrssron ofa ﬁnal report is more than 1 year,
interim reports must be submitted at 12 month intervals from the date you are required to
commit to generate or otherwise address the requirement for the study. In addition to the other
information specified in the preceding paragraph, at a minimum, a brief descnptlon of current
activity on and the status of the study must be included as well as a full -
description of any problems encountered smce the last progress.report.:-

The time frames in the R egulrements Status and Reglstrant' Response Form are the '
time frames that the Agency is allowing for the submission of completed study reports or

- protocols. The noted deadlines run from the date of the recelpt of this Notice by the registrant.
If the data are not submitted by the deadline, each regtstrant is sub] ect to receipt of a Nonce of
Intent to Suspend the affected reg1stranon(s)

. Ifyou cannot submlt the data/reports to the Agency in the time requlred by this Notlce
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 dlfﬁculty and (2)a - v
proposed schedule including alternative dates for meeting such requirements on a step-by-step -
basis. You must explain any technical or laboratory difficulties and provide documentation-
~ from the laboratory. perfonnmg the testing. While EPA is cons1denng 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 tesnng problems beyond the expectation or control of the
registrant. Extensions will not be given in submltnng the 90-day responses. Extensions will - .
not be considered if the request for extension is not made in a timely fashion; in no event shall
an extension request be consrdered ifitis submltted at or after the lapse of the subject
deadline. : : . :

‘Ogtion 2. Agreement to Share in Cost to Develop Data

If you choose to enter 1nto an agreement to share in the cost of producmg the requlred
data but w111 not be submitting the data yourself, you must provrde the name of the reglstrant ’
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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. . .

A

- Option 3. foer to Share in the Cost of Data Development

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 pohcy, 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 the 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 whom the offer was made has not accepted your offer
to enter into a cost-sharing agreement by including a copy of your offer and proof of the other
registrant's receipt of that offer (such as a certified mail receipt). Your offer must, in addition

to anything else, offer to share in the burden of producing the data upon terms to be agreed to
" or, failing agreement, to be bound by bmdmg arbitration as provided by FIFRA section :
3(c)(2)(B)(iii) and must not qualify this offer. The other registrant must also inform EPA of its
election of an option to develop and submit the data required by this Notice by submitting a

Data Call-In Response Form and a Requirements Status and Reglstrant's Response Form
committing to develop and submit the data requlred by this Notice.

In order for you to avoid suspensi'on under this option, you may not withdraw your.
offer to share in the burden 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
reglstratton as well as that of the other registrant normally will 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 w111 not grant a time extension for
submlttmg the data. : :

Option 4. Submitting an Existing Study

Ifyou choose to submit an existing study in response to this Notice, you must
determine that the study satisfies the requirements imposed by this Notlce You may only
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submit a study that has not been prevmusly submitted to the Agency or prev1ously cited by
anyone. Existing studies are studies which predate issuance of this Notice. Do not use this
“option if you are submlttlng data to upgrade a study. (See Option 5)

You should be aware that if the Agency determmes 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 tlme that a study is not valid -
and needs to be repeated. » o

- Tomeet the reqmrements of the DCI Notice for submlttmg an ex1st1ng study, all of the
followmg three criteria must be clearly met:

a.

You must certlfy at the time that the ex1st1ng study is submltted 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 '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, means "any material denved from a test system for examination or
' analys1s - . - L.

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

You must certify that each study fulfills the acceptance criteria for the
Guideline relevant to the study provided in the FIFRA Accelerated -

“Reregistration Phase 3 Technical Guidance and that the study has been

conducted according to the Pesticide Assessment Guidelines (PAG) or meets

- the purpose of the PAG (both available from NTIS). A study not conducted

according to the PAG may be submitted to the Agency for 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
regardmg acceptable protocols If you wish to submit the study, you must in
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addition to certlfymg that the purposes of the PAG are met by the study, clearly
articulate the rationale why you believe the study meets the purpose of the
PAG, including copies of any supporting information or data. It has been the
Agency's experience that studies completed prior to January 1970 rarely
satisfied the purpose of the PAG and that necessary raw data usually are not
available for such studies. ,

If you submit an existing study, you must certlfy that the study meets all requirements
of the criteria outlined above.. .

If EPA has previously reviewed a protocol for a study you are submitting, you must
identify any action taken by the Agency on the protocol and must indicate, as part of your
certification, the manner in which all Agency comments, concerns, or issues were addressed
in the final protocol and study.

If you know of a study pertaining to any requirement in this Notice which does not
meet the criteria outlined above but does contain factual information regardlng unreasonable
adverse effects, you must notify the Agency of such a study. If such 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 required by PR Notice 86-5.

Option 5. Upgrading a Study

If a study has been clas51fied as pa.rtlally acceptable and upgradeable, you may submit
data to upgrade that study. The Agency will review the data submitted and 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. Deﬁclent, 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 Attachment 1. If you submit data to upgrade an existing study you
must satisfy or supply information to correct all deficiencies in the study identified by EPA.
You must provide a clearly articulated rationale of how the deficiencies have been remedied
or corrected and why the study should be rated as acceptable to EPA. Your submission must
also specify the MRID number(s) of the study which you are attemptlng to upgrade and must
be in conformance with PR Notice 86-5.

Do not submit additional data for the purpose of upgrading a study classified as
unacceptable and determined‘by the Agency as not capable‘of being upgraded

This option also should be used to cite data that has been prev1ously submitted to
upgrade a study, but has not yet been reviewed by the Agency. You must provide the MRID
number of the data submission as well as the MRID number of the study being upgraded.
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; The criteria for submlttmg an ex1st1ng study, as speclfied in Optlon 4 above, apply to
all data submissions intended to upgrade studies. Additionally, your submission of data
intended to upgrade studies must be accompamed by a certification that you comply with
each of those criteria, as well as a certification regardmg protocol compliance with Agency
requlrements ‘ :

Option 6. Citing Exxstlng Studies o , S ‘ : ;

Ifyou choose to cite a study that has been prev1ously submltted 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 ecological effects studies, the
classification generally would be a rating of "core." 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 class:ﬁcatlon of the study.

If you are citing a study of whlch you are not the ongmal data submitter, you must
submit a completed copy of EPA Form 8570-31, Cernﬁcauon with Resgect to Data

Compensatlon Regulrements

2.' . Product Sgec1ﬁc Data

Ifyou acknowledge on the product specific Data Call-In Response Form that you
agree to satisfy the product speclﬁc data requirements (i.e. you select option 7a or 7b), then
you must select one of the six options on the- Regulrements Status and Reqistrant's Response
Form related to data production for each data requirement. 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 information in parentheses.to gulde reglstrants to add1t10nal
instructions provided in this’ Sectlon The optlons are:

Q- I w111 generate and submlt data w1th1n the spec1ﬁed time-frame (Developlng
, Data) -

(2) Ihave entered into an agreement with one or more reglstrants to develop data

' Jomtly (Cost Sharing) '
(3) - Ihave made offers to cost-share (Offers to Cost Share) ‘
(4)  1am submitting an existing study that has not been submltted prev1ously to the
- Agency by anyone (Submitting an Existing Study) ,
(5) Iam submitting or citing data to upgrade a’ 'study classified by EPA as partlally
- . acceptable and upgradeable (Upgrading a Study) L ‘
(6)  Iam citing an existing study that EPA has class1ﬁed as acceptable oran . -
C existing study that has been
submitted but not reviewed by the Agency (C1t1ng an Existing Study)
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Option 1.

Option 2.

Option 3.

Option 4.

Option 5.

Option 6.

Developing Data -- The requirements for developing product specific data are
the same as those described for generic data (see Section ITII.C.1, Option 1)
exceépt that normally no protocols or progress reports are required. ‘

Agree to Share in Cost to Develop Data -- If you enter into an agreement to
cost share, the same requirements apply to product specific data as to generic
data (see Section III.C.1, Option 2). However, 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 the 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.

Offer to Share in the Cost of Data Development --The same requif_,ements'for
generic data (Section III.C 1., Option 3) apply to this option. This option only
applies to acute toxu:lty and certain efficacy data as described in option 2
above. :

Submitting an Existing Study -- The same requirements described for generié
data (see Sectlon II.C.1., Option 4) apply to this option for product specific
data.

Upggading a Study -- The same requirenients deséribed for generic data (sée
Section ITII.C.1., Option 5) apply to this option for product specific data.

Citing Existing' Studies -- The same requirements described for generic data
(see Section ITL.C.1., Option 6) apply to this option for product specific data.

Registrants 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, and in the generic data requlrements

section (III.C.1.), as appropriate.

II-D. REQUESTS FOR DATA WAIVER

1.

Generic Data

There are two types of data waiver responses to this Notice. The first is a request for a
low volume/minor use waiver and the second is a waiver request based on your belief that the
data requirement(s) are not appropriate for your product
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a. - Lovv Volume/Mi’nor Use Waiver -

- Optlon 8 under item 9 on the Reguxrement Status and Registrant's Resgons 'v
Form Section 3(c)(2)(A) of FIFRA requires EPA to.consider the appropriateness of

requiring data for low volume, minor use pesticides. In implementing this provision,
EPA considers low volume pesticides to be only those active ingredients whose total
production volume for all pesticide registrants is small. In determining whether to
grant a low volume, minor use waiver, the Agency will consider the extent, pattern and
volume of use, the economic incentive to’ conduct the-testing, the 1mportance of the
pesticide, and the exposure and risk from use of the pesticide. If an active 1ngred1ent is
used for both high volume and low volume uses, a low volume exemption will not be
approved. If all uses of an active 1ngred1ent are low volume and the combined volumes
for all uses are also low, then an exemption may be granted, dependmg on review of
other information outlined below. An exemption will not be granted if any registrant of
the active 1ngred1ent elects to conduct the testing. Any registrant receiving a low
volume minor use waiver must remain within the sales figures in their forecast - '
. supporting the waiver request in order to remain qualified for such waiver. If granted a
- waiver, a registrant will be required, as a condition of the waiver, to submit annual '
sales reports. The Agency:will respond to requests for 'waiVers in wr-iting.

To apply fora low volume, minor use waiver, you must submit the following
information, as appllcable to your product(s) as part of your 90-day response to thrs
‘ Notlce : ,

(i). Total company sales (pounds and dollars) of all registered product(s)
containing the active ingredient. If applicable to the active ingredient,

- -include foreign sales for those products that are not registered in this
country but are applied to sugar (cane or beet), coffee, bananas, cocoa,
and other such crops. Present the above 1nfonnatlon by year for each of
the past five years. ' :

' (i) Provide an estimate of the sales (pounds and dollars) of the active -
o _ingredient for each major use site. Present the above information by
year for each of the past five years

(iii) . Total dlrect productlon cost of product(s) containing the active
ingredient by year for the past five years. Include information on raw
material cost, direct labor cost, advertising, sales and marketing, and

-'any other 51gn1ﬂcant costs listed separately ’

C(iv) Total indirect productlon cost (e.g. plant overhead, amortized plant and
- equipment) charged to product(s) containing the active ingredient by -
~ year for the past five years. Exclude all non-recurring costs that were
. directly related to the active ingredient, such as costs of 1n1t1al
reglstratlon and any data development
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(v)  Alistofeach data requirement for which you seek a waiver. Indicate
) . the type of waiver sought and the estimated cost to you (listed
: separately for each data requirement and associated test) of conducting
- the testing needed to fulfill each of these data requirements.

(vi) " A list of each data requirement for which you are not seeking any
waiver and the estimated cost to you (listed separately for each data
requirement and associated test) of conducting the testmg needed to
fulfill each of these data requirements. : :

(vil) For each of the next ten years, a year-by-year forecast of company sales
(pounds and dollars) of the active ingredient, direct production costs of
product(s) containing the active ingredient (following the parameters in
item 2 above), indirect production costs of produCt(s) containing the . : ?
active ingredient (following the parameters in item 3 above), and costs ;
of data development pertaining to the active 1ngred1ent

- (viii) A descnptlon of the importance and unique benefits of the active B
ingredient to users. Discuss the use patterns and the effectiveness of the , i
active ingredient relative to registered alternative chemicals and N
non-chemical control strategies. Focus on benefits’ unique to'the active
ingredient, providing information that is as quantitative as possible. If ‘ ;
you do not have quantitatiVe data upon which to base your estimates, E
then present the reasoning used to derive your estimates. To assist the -

Agency in determining the degree of importance of the active ingredient
in terms of its benefits, you should provide information.on any of the
following factors, as applicable to your product(s): (a) documentation of
the usefulness of the active ingredient in Integrated Pest Management,

. (b) description of the beneficial impacts on the environment of use of
the active ingredient, as opposed to its registered alternatives, (c)
information on the breakdown of the active ingredient after use and on
its persistence in the environment, and (d) description of its usefulness
against a pest(s) of pubhc health significance.

Failure to submit sufficient mformatlon for the Agency to make a
determination regarding a request for a low volume/minor use waiver w111 result in
denial of the request for a waiver. :

b. Request for Waiver of Data ’ ‘
Option 9, under Itém 9, on the Requirements Status and Registrant's Resgons

Form. This option may be used if you believe that a particular data requirement should
not apply because the requirement is inappropriate. You must submit a rationale
explaining why you believe the data requirements should not apply. You also must
submit the current label(s) of your product(s) and if a current copy of your
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' Conﬁdentlal Statement of Formula is not already on ﬁle you must submlt a current .
copy: . ”

You ‘will be mformed of the Agency s dec1s1on in Wntlng Ifthe Agency ‘
determines that the data requlrements of this Notice are not appropriate to your ‘ .
product(s), you will not be required to supply the data pursuant to section 3(c)(2)(B). If

EPA determines that the data are required for vour product(s), you must choosea
-method of meeting the requirements of this Notice within the time frame provided by

this Notice. Within 30 days of your receipt of the Agency's written decision, you must. .

» - submit a revised Regulrement Status and Reglstrant's Resgonse Form 1nd1cat1ng the -
k Voptlon chosen S

2. Product Specific Data o : S :

If you request a waiver for product specific data because you believe it is -
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 prov1de :
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 the receipt of the Agency's decision.
You must indicate and submit the option chosen on the product specific 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 automatically extend the
due date for the study in question. Waiver requests submitted without adequate
' supportmg ratlonale will be denied and the ongmal due date w1ll remaln in force

| SECTION IV. ‘- CON SEQUENCES OF FA]LURE TO COMPLY WITH THIS

N OTICE
IV-A NOTICE OF INTENT TO SUSPEND

- The Agency may issue a Notlce 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 ba51s for issuance of a Notice
of Intent to Suspend mclude but are not limited to the followmg C ) : :

1. Failure to respond as requlred by th1s Nofice Wlthrn 90 days of your recelpt of
thlS Notice. .
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Failure to submit on the requlred schedule an acceptable proposed or final
protocol when such is required to be submitted to the Agency for review.

Failure to submit on the required schedule an adequate progress report ona
study as required by this Notice:

Failure to submrt on the requlred schedule acceptable data as requlred by th1s
Notice. :

Failure to take a required action or submit adequate information pertaining to
any option 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 development or failure to comply with any terms of a data
waiver). . : :

Failure to submit supportable certifications as to the condlttons of submltted :
studies, as required by Section III-C of thls Notlce

'Wlthdrawal of an offer to share in the cost of developmg requlred data.

Failure of the registrant to whom you have tendered an offer to share in the cost
of developing data and provided proof of the regiStrant's receipt of such offer or
failure of a reglstrant on whom you rely for a genenc data exemptlon elther to

i Inform EPA of intent to develop and submit the data requlred by thls
Notice on a Data Call-In Response Form and a Requirements Status and

Reglstrant's Response- Form

ii. Fulﬁll the commitment to develop and submit the data as requxred by
this Notice; or

iii. Otherwise take appropriate steps to meet the requirements stated in this
Notice, unless you commit to submit and do submit the requrred datain
the specified time frame.

Failure to take any required or appropriate steps, not mentloned above, at any
time followmg the issuance of this Notice.
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IV-B. BASIS FOR DETERMINATION THAT SUBMITTED STUDY IS
UNACCEPTABLE

The Agency may detennme that a study (even if submitted w1th1n the required time) is
- unacceptable and constitutes a basis for issuance of a Notice of Intent to Suspend. The -
- grounds for suspens1on mclude but are not limited to, failure to meet any of the followmg

1y - EPA requlrements speclﬁed in the Data Call-In Notlce 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 reporting of required studies.
Such requirements include, but are not limited to, those relating to test material, *
test procedures, selection of species, number of animals, sex and distribution of
animals, dose and effect levels to be tested or attaxned duration of test, and, -as
apphcable Good Laboratory Practices. =

- 2) - EPA requlrements regarding the subm1ss1on of protocols 1nclud1ng the
L 1ncorporat10n of any changes requlred by the Agency followmg review.

3) . EPA requlrements regardmg the reportlng of data mcludmg the manner of
s reporting, 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 preliminary report. w111 not be
cons1dered to fulfill the subm1ss1on requlrement :

IV-C EXISTING STOCKS OF SUSPENDED OR CAN CELLED PRODUCTS

EPA has statutory authonty to pexmxt contlnued sale, distribution and use of exls’nng
‘ stocks of a pesticide product which has been suspended or cancelled if doing so would be
consistent w1th the purposes of the Act. '

The Agency has determmed that such disposition by reglstrants of existing stocks fora =

- suspended registration when a section 3(c)(2)(B) data request is outstanding generally would
not be consistent with the Act's purposes. Accordingly, the Agency anticipates granting - '
reglstrants permission to sell, distribute, or use existing stocks of suspended product(s) only in
exceptional circumstances. Ifyou 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 perm1ss1on

~would be consistent with the Act. You also must explain why an "existing stocks" provision is

- necessary, including a statement of the quantity of existing 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 contlnued sale, dlstnbutlon or use of your
existing stocks after suspension. ’ Co ’
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If you request a voluntary cancellation of your product(s) as a response to this Notice
and your product is in full compliance with all Agency requirements, you will have, under
most circumstances, one year from the date your 90 day respsr:se to this Notice is due; to sell,
distribute, or use existing stocks. Normally, the Agency will aliow persons other than the
registrant such as independent distributors, 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 ingredient for which the Agency has
particular risk concerns will be determined on a case-by-case basis. -

Requests for voluntary cancellation received m 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 stocks beyond a year from the date the 90 day response was due, unless you
demonstrate to the Agency that you are in full compliance with all Agency requirements,
including the requirements of this Notice. For example, if you decide to voluntarily cancel
your registration six months before a 3-year studyis scheduled to be submitted, all progress
reports and other information necessary to establish that you have been conducting the study
in an acceptable and good faith manner must have been submitted to the Agency, before EPA
will consider granting an existing stocks provision.

SECTION V. REGISTRANTS' OBLIGATION TO REPORT POSSIBLE
UNREASON ABLE ADVERSE EFFECTS

Registrants are reminded that FIFRA section 6(a)(2) states that if at any time after a
pesticide is registered a registrant has additional factual information regarding unreasonable
adverse effects on the environment by the pesticide, the registrant shall submit the
information to the Agency. Registrants must notify the Agency of any factual information

they have, from whatever source, including but not limited to interim or preliminary.results of

studies, regarding unreasonable adverse effects on man or the env1ronment This requlrement
continues as long as the products are registered by the Agency. :

SECTION VL.  INQUIRIES AND RESPONSES TO THIS NOTICE

If you have any questions regarding the requirements and 'proéedures established by
this Notice, call the contact person(s) listed in Attachment 1, the Data Call-In Chemical Status
Sheet. ,

All responses to this Notice must include completed Data Call-In Response Forms
(Attachment 2)and completed Requirements Status and Registrant's Response Forms
(Attachment 3), for both (generic and product specific data) and any other documents .
required by this Notice, and s:ould be submitted to the contact person(s) identified in
Attachment 1. Ifthe voluntary cancellation or generic data exemption option is chosen, only
the Generic and Product Specific Data Call-In Response Forms need be submltted




The Office of Compliance (OC) of the Office of Enforcement and Cornphance
Assurance (OECA) EPA will be momtonng the data bemg generated in response to th1s
" Notice. , , :

Smcerely yours,

el /P@u

" Lois A. Rossi, Director
‘Special Review and
Rereglstratlon D1v1s1on

Attachments

The Attachments to this Nouce are:

‘ la -  Product Specific Data Call-In Chem1ca1 Status Shee
1b - ° Generic Data Call-In Chemical Status Sheet :

2- . Generic Data Call-In and Product Sgeclﬁc Data Call-In Resgonse Form with
o ‘ Instructions ,
3+  Generic Data Call-In and Product Spemﬁc Data Call-In Regulrements Status
o and Registrant's Resgonse Forms with Instructions
4 -  EPA Batching of End-Use Products for Meetmg Acute Tox1cology Data
: Requirements for Reregistration : ¥ v
. 5- List of Registrants Receiving This Notice . :
6 - Confidential Statement of Formula (w1th Instructlons ), and Cost Share and
... Data Compensanon Form
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la. PRODUCT SPECIFIC DATACALDIN CHEMICAL* STATUS SHEET

INTRODUCTION

You have been sent this Product Specific Data Call-In Notice bécausé ybﬁ have
product(s) containing Amitraz. ' ‘ o

~This Pfoduci Specific Déta Call-Iﬁ Chemical Status Sheet, bontains an oVerview of

data required by this notice, and point of contact for inquiries pertaining to the reregistration
of 0234. This attachment is to be used in conjunction with (1) the Product Specific Data Call-
In Notice, (2) the Product Specific Data Call-In Response Form (Attachment 2), (3) the
Requirements Status and Registrant's Form (Attachment 3), (4) EPA's Grouping of End-Use
Products for Meeting Acute Toxicology Data Requirement (Attachment 4), (5) alistof
registrants receiving this DCI (Attachment 5) and (7) the Cost Share and Data Compensation . .
Forms in replying to this 0234 Product Specific Data Call-In (Attachment 6). Instructions and

guidance accompany each form.

DATA REQUIRED BY THIS NOTICE

‘The additional data requirements needed to complete the database for amitraz are k
contained in the Requirements Status and Registrant's Response, ‘Attachment 3. The Agency
- has concluded that additional data on amitraz are needed for specific products. ~

These data are required to be submitted to the Agency within the timé frame listed.
. These data are needed to fully complete the reregistration of all eligible amitraz products.’

INQUIRIES AND RESPONSES TO THIS NOTICE

: Ifyou have any questions regarding the generic database of amitraz, please contact
Mario F. Fiol at (703) 308-8049. : ‘ ‘

.- If you have any questions regarding the product specific déta réquir’ements and
procedures established by this Notice, please contact CP Moran at (703) 308-8590.

All responses to this Notice for the Produ,ét Specific data requirements should be
submitted to: A o ' : :

CP Moran, Chemical Review Manager -
Product Reregistration Branch . .
Special Review and Reregistration Division (7508W) -
Office of Pesticide Programs . ' :
U.S. Environmental Protection Agency

Washington, D.C. 20460 '

RE: 0234
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1b.  GENERIC DATA CALL-IN CHEMICAL STATUS SHEET

INTRODUCTION

You have been sent this Generic Data Call-In Notlce because you have product(s)
containing 0234.

This Generic Data Call-In Chemical Status Sheet, contains an overvi‘e\‘N of data

required by this notice, and point of contact for inquiries pertaining to the reregistration of
0234. This attachment is to be used in conjunction with (1) the Generic Data Call-In Notice,
(2) the Generic Data Call-In Response Form (Attachment 2), (3) the Requirements Status and
Registrant's Form (Attachment 2), (4) a list of registrants receiving this DCI (Attachment 4),
(5) and (6) the Cost Share and Data Compensation Forms in replying to this 0234 Generic -
Data CallIn (Attachment 6). Instructions and guidance accompany each form. .

DATA REQUIRED BY THIS NOTICE

The additional data requirements needed to complete the generic database for 0234 are
contained in the Requirements Status and Registrant's Response, Attachment C

The Agency has concluded that additional product chemistry data on 0234 are needed
These data are needed to fully complete the reregistration of all eligible 0234 products.

UIRIES AND RESPONSES TO THIS NOTICE

-If you have any questions regarding the generic data requirements and procedures v
established by this Notice, please contact Mano F Fiol at (703) 308-8049.

All responses to this Notice for the generic data requirements \shoul’d be submitted to:

Mario F. Fiol, Chemical Review Manager
Reregistration Branch '

Special Review and Registration. D1v1s1on (7508W)
Office of Pesticide Programs v
U.S. Environmental Protection Agency
Washington, D.C. 20460

RE: 0234
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‘2. INSTRUCTIONS FOR COMPLETING THE "DATA CALL-IN RESPONSE
FORMS" FOR THE GENERIC AND PRODUCT SPECIFIC DATA CALL-IN

INTRODUCTION

" These instructions apply to the Generic and Product Specific "Data Call-In Response
Forms" and are to be used by registrants to respond to generic and product specific Data .
Call-Ins as part of EPA's Reregistration Program under the Federal Insecticide, Fungicide, and
Rodenticide Act. If you are an end-use product registrant only and have been sent this DCI
letter as part of a RED document you have been sent just the product specific "Data Call-In
Response Forms." Only registrants responsible for generic data have been sent the generic ,
data response form. The type of Data Call-In (generic or product specific) is indicated in.
_ item number 3 ("Date and Type of DCI") on each form. o o

- - Although the form is the same for both géneric and product specific data, inStnictions
~ for completing these forms are different. Please read these instructions carefully before filling
out the forms. : ' - ' - -

| EPA has developed these forms individually for each registrant, and has preprinted |
‘these forms with a number of items. DO NOT use these forms for any other active ingredient.

: . Items 1 through 4 have been preprinted on the form. Items 5 through 7 must be -

- completed by the registrant as appropriate. Items 8 through 11 must be completed by the
registrant before submitting a response to the Agency. o ‘ ’

The public reporting burden for this collection 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,
- Information Policy Branch, Mail Code 2136, U.S. Environmental Protection Agency, 401 M
St., S.W., Washington, D.C. 20460; and to the Office of Management and Budget, Paperwork
Reduction Project 2070-0107, Washington, D.C. 20503. - R ' S

" INSTRUCTIONS FOR COMPLETING THE DATA CALL-IN RESPONSE FORMS -
Generic and Product Specific Data Call-In " ' :

Item 1. ON BOTH FORMS: This item idenﬁfies your company name, nﬁniber and
... . address. ' - : :
Item 2. - ON BOTH FORMS: This item identifies the case number, case name, EPA

‘chemical number and chemical name.
. e.

135




Item 3.

Item 4.

Item 5.

Item 6a.

Item 6b.

ON BOTH FORMS: This item identifies the type of Data Call-In The date
of issuance is date stamped

ON ROTH FORMS Thisite: dentifies the EPA product reglstratlons
relevant to the data call-in. Please note that you are also responsible for

informing the Agency of your response regarding any product that you believe -
may be covered by this Data Cali-In but that is not listed by the Agency in Item
4. You must bring any such apparent omission to the Agency's attention within
the period required for submission of this response form. ‘

. ON BOTH FORMS: Check this item for each product registration you wish

to cancel voluntarily. If a registration number is listed for a product for which
you previously requested volu:tary cancellation, indicate in Item 5 the date of
that request. Since this Data Call-In requires both generic and product specific -
data, you must complete item 5 on both Data Call-In response forms. Youdo
not need to complete any item on the Regulrements Status and Reglstrant'

Response Forms.

ON THE GENERIC DATA FORM: Check this Item if the Data Call-In is for
generic data as indicated in Item 3 and you are eligible for a Generic Data -
Exemption for the chemical listed in Item 2 and used in the subject product.

By electing this exemption, you agree to the terms and conditions of a Generic
Data Exemption as explamed in the Data Call-In Notice. -

If you are eligible for or claim a Generic Data Exempuon enter the EPA
reglstratlon Number of each registered source of that active mgredlent that you
use in your product.

Typically, if you purchase an EPA-registered product from one or more other
producers (who, with respect to the incorporated product, are in compliance
with this and any other outstanding Data Call-In Notice), and -incorporate that
product into all your products, you may complete this item for all products
listed on this form. If, iowever, you produce the active ingredient yourself, or
use any unregistered product (regardless of the fact that some of your sources -
are registered), you may not claim a Generic Data Exemption and you may not
select this item. ,

ON THE GENERIC DATA FORM: Check this Item if the Dafa Call-In is
for generic data as indicated in Item 3 and if you are agreeing to satisfy the
generic data requirements of this Data Call-In. Attach the Requirements Status -

" and Registrant's Response Form that indicates how you will satisfy those

requirements.

NOTE: Item 6a and 6b are not applicdble for Product Specific Data.
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Item 7a.

Ttem 7b.

Item 8.

" Ttem 9:

_ Item 10.

Ttem 11.

t

' ONTHE PRODUCT SPECIFIC DATA FORM: For each manufacturing-

use-product (MUP) for which- you wish to maintain registration, you must agree
to satisfy the data requirements by responding "yes." o

For each end use product (EUP) for which you wish to maintain régistration,

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

FOR BOTH MUP and EUP products

You should also respond "yes" to this item (7é for MUP's and 7b for EUP'é) if

- your product is identical to another product and you qualify for a data

exemption. You must provide the EPA registration numbers of your source(s);.
do not complete the Requirements Status and Registrant's Response form.

- Examples of such products include repackaged products and Special Local’

Needs'(Section 24c) products which are identical to federally registered
products. : : ‘ o - : " -

If you are requesting a data waiver, answer "yes" here; in addition, on the f
"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
'requesting a waiver: ‘ P _ : ‘ ‘

-

'NOTE: Item 7a and 7b are not applicable for G,enericiData.b

ON BOTH FQRMSS This certification statement mﬁ'st be signed by an

- authorized representative of your company and the person signing must include

his/her title.” Additional pages used in your response must be initialled and 7

 dated in the space provided for the certification.
ON BOTH FORMS: Enter the date of signature.

V,ON BOTH FORMS: Enter the name of the person EPA should contact with

questions regarding your response.

" ON BOTH FORMS: Enter the phone number of your company cc;ntact.

‘Note: You may provide additional information that does not fit on this form in a signed letter that accompanies your response. For example, you
may wish to report that your product has already been transferred to another company or that you have already voluntarily cancelled this

product. For these cases, please supply all relevant details so that EPA can ensure that its records are correct.
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3. 1IN STRUCTIONS FOR CON.[PLETING THE "REQUIREMENTS STATUS
- AND REGISTRANT'S RESPONSE FORMS" FOR THE GENERIC AND -
PRODUCT SPECIFIC DATA CALL-IN

INTRODUCTION '

These 1nstruct10ns apply to the Genenc and Product Spec1ﬁc "Requlrements Status and
Registrant's Response Forms" and are to be used by registrants to respond to generic and
product specific Data Call-In's as part of EPA's reregistration program under the Federal

o Insecticide, Fungicide, and Rodenticide Act. _If you are an end-use product reglstrant only

"and have been sent this DCI letter as part of a RED document you have been sent just the
product specific "Requu'ements Status and Registrant's Response Forms." Only reglstrants
responsible for generic data have been sent the generic data response forms. The type of
Data Call-In (generic or product speclfic) is mdlcated in item number 3 ("Date and
'Type of DCI") on each form - : :

. Although the form is the same for both product speclﬁc and genenc data, 1nstructlons
for completing the forms differ slightly. Speclﬁcally, options for satlsfymg product specific
data requlrements do not mclude (1) deletion of uses or (2) request for a low volume/mmor
* use waiver. Please read these instructions carefully before ﬁlhng out the forms '

EPA has developed these forms 1nd1v1dually for each reglstrant, and has preprinted
these forms to include certain information unlque to thls chem1cal DO NOT use these forms
for any other actlve ingredient. B : -

Items 1 through 8 have been prepnnted on the form Item 9 must be completed by the
registrant as appropriate. Items 10 through 13 must be completed by the reglstrant before
- submitting a response to the Agency .

The public reportlng burden for th1s collectlon of information is estlmated to average
30 minutes per response, including time for reviewing instructions, searchmg ex1st1ng 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, Mail Code 2136, U. S. Environmental Protection Agency, 401 M
St., S.W., Washington, D.C. 20460; and to the Office of Management and Budget Paperwork
) Reductlon Pro;ect 2070-0107, Washmgton D.C 20503
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INSTRUCTIONS FOR COMPLETING THE "REQUIREMENTS STATUS AND

REGISTRANT'S RESPONSE FORMS"

Generic and Product Specific Data Call-In

Item 1.

Item 2.

Item 3.

Item 4.

Item 5.

Item 6.

ON BOTH FORMS: This item 1dent1ﬁes your company name, number and
address. ,

‘ ON THE GENERIC DATA FORM: This item identifies the case number

case name, EPA chemlcal number and chemical name.

- ON THE PRODUCT SPECIFIC DATA FORM: This item identifies the

case number, case name, and the EPA Registration Number of the product for
which the Agency is requesting product specific data.

ON THE GENERIC DATA FORM: This item 1dent1ﬁes the type of Data
Call-In. The date of issuance is date stamped

ON THE PRODUCT SPECIFIC DATA FORM: This item identifies the
type of Data Call-In. The date of issuance is also date stamped. Note the
unique identifier number (ID#) assigned by the Agency. This ID number must
be used in the transmittal document for any data submissions in response to th1s
Data Call-In Notlce : -

ON BOTH FORMS: This item identifies the guideline reference number of
studies required. These guidelines, in addition to the requirements specified in
the Data Call-In Notice, govern the conduct of the required studies. Note that
series 61 and 62 in product chemistry are now listed under 40 CFR 158 155

through 158.180, Subpart c.

ON BOTH FORMS: This item identifies the study title associated with the -
guideline referefice number and whether protocols and 1, 2, or 3-year progress -
reports are required to be submitted in connection with the study As noted in
Section III of the Data Call-In Notlce 90-day progress reports are requlred for
all studies. : .

If an asterisk appears in Item S, EPA has attached mfotmatlon relevant to this

guideline reference number to the Regulrements Status and Reglstrant'
Response Form, Form

ON BOTH FORMS: This iterrr identifies the code associated with the use
pattern of the pesticide. In the case of efficacy data (product specific
requirement), the required study only pertains to products which have the use

_ sites and/or pests indicated. A brief description of each code follows:
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Terrestrial food
Terrestrial feed 5

- Terrestrial non-food
Aquatic food ‘ ‘
Aquatic non-food outdoor. . S
Aquatic non-food industrial =~

~ Aquatic non-food residential

Greenhouse food’
Greenhouse non-food crop- .

" Forestry -
Residential
Indoor food
Indoor non-food
Indoor medical
Indoor residential

ozghw~9moumuow$‘

Ttem 7.

. ON BOTH FORMS: ThlS item 1dent1ﬁes the code asmgned to the substance 7

that must be used for testlng A bnef descnp'uon of each code follows

- EUP End-Use Product
- MP ’  Manufacturing-Use Product . ‘
 MP/TGAT - Manufacturing-Use Product and Techmcal Grade Active
' Ingredient
PAI - Pure Active Ingredlent
PAIM - ‘Pure Active Ingredient and Metabolites
PATVPAIRA . Pure Active Indredient or Pute Active
} - Ingredient Radiolabelled '
PAIRA Pure Active Ingredient Radiolabelled
PAIRA/M Pure Active Ingredient Radiolabelled and Metabolites -
PAIRA/PM Pure Active Ingredient Radiolabelled and Plant
: Metabolites . :
- TEP Typical End-Use Product ,
TEP % - Typical End-Use Product, Percent Active Ingredlent
. - ‘Specified
TEP/MET - = Typical End-Use Product and Metabohtes , :
- TEP/PAI/M Typical End-Use Product or Pure Active Ingredlent and
B Metabolites -
- TGAI , Technical Grade-Active Ingredlent
TGAI/PAI Technical Grade Active Ingredient or Pure Active
o Ingredient :
. TGAI/PAIRA ‘Technical Grade Active Ingredlent or Pure Actlve
o Ingredient Radiolabelled o
TGAVTEP = Technical Grade Actlve Ingredient or Typ1ca1 End-Use

Product
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MET . Metabolites

MP Impurities

DEGR © Degradates -

* See: guideline comment

Item 8. This item completed by the Agency 1dent1ﬁes the time frame allowed for
submission of the study or protocol 1dent1fied in item S.

ON THE GENERIC DATA FORM: The time frame runs from the date of
your receipt of the Data Cal'-In notice.

ON THE PRODUCT SPECIFIC DATA FORM: The due date for
submission of prod:ct specific studies begins from the date stamped on the-
letter transmitting :. - Reregistration Eligibility Decision document, and not
from the date of receipt. However, your response to the Data Call-In itself is
due 90 days from the date of receipt.

Item 9. ON BOTH FORMS: Enter the appropriate Response Code or Codes to show
how you intend to comply with each data requirement. Brief descriptions of
each code follow. The Data Call-In Notice contains a fuller descnptlon of each
of these options.

Option 1. ON BOTH FORMS: (Developing Data) I will conduct a new study
and submit it within the time frames specified in item 8 above. By
indicating that I have chosen this option, I certify that I will comply with
all the requirements pertaining to the conditions for submittal of this
study as outlined in the Data Call-In Notice and that I will provide the:
protocols and progress reports required in item 5 above

Option 2. ON BOTH FORMS: (Aggeement to Cost Share) I have entered into an -
agreement with one or more registrants to develop data jointly. By
indicating that I have chosen this option, I certify that I will comply with
all the requirements pertaining to sharing in the cost of developmg data
as outlined in the Data Call-In Notice. :

However, for Product Specific Data, I understand that this
option is available for acute toxicity or certain efficacy data ONLY if
the Agency indicates in an attachment to this notice that my product is
similar enough to another product to qualify for this option. I certify that
another party in the agreement is committing to submit or provide the -
required data; if the requlred study is not submitted on time, my product
may be subject to suspension. : '
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Option 3.

’ Opﬁdn 4

Option 5. -

- Option 6.

»

ON BOTH FORMS: (Offer to Cost Share) I ha\}e made an offer to

- enter into an agreement with one or more registrants to develop data
jointly. Iam also submitting a completed "Certification of offer to Cost

Share in the Development of Data" form. Iam 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. Iam including a copy of

- my offer and proof of the other registrant's receipt of that offer. T 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. T understand that other terms unde
‘Option 3 in the Data Call-In Notice apply as well.

However, for Product Specific Data, I understand that this
option is available only for acute toxicity or certain efficacy data and
only if the Agency indicates in an attachment to this Data Call-In Notice
that my product is similar enough to another product to qualify for this -
option. - - ‘ ' : - o

) ON BOTH FORMS (‘Submivtting Existing Data) 1 will submit an

existing study by the specified due date that has never before been

‘submitted to EPA. By indicating that I have chosen this option, I certify.

that this study meets all the requirements pertaining to the conditions for
submittal of existing data outlined in the Data Call-In Notice and I have

attached the needed supporting inforntation along with this response.

ON BOTH FORMS: (Upgrading a Study) I will submit by the

~ specified due date, or will cite data to upgrade a study that EPA has » 7

classified as partially acceptable and potentially upgradeable. By
indicating that I have chosen this option, I certify that I have met all the -

‘Tequirements pertaining to the conditions for submitting or citing 3
-existing data to upgrade a study described in the Data Call-In Notice. I .
‘am indicating on attached correspondence the Master Record '

Identification Number (MRID) that EPA has assigned to the data that I
am citing as well as the MRID of the study I am attempting to upgrade. -

ON BOTH FORMS: (Citing a Study) Tam citing an existing studyv 1

- that has been previously classified by EPA as acceptable, core, core
- . minimum, or a study that has not yet been reviewed by the Agency. If
-reviewed, I am providing the Agency's classification of the study.

‘However, for Product Sp’ecific Data, Iam citing another
registrant's study. ‘I understand that this option is available 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 the

Agency has "grouped" with one or more other products for purposesof
depending on the same data. I may also choose this option if I am citing
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my own data. In either case, I wil] provide the MRID or Accession

number (s). IfI cite another registrant's data, I will submit a completed
"Certification With Respect To Data Compensation Requirements"
form. :

FOR THE GENERIC DATA FORM ONLY: The following three optlons'
(Numbers 7, 8, and 9) are responses that a gglx only to the "Reqmrements Status
and Registrant's Response Form" for generic data ‘ :

Option 7.

Option 8.

Option 9.

(]_)eleting Uses) I am attaching an application for ametldment to my
registration deleting the uses for which the data are required.

(Low Volume/Minor Use Waiver Request) I have read the statements

concerning low volume-minor use data waivers in the Data Call-In
Notice and I request a low-volume minor use waiver of the data
requirement. I am attaching a detailed justification to support this
waiver request including, among other things, all information required
to support the request. I understand that, unless modified by the Agency
in writing, the data, requlrement as stated in the Notice govems

(Request for Waiver of Data) I have read the statements concemmg data
waivers other than lowvolume minor-use data waivers in the Data
Call-In Notice and I request a waiver of the data requirement. I am
attaching a rationale explaining why I believe the data requirements do
not apply. I am also submitting a copy of my current labels. (You must
also submit a copy of your Confidential Statement of Formula if not’
already on file with EPA). I understand that, unless modified by the .
Agency in writing, the data requirement as stated in the Notice governs.

FOR PRODUCT SPECTFIC DATA: The following option (number 7) is a .
response that applies to the "Requlrements Status and Reglstrant's Response .
Form" for product specific data. ~

Option 7.

(Waiver Request) I request a waiver for this study because it is
inappropriate for my product. 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 t 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 me=ting the data requirements of this Notice
by the due date stated by this -tice. In this case, I must, within 30 '
days-of my receipt of the Age:...y's written decision, submit a revised =
"Requirements Status" form specifying the option chosen. I also
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-

understand that the deadline for submission of data as spemfied by the
ongmal Data Call-In notice w111 not change '

Item 10. ON BOTH FORMS Thls item must be s1gned by an authonzed representative
: of your company. The person signing must include his/her tItle and must 1mt1al
and date all other pages of this form. ‘ ‘

Item 11. - ONBOTH FORMS: Enter the date of signature-

~Item 12.', . ON BOTH FORMS: Enter the name of the person EPA should contact with
' questlons regarding your response.

Item 13. ON BOTH FORMS: Enter the pho_ne nu'mber’ of your eompany contact.

NOTE: You may provide additional information that does not fit on this formina s:gned letter that accompanies this your resp For example, you
may wish to report that your product has already been transferred to a.nother company or that you have alrcady voluntanly cancelled this
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4. EPA'S BATCHING OF PRODUCTS CONTA]NING AMITRAZ AS THE
ACTIVE INGREDIENT FOR MEETING ACUTE TOXICITY DATA .

“ REQUIREMENTS FOR REREGISTRATIQN : ‘ ,_

In an effort to reduce the time, resources and number of animals needed to fulfill the
-acute toxicity data requirements for reregistration of products containing the active ingredient
. Amitraz, the Agency has batched products which can be considered similar in terms of acute
toxicity. Factors considered in the sorting process include each product's active and inert
ingredients (identity, percent composition and biological activity), type of formulation (e.g., -
emulsifiable co_nbentrate, 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

considered chemically similar or have identical use patterns.

A Using available information, batching has been accomplished by the process described
in the preceding paragraph. Notwithstanding the batching process, the Agency reserves the

-

right to require, at any time, acute toxicity data for an individual product should the need

arise.

-Registrants of products within a batch may choose to cooperatively generate, submit or
cite a single battery of six acute toxicological 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 fora 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 formulation has not been significantly altered since submission and
- acceptance of the acute toxicity data. Regardless of whether new data is generated or -
existing data is referenced, registrants must clearly identify the test material by EPA" .
- Registration Number. If more than one confidential statment of formula (CSF) exists for a
* product, the registrant must indicate the formulation actually tested by identifying the
_corresponding CSF. . ‘ : . - :

In deciding how to meet the product specific data requirements, registrants’ must
 follow the directions given in the Data Call-In Notice and its attachments appended to the
RED. The DCI Notice contains two response forms which are to be completed and submitte
to the Agency within 90 days of receipt. The first form, "Data Call-In Response," asks
whether the registrant will meet the data requirements for each product. The second form, °
"Requirements Status and Registrant's Response," lists the product specific data required for
each product, including the standard six acute toxicity tests. A registrant who wishes to
participate in a batch must decide whether he/she will provide the data or depend on someone
else to do so. If a registrant supplies the data to support a batch .of products, he/she must
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select one of the following options: Developing Data (Option 1), Submitting an Existing
Study (Option 4), Upgrading an Existing Study (Option 5) or Citing an Existing Study
(Option 6). If a registrant depends on another's data, he/she must choose among: Cost -
Sharing (Option 2), Offers to Cost Share (Optlon 3) or Citing an Existing Study (Option 6).
If a registrant does not want to participate in a batch, the choices are Options 1, 4, 5 or 6.
However, a registrant should know that choosing not to participate in a batch does not
preclude other registrants in the batch from citing his/her studies and offering to cost share

(Option 3) those studies.

Table 1 displays the batch for the active ingredienf amitraz.

Table 1. ‘ _
EPA Reg. No. | Active Ingredient - Formulation Type
543824 " Amitraz .. 10.0% _ collar
54382-5 : . Amitraz ... 10.0% ,  collar

Table 2 lists those products the Agency was unable to batch. These products were
either considered not to be similar to other products for purposes of acute toxicity or the
Agency lacked sufficient information for decision making. Registrants 'of these products are
responsible for meeting the acute toxicity data requirements for each product.

Table 2. , ‘
EPA Reg. No. Active Ingredient - Formulation Type |
2382-104 Amitraz .. 9.0% _ _collar _
.45639-49 : Amitraz ... 19.8% liquid
45639-51 Amitraz ... >97% ____ solid
45639-61 Amitraz"... 50.0% . solid
45639-146 " Amitraz ... 19.8% : liquid
54382-3 . . Amitraz ... 12.5% © liquid
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Instructionsvfor Completing the Conﬁdential' Statement of Formula -

" The Confidential Statement of Fonnula (CSF) Form 8570-4 must be used Two leglble
: srgned coples of the form are required. F ollowxng are basic 1nstrucuons

a.

b.

X All the blocks on the form must be filled in and answered completely

| Ifany block is not applrcable mark it N/A

The CSF must be s1gned dated and the telephone number of the responsrble
party must be provrded : .

All apphcable mformatlon whlch is on the product specxﬁc data submlssron '

must also be reported on the CSF

| 'All weights reported under item 7 must be in pounds per gallon for quurds and

pounds per cublc feet for solids.

" Flashpoint must be in degrees Fahrenheit and flame extension in inches.

For all active 1ngred1ents the EPA Reglstratron Numbers for the currently
registered source products must be reported under column 12.

The Chemical Abstracts Service (CAS) Numbers for all actives and i inerts and
all common names for the trade names must be reported. .

F or the active ingredients, the percent punty of the source products must be
reported under column 10 and must be exactly the same as on the source

- product's label.

All the weights in columns 13.a. and 13 b. must be in pounds kllograms or
grams. In no case will volumes be accepted Do not mix Enghsh and metric
system units (i.e., pounds and kllograms) :

_ All the 1tems under column 13.b. must total 100 percent.

© All items under.columns 14.a. and 14 b for the active 1ngred1ents must
, Tepresent pure active form.

The upper and lower certlﬁed llmrts for ail active and inert 1ngred1ents must
follow the 40 CFR 158.175 instructions. An explanation must be prov1ded if
the proposed limits are drfferent than standard certrﬁed lrmrts

, When new CSF s are submitted and approved, all prevrously submltted CSFs |
_ become obsolete for that specrﬁc formulatlon .
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e " United States Environmental Protection AQen’cy Form Ap;,,,m,
‘ Fo B = , _ Washington, DC 20460 o - ’
1w CERTIFICATION OF OFFER TO COST |OMB No. 2070-0105
‘ \’ ’ - : SHARE’ IN THE DEVELOPMENT OF DATA| aApproval Expires 3.31.9

Public reporting burden for this collection 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, Information Policy
Branch, PM-223, U.S. Environmental Protection Agency, 401 M St., SW., Washington, DC 20460; and to the Office
of Management and Budget, Paperwork Reduction Project (2070-0106), Washington, DC 20503. . .

Please -fiil in blanks below.

Company Name " S _ . Compuny Number
Product Name ] . s : - . " | EPA Reg.No.
| Centify that: -

'

My company is willing to develop and submit the data required by. EPA under the authority of the. Federal

.| Insecticide, Fungicide and Rodenticide Act (FIFRA), if necessary. However, my company would prefer to

. enter into' an agreement with one or more registrants to develop jointly or share in the cost of developing
My firm has offered in writing to enter into such an agreement. That offer was irrevocable and included an
offer to.be bound by arbitration decision under section 3(c)(2)(B)(iii) of FIFRA if finai agreement on all -
terms could not be reached otherwise. This offer was made to the following firm(s) on the following ‘
date(s): v "

Name of Firm(s) o ‘ o T 7 ) - . Date of Offer

- | 1 certify that 1 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
misleading statement may be punishable by fine or imprisonment or both under-applicabie law. .

Signature-of Company's Authorized Rapresentative i ‘ L L . Dll’

Name and Title (Please Type or Print)

- EPA Form8570-32 (5/91)  Repluces EPA Form 8580, which s ohsolote
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? _ United States,Environmental Protection lAgency' ' . o . ~ Form Approved
. Washington, DC 20460 ) K _OMB No. 2070-0107,
o e - (VD STy 2070-0057
E T . ol ’53‘ - Approval Expires

3-31-96 7

CERTIFICATION WITH RESPECT TO
DATA COMPENSATION REQUIREMENTS

ublic reporting burden for this collection of information is estimated to average.15 minutes per response, including time for
eviewing instructions, searching existing data sources, gathering and maintaining the data needed; and completing and reviewing the
ollection of information. - Send comments regarding the burden estimate or any other aspect of this collection of information,
ncluding suggestions for reducing this burden to, Chief Information Policy Branch, PM-233, U.S. Environmental Protection

gency, 401 M St., S.W., Washington, DC 20460; and to the Office of Management and Budget, Paperwork Reduction Project
2070-0106), Washington, DC 20503. R , . .

lease fill in blanks below.

ompany Name - ' - ' R : ) o Company Number
roduct Name ' ‘- ’ . , s EPA Reg. No.
Certify that:

. For each study cited in-support of registration or réregistratiioh under the Federal insecticide, Fungicide and Rodenticide Act
FIFRA) that is an exclusive use study, | am the original data submitter, or | have obtained the written permission of the original
dta submitter to cite that study.- : ‘ o .

That for each study cited in support of registration or reregistration under FIFRA that is NOT an exclusive use study, [ am' the
riginal data’submitter, or | have obtained the written permission of the original data submitter, or | have notified in writing the _ ,
ompany(ies) that submitted data | have cited and have offered to: (a) Pay compensation for -those data in accordance with sections
(c)(1)(F) and 3(c)(2)(D) of FIFRA; and (b) Commence negotiation to determine which data are subject to the compensation

quirement of FIFRA and the amount of compensation due, if any. The companies | have notified.are. (check one)

[ '] The companies who have sdbmittéd the studies listed on the back of this formor attached sheets; or indicated on thé attached
Requirements Status and Registrants’ Response Form," ! :

. - That | have pkeviously complied with section 3(c)(1 )(F) of'FiFRA for the studies | have cited in support of registration or
registration under FIFRA. = . C ‘ : ’ '

§

ignature - : ' o R ] ‘| Date -

ame and Title (Please Type or Print)

ENERAL OFFER TO PAY: | hereby offer and égree to pay compensation to other persoris, with regard to the vregistration‘ or
registration of my products, to the extent required by FIFRA section 3(c)(1)(F) and 3(c)(2)(D). : : ’

ignature S ‘ T / R Date

ame and Title (Please Type or Print)

Form 8570-31 (4-96)
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' LIST OF AVAILABLE RELATED DOCUMENTS

1 " The followmg isa 11st of available documents related t0 0234. Tt's purpose is to prov1de a
path to more detailed information if it is needed. These accompanying documents are part of
the Administrative Record for 0234 and are 1ncluded in the EPA's Office of Pest1c1de

R Programs Pubhc Docket. \

1. "Healthand Environmental Effects 'Science"Chap‘ters o -
2. Detailed Label Usage Informauon System (LUIS) Report
3. ,0234 RED Fact Sheet |
4 - PR Notice 86-5 (mcluded in thrs appendlx) ’
s ‘ | vPR Notlce 91-2 (mcluded in this appendlx) pertams to the Label Ingredlent
-t Statement , _
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