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Bronopol

All pesticides sold or d1str1buted in the Umted States must be
registered by. EPA, based on scientific studies showing that they can be used
without posing unreasonable risks to people or the environment. Because of
advances in scientific knowledge the law requires that pesticides which
were first registered years ago be rereglstered to ensure. that they meet
today's more stnngent standards.

In evaluating pestrcrdes for reregrstratron EPA obtams and Teviews a
complete set of studies from pesticide producers, describing the human
health-and environmental effects of each pesticide. The Agency i imposes
any regu]atory controls that are needed to effectrvely manage each
pesticide's risks. EPA then reregisters pesticides that can be used wrthout
posing. unreasonable risks to human health or the environment. -

‘When a pestrcrde is eligible for reregistration, EPA explains the basis
for its decision in a Reregistration Ehgrbrhty Decision (RED) document
This fact sheet summarizes the information in the RED document for
reregrstratron case 2770, bronopol

Bronopol is used asa nucrobrocide/mrcrobrostat in oil field systems,
air washer systems, air conditioning/humidifying systems, cooling water
systems, papermills, absorbent clays, metal workmg fluids, printing inks, .
paints, adhesives and consumer/institutional products A formulatmg
techmcal matenal is also regrstered

CA pestlcrde product contarmng bronopol as an active 1ngred1ent was
first registered in the Umted States in 1984 for.use in mdustnal bacterrcrdes
shm.tcrdes and preservatrves

In 1987, EPA issued the Antnmcrobral Data Call-In Notrce to obtain
chronic and subchronic toxicity data for bronopol and other antrmrcrobrals
A Data Call-In was issued for thls chemical as part of the rereglstratron
program in June 1991 and a second Data Call-In, for conﬁrmatory
exposure data, was. 1ssued in September 1995




Human Health

Assessment Toxicity

In laboratory animal studies measuring acute toxicity, techmcal grade
bronopol has been shown to cause severe effects by, the dermal route,
placing it in Toxicity Category I (the highest of four categories) for dermal
toxicity. It has been shown to produce irritation in eye and dermal irritation
studies, placing it in Toxicity Category I for eye irritation and Toxicity.
Category II for skin irritation. It is moderately toxic in oral toxicity studies,
placing it in Toxicity Category I for oral toxicity. In an acute mhalatlonA
study, bronopol was found to be slightly toxic; placing it in Toxicity

. Category IV. This chermcal is not a skin sensmzer based on a study usmg

guinea pigs.

A 90-day oral toxicity study using rats 1nd1cated that bronopol isa
severe gastromtestmal irritant. A similar study in beagle dogs indicated only
treatment related effects of increased liver. and spleen welghts in the h1gh
dose group.

In a 90-day dermal toxicity study in rabbits, the NOEL for systemic

- toxicity was 2 mg/kg/day - ;

.. A chronic feedmg/carcmogemmty study with rats resulted in high
mortality, stomach lesions, and severe reduction in body weight gain. From
a chronic dermal/carcinogenicity study, mice exhibited, moderate reduction
in body weight gain. The Office of Pesticide Programs Reference Dose:
(RfD)/Peer Review Committee evaluated the carcinogenic potential of
bronopol on April 18, 1995. The ‘Committee classified bronopol as a Group
E chemical ( one for which there is evidence of noncarcinogenicity for
humans), based on a lack of evidence of cancer effects i in acceptable studies
with two animal species, the rat and mouse.

Developmental toxicity studies were conducted usmg rats and rabblts
The results showed marginal to no effects in the rat study and effects only at
the high dose level in the rabbit study. '

. A reproductive toxicity study using rats resulted in effects at the rmd
to high dose levels. The results included increases in kldney, thyroid and
adrenal weights, decreases in liver weights, and decreased body welghts
Bronopol was not mutagenic in four mutagenicity studies. Metabohsm
studies indicate that bronopol is pnmanly excreted in the urine.

Dietary Exposure

No dietary exposure is expected from the pesticide uses of bronopol
since no food or feed uses are registered. However, an RfD was established
recently at 0.1 mg/kg/day because the data base is available and because of
possible long—term exposure to bronopol-contalmng products

Occupational' and Residential Expos"ure




v Based on current use patterns, the potentlal exrsts for exposure and
risks to handlers using open pour application ‘methods for liquid ,
formulations in water cooling systems. The margin of exposure (MOE) for - v
the above liquid formulation. application method is 14 which is unacceptable = -
‘ ~ to the Agency. However, the MOE for the: -same liquid formulation - '
application method using a metered systems is acceptable at 1,596. The
~ Agency also believes formaldehyde may be released when bronopol
- decomposes in aqueous solutlons

o Human Rlék Assessment

Since bronopol has no food or feed uses, dietary rrsk is not expected
Bronopol is severely acutely toxic by the dermal route and is a corrosive eye
irritant (Toxicity Category I). Based on unacceptable MOE for handlers -~

“using open pour application methods of liquid formulations to water cooling
systems, the Agency is requlnng metered pump systems for all water :
cooling system uses. : '

EPA is requmng that labels contain a statement advrsmg workers to
wear personal protectrve equrpment(PPE), consisting of a long sleeved shirt
and long pants, socks plus shoes, and chemical ‘resistant gloves. Chemical

~ resistant gloves are requrred for apphcatron of the end-use product to protect‘ :
apphcators skin. ~ -

, - Although bronopol may release formaldehyde in aqueous solutrons,
" rmmmal risk is expected due to the chermcal s slow decomposrtron and
because OSHA has a standard to monitor workers exposure to
: ‘formaldehyde during industrial uses of bronopol in occupational settlngs
No addrtronal human health nsk of concern is expected.

'Environmental :Enwronmental Fate

Assessment . The Agency does not antrcrpate ground water contarmnatron from the
- : ' ~uses of bronopol. Although bronopol has high water solubility, hlgh
solubility in polar solvents, low solubility in nonpolar solvents, and
~ favorable partltlomng into water, the Agency feels that bronopol‘s short-
lived environmental persrstence reduces the potential for groundwate;
: _contarmnatron

Bronopol is stable to hydrolysrs under normal condmons However
-at warmer temperatures and/or higher pH s, rapid hydrolysis may occur.
Under these conditions, hydrolysis products include formaldehyde and lesser "
-amounts of other degradates Judging from its low octanol/water ratio and
" high solubility in water, bronopol is not expected to bioaccumulate. In
- tested mammalian species metabohsm is reported to be raprd and complete
and accumulatron does not occur. : :

Ecologlcal Effects

Bronopol is practlcally nontoxic to. shghtly toxic to birds; shghtly to v
moderately toxic to freshwater fish and terrestrial invertebrates; moderately




Additional Data

Product Labeling

Required

Required -

Changes

to highly toxic to ,estuarine/marine invertebrates; and slightly toxic to

" estuarine/marine fish.

Ecological Effects Rlsk Assessment ;
Risk to nontarget aquatic organisms can be expected through point

. source discharge of industrial microbiocides. In the case of bronopol, there

are several use sites and environmental conditions where exposure to aquatic
organisms is a possibility. However, industrial effluent discharges are
govemed by NPDES permlts granted by state regulatory agencres and EPA

EPA is requlrmg product-speclﬁc data, mcludmg product chemistry
and efficacy data, revised Confidential Statements of Formula (CSFs), and

.revised product labeling for reregistration of products containing bronopol.

The labels of all registered pesticide products containing bronopol
must comply with EPA's current pesticide labeling requirements. In
addition: :

Requirements:

All end-use (and manufactunng-use) products that may be contained in
an effluent discharged to the waters of the U.S. or municipal sewer systems
must be used in accordance with the requlrements of the National Pollutant

Drscharge Elnmnatlon System (NPDES) perrmttmg program

Application Restrlctlons -The labels of all end-use products
containing bronopol must bear the following restnctrons

"Do not apply by open-pouring of liquid to coohng ‘water systems; a
metering pump delivery system is requu'ed for this use and apphcatlon

. method.”

Regrstrants must speclfy on labeling the complete directions for use

for each use pattern: site of application, type of application, timing of
application, equipment used for apphcatlon, and the rate of apphcatlon
(dosage)

 To clarify the intent of the oil recovery dnlhng muds/packer fluids use
(as an aquatic or terrestrial non-food use pattern), the following statement
must be added to the labels for terrestrial non-food oil/gas drilling muds and
packer fluids:

"For use in terrestrial wells only." | ‘ L
‘And the followmg statement must be added to the precautlonary labehng

"Do not apply in ‘marine and/or estuarine 6il fields."




)

! Th1s product may be used in terrestnal and off-shore oil dnlhng muds and
‘ packer fluids."” '

The followmg statement must be added to the labels for aquatlc non-food
industrial drllhng muds and packer fluids:

' "For use in off-shore wells only." 7

For use in both terrestrial and offshore drilling muds and;p,ac,k'er fluids:

Handler PPE for Occupatlonal-Use Products The personal

' .protectwe equipment (PPE) for handlers engaged in occupational uses is
~ long sleeve shirt and long pants socks plus shoes, as well as chermcal-
- resistant gloves

."Do not apply thlS product in a way - that will contact workers or other 3

A

persons.” . .
" Discard clothing or other absorbent materials that have been drenched or

|

- heavily contaminated with this product s concentrate. Do not reuse them."
' ‘" Follow manufacturer s 1nstruct10ns for cleamng/mamtalmng PPE. If there .

are no such instructions for washables use detergent and hot water Keep

and wash PPE- separately "from other laundry

o Recommendations: |

N '~ the outside of gloves before removing. As soon as possrble wash

 Regulatory’
~ Conclusion

"The labels of all bronopol end-use products must contam the followmg T

. statements

t

"Users should wash hands before eatmg, drmkmg, chewmg gum, usmg
tobacco, or usmg the torlet

"Users should remove. clothmg 1mmed1ately if peshcrde gets inside. Then
wash thoroughly and put on clean clothing."

"Users should remove PPE 1mmed1ately after handling this product Wash

thoroughly and change mto clean clothmg

-

~ The uses of currently reglstered bronopol products w1th the above

hmltatrons will not pose unreasonable risks to humans or the envuonment
Therefore, all uses of these products are eligible for reregrstratlon

 These bronopol products will be rereglstered once the required
product-specific data, revised Confidential Statements of Formula and .
evised labeling are received and accepted by EPA.




For More EPA is requesting public comments on the Rereglstratlon Eligibility
Information Decision (RED) document for bronopol 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 or to submit written comments, please contact the J
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 usmg
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
513-489-8190, fax 513-489-8695.

Followmg the comment period, the bronopol RED document also will
be available from the National Technical Information Service (NTIS), 5285
Port Royal Road, Spnngﬁeld VA 22161, telephone 703-487—4650 '

For more mformatlon about EPA's pesticide reregistration program,
the bronopol RED, or reregistration of individual products containing
bronopol, please contact the Special Rev1ew and Reregistration Division
(7508W), OPP, US EPA Washington, DC 20460 telephone 703-

308-8000.

For information about the health effects of pest1c1des, or for ass1stancey
in recognizing and managing pesticide poisoning symptoms, please contact-
the National Pesticides Telecommunications Network (NPTN). Call toll-

free 1-800-858-7378, between 8:00 am and 6: 00~pm Central Tlme, Monday |
through Friday. : . .
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% N7 | UNITED STATES ENV|RONMENTAL PROTECTION AGENCY i
472Lm01e°§ F WASHINGTON D.C. 20460 ,' |
S OFEICE‘OF"...
PREVENTION, PESTICIDES - .
‘AND TOXIC SUBSTANCES ; ‘
CERTIFIEDMALL -~ . . w22’
Dear Reglstrant .

: ‘Tam pleased to announce that the Envuonmental Protectlon Agency has completed its
- reregistration eligibility review and decisions on the pesticide chemical case/active ingredient
- bronopol. The enclosed Reregistration Eligibility Decision (RED), contains the Agency’s .
evaluation of the data base of these chemicals, its conclusions of the potentlal human health
and environmental risks of the current product uses, and its dec1s10ns 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 may also include requirements
. for add1t10na1 data (genenc) on the actlve mgred1ents to conﬁrm the nsk assessments ”

To assist you w1th a proper response, read the enclosed document entltled N Summary L
of Instructions for Respondmg to the RED". This summary also refers to other enclosed _
documents which include further mstructlons “You must fo]low all instructions and submit
complete and tlmely responses. - The first set of required responses are due 90 days from ' -
-the date of this letter. . The second set of required responses are due 8 months from the .
date of this letter. Complete and timely responses will avoid the Agency takmg the L
,enforcement actlon of suspensmn against Your products LT T '

: If you have questlons on the product specxfic data requlrements or w1sh to meet w1th
' the Agency, please contact the Specml Review and Rereglstratlon Division representative Mr.
. Frank Rubis (703) 308-8184. Address any questions on generic data to the Spec1a1 Rev1ew
and: Rereglstratlon D1v1s1on representatlve Mr. Ron Kendall (703) 308-8068 ‘

o T ' S o Smcerelyyours,

’i.Xw /?W

" Lois Rossi, Division Director
~ Special Review -
o . _ : A and Rereglstratlon D1v1s1on v
" Enclosures - - o IR e ; S h Y







- SUMMARY OF ‘INSTRUCTIONS FOR RESPONDING TO -
THE REREGISTRATION ELIGIBILITY DECISION (RED)

DATA CALL-IN (DCI) OR "90-DAY RESPONSE"--If ‘generic data are requlred for .

. reregistration, a DCI letter will be enclosed describing such data. If product speclfic

- data are required, another DCI letter will be enclosed listing such requirements.- If .
" both generic and product specific data are required, a combined Genenc and Product
Specific letter will be enclosed déscribing such data. Complete the two response forms -
provided with each DCI letter (or four forms for the combmed) by following the
instructions provided. You must submit the response forms for each product and
- for each DCI within 90 days of the date of this letter (RED issuance date),

‘ otherw1se, your product may be suspended ‘

TIME EXTENSIONS AND DATA WAIVER REQUESTS--No time 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 - o

- justification. All waivers and tlme extensmns must. be granted by EPA in order to go S

into effect ' o - -

APPLICATION FOR REREGISTRATION OR "8-MONTH RESPONSE" --You |

- must submit the following items for each product within elght months of the date

~of this letter (RED i issuance date)

ca. Apphcatlon for Rereglstratlon (EPA Form 8570—1) Use only an original

. application form. Mark it "Apphcatlon for Reregistration." ‘Send your
Application for Reregistration (along w1th the other forms hsted in b-e below)

-to the address hsted in item 5. L :

- b. Five copies of draft labehng which comphes with the RED and current

' regulations and requirements.  Only make labeling changes which are requlred ‘
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 -
mehglble for reregistration. For further labehng guidance, refer to the labeling.
section of the EPA pubhcatlon "General Information on Applying for

' Reglstratlon in'the U.S., Second Edition, August 1992" (available from the B
National Technical Informatlon Service, publication #PB92—221811 telephone
number 703-487-4650) ) _

’ vc.‘.' _ Generlc or Product Speclfic Data.. Submlt all datain a format wh1ch comphes

with PR Notice 86-5, and/or,submlt citations of data already submitted and give :
‘the EPA identifier (MRID) numbers : Before citing these studies, you must




make sure that they meet the Agency s acceptance crlterla (attached to the -
DCD). ,

d. Two copies of the Confidential 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
ingredient as the nominal concentration. You have two options for submitting
a CSF: (1) accept the standard certified limits (see 40 CFR §158.175) or (2)
provide certified limits that are supported by the analysis of five batches. If -

. you choose the second option, you must submit or cite the data for the five .
batches along with a certification statement as described in 40 CFR
§158.175(). A copy of the CSF is enclosed follow the mstructlons on its
back.

e. Certification With Respect to Data Compensatlon Requlrements Complete
and sign EPA form 8570-31 for each product.

4. COMMENTS IN RESPONSE TO FEDERAL REGISTER NOTICE--Comments
pertaining to the content of the RED may be submitted to the address shown in the
Federal Register Notice which announces the avallablhty of this RED.

5 .. WHERE TO SEND PRODUCT SPECIFIC DCI RESPONSES '(90-DAY) AND
APPLICATIONS FOR REREGISTRATION (8-MONTH RESPONSES)

By U.S. Mail:

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

Washington, D.C. 20460-0001

By express:

Document Processing Desk (RED-SRRD-PRB)
Office of Pesticide Programs (7504C)
Room 266A, Crystal Mall 2 v
1921 Jefferson Davis Hwy. _ - - S ' -
Arlington, VA 22202 - : '

6. EPA'S REVIEWS--EPA will screen all subnuss1ons 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 deterrmnatlon within 14
months after the RED has been issued. : ‘
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GLOSSARY oF TERMS AND ABBREVIATIONS -

ADI e Acceptable Darly Intake.. A now defunct term for reference dose (RfD)

AE - Acid Equivalent S , Coe . oo
Cad. “Active Ingredient e L R
ARC . Anticipated Residue Contrrbutron ®
CAS - - Chemical Abstracts Servrce T
CI -~ Cation ‘ N . : , ,
CNS = Central Nervous System R , : . ‘ B oo
CSF - Confidential Statement of Formula - ' C Co
- DFR - -Dislodgeable Foliar Residue ' e
"~ DRES - Dietary Risk Evaluation System. ’ ‘
DWEL Drinking Water Equrvalent Level (DWEL) The DWEL represents a medrum specrﬁc (1 e. drmkmg
R water) lifetime -exposure at which. adverse, non carcmogemc health effects are not anticipated fo.
occur. :
'EEC . Estimated Envrronmental Concentratron The estimated pestrclde concentratlon in an envrronment
" , . such as a terrestrial ecosystem. - o _ ! - 7 S .
. EP - End-Use Product. : o : o o -
. EPA . U.S. Environmental Protection Agency
FDA " Food and Drug- Admmlstratlon : -
FIFRA - Federal Insecticide, Funglcrde, and Rodenticide Act
FFDCA - Federal Food, Drug, and Cosmetic Act
FOB . Functional Observation Battery
. GLC " . Gas Liquid Chromatography , s
"GM . .+ - Geometric Mean ' ST e
" GRAS ' - ' Generally Recognized as Safe as Desrgnated by FDA ‘ - ’
‘HA . Health Advisory (HA) The HA values are used as informal gurdance to mumclpalrtres and other e
o " organizations when emergency sprlls or contamination situations occur. S :
HDT. Highest Dose Tested ' ' :
'LCs,..  Median Lethal Concentratron A statlstrcally denved concentration of a substance that can be

. expected to cause death in 50% of test animals. It is usually expressed as the. werght of substance
: , - per weight or volume of water, air or feed, e.g., mg/l, mg/kg or ppm.
* LDy, " Median Lethal Dose. A statistically derived single dose that can be.expected to cause death in 50% )
' of the test animals when administered by the route indicated (oral, dermal, mhalatlon) It is T
: . expressed as a weight of substance per unit weight of animal, e.g., mg/kg.  -- .o
" LD, . Lethal Dose-low. Lowest Dose at which lethalrty occurs =

LEL " Lowest Effect Level
LOC ° - Level of Concern
LOD ' Limit of Detection :
LOEL Lowest Observed Effect Level -
MATC . . * Maximum Acceptable Toxicant Concentration
MCLG Maximum Contaminant Level Goal (MCLG) The MCLG is used by the Agency to regulate
o ' contaminants in drinking water under the Safe Drmkmg Water Act. ;

ne/g .. Micrograms Per Gram' , ' : ST
mg/l - " Milligrams Per Liter
MOE ' Margin of Exposure
‘MP . ~ Manufacturing-Use Product

“MPI - Maximum Permissible Intake ' : ‘ ' ' :
MRID - Master Record Identification (number) ‘EPA's system of recordmg and trackmg studres submrtted

- NA . Not Applicable ,

- NOEC No effect concentration ' .

NPDES = National Pollutant Drscharge Ehmmatron System

7 iii '




NOEL
NOAEL
oP
OPP
PADI
PAG
PAM
PHED
ppb
PPE
ppm
PRN
Q'
RBC .
RED
REI -
RfD
RS
SLN
TC °
TD
TEP

. TGAI
TLC
TMRC
torr

FAO/WHQ
wp
WPS

GLOSSARY OF TERMS AND ABBREVIATIONS

No Observed Effect Level o

No Observed Adverse Effect Level

Organophosphate

Office of Pesticide Programs ,

Provisional Acceptable Daily Intake

Pesticide Assessment Guideline

Pesticide Analytical Method

Pesticide Handler's Exposure Data

Parts Per Billion .

Personal Protective Equipment

Parts Per Million -

Pesticide Registration Notice

The Carcinogenic Potential of a Compound Quantlﬁed by the EPA's Cancer Risk Model
Red Blood Cell

Reregistration Eligibility Decision

Restricted Entry Interval

Reference Dose

Registration Standard
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- EXECUTIVE \SUMMARY

| Rereglstratlon Ehg1b111ty and Background -

The [SH S Envrronmental Protection Agency (referred to as "the Agency ") ‘has completed ,
- an assessment of the potential human health and environmental risks associated with the pesticide
uses of 2-bromo-2-nitropropane-1,3-diol, hereafter referred to as "bronopol." The Agency has
determined that pest1c1de products' containing this chemical as an active ingredient, labeled and

~ used as specified in this Reregistration Eligibility Decision document (RED),. will not cause - - B

unreasonable risk to humans or the environment. This document is requiring the use of closed

. metering systéms for liquid applications to coohng water systems and the use of ‘personal .
~ protective equipment to mitigate risks to handlers. Therefore, the Agency has concluded that the.

products contalmng bronopol for all currently reglstered uses are eligible for rereglstratlon

Use Pattems
Bronopol products are currently reglstered for use in oil-field systems, air washer systems, "
* industrial processmg water and scrubbing systems, laboratory equipment water baths,coatings,
emulsions, air conditioning/humidifying systems, cooling water systems, pulp and papermill water
~ systems, components used in papermaking, metal working cuttmg fluids, prmtmg inks, paints,
* . and adhesives as well as consumer/mstltunonal products A formulatmg techmcal material is also -
. registered. : _ :

- Health Effe‘cts and Occupational Exposure

v Studres suggest that bronopol is a corrosive eye n'ntant and a moderate to severe dermal

irritant in rabbits. However, the Agency does not categorize bronopol as a dermal sensitizer. The
short and intermediate-term occupational/residential risks for bronopol are based on the maternal
~and deve10pmental tox1c1ty NOEL of 40 mg/kg/day. The NOEL of 10 mg/kg/day from a chronic
rat feeding study is used to estimate risk. A reference dose (RfD) was established because of
possrble long-term exposure to bronopol: contmmng products. The Agency ‘has concluded there
is an unacceptable risk to handlers from open pouring of liquid bronopol products into cooling
water systems. The use of a closed metering system w1ll rmtlgate thlS nsk RlSkS from other
exposures are within acceptable limits. - :

, Envrronmental Fate and Ecologlcal Effects

Bronopol is moderately to thhly toxic to estuarme/marme mvertebrates shghtly toxic to .-
., estuarine/marine fish; slightly toxic to birds on a acute oral basis; and practically nontoxic to -

' 'shghtly toxic to birds. on a subacute dietary basis. However, a quantrtatlve risk assessment has
~ not been conducted. For bronopol, risk to the aquatic environment is addressed under the- NPDES
‘ perrmttmg program by the EPA, Office of Water. The Agency currently requires that labels for
all bronopol products require that dlscharges to aquatrc env1ronments comply w1th an NPDES
permit. ° : : '




Product Reregistration -

Before reregistering the products containing bronopol, ‘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. ‘These data include product chemistry for
each registration and acute toxicity testing. After reviewing these data and any revised labels and
finding them acceptable in accordance with Section 3(c)(5) of FIFRA, the Agency will reregister
a product. Those products which contain other active ingredients will be eligible for
reregistration only when the other active ingredients are determined. to. be ehglble for -
reregistration.

vi




L INTRODUCTION

- | In 1988, the Federal Insecticide, Fung1c1de, and Rodentxcrde Act (FIFRA) was amended
' to accelerate the rereglstratton of products with active ingredients reglstered prior to November

1, 1984, The amended Act provides a schedule for the rereglstratron 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 rereglstratlon of an active 1ngred1ent '
and the generation and submiission of data to fulfill the requirements. The fifth phase is a review
by the U.S. Environmental Protectron Agency (referred to as "the Agency") of all data subrmtted N
- to support rereglstratlon -

FIFRA Section 4(g)(2)(A) states that in Phase 5 "the Admlmstrator shall determme .
whether pesticides containing such active ingredient are eligible for reregrstratron 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
pest1c1de s regfstration The purpose of the Agency's review is to reassess the potential hazards
arising from the currently registered uses of the pesticide; to determine the need for addrtlonal '
- data on health and environmental effects; and to determme whether the pest1c1de meets the "no

: unreasonable adverse effects" criterion of FIFRA c -

Th1s document presents the: Agency s dec1s1on regarding the rereglstratlon ehglbrhty of ‘
the registered uses of bronopol. The document consists of six sections. Section I is the

- introduction. Section II describes bronopol, .its uses, data requrrements and regulatory history.

~Sectron m d1scusses the human health and environmental assessment based on the data available

to the Agency Section IV presents the reregistration decision for- bronopol Section V discusses =

' the reregistration requirements for bronopol Finally, Section VI is the Appendices which support
this Reregistration Eligibility Decision. ‘Additional details concermng the Agency s review of
applicable data are avallable on request ‘
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CASE OVERVIEW

A. Chemical Overview

The followmg active mgredlent is covered by tlns Rereglstratlon Ehglblhty
Decision: ,

o Common Name: - | Bronopol

(2 ;:Chemicnl Name: . 2—Bromo-2—nitropropane-1 ,3-diol

e  CAS Registry Number:  52-51-7 Lo

® OPP Chemical Code: . - 216400

° Empirieal Formulat : C,HsBrNiO‘,,l

L Trade and Other Names: | Onyxide 500

® Basic Manufacturer: | The Boots Company, Nottmgham, England :

John W. Kennedy Consultants
(U. S Agent)

B. Use Profile , o R

The following is information on the currently registered uses for bronopol w1th an
overview of use sites and apphcatlon methods A detailed table of the uses of bronopol~
is in Appendix A. . :

TYPE OF PESTICIDE: Mcrob10c1defM1crob1ostat (Shme-Formmg Bactena Fung1

and Algae), may be used in formulating d1s1nfectants and
sanitizers, as well as mlcroblocxdes

USE SITES:

Aquatic Non-Food Industrial

Air Condltloner/Refngeratlon Condensate Water Systems

Air Washer Water Systems

Commercial/Industrial Water Cooling Systems

Evaporative Condenser Water Systems

Heat Exchanger Water Systems

Humidifier Water (commercial/industrial hurmdlfymg systems) o '
Industrial Processing Water c I T
Industrial Scrubbing System S : R




_ Laboratory Eqmpment Water Baths ' B
- .*Qil Recovery Drilling Muds/Packer Fluids. (off-shore s1tes)

Pulp/Paper Mill Water Systems
Secondary Oil Recovery InJectlon Water

'Indoor Non-Food

‘Adhes1ves Industnal
“Coatings, Industrial
’ Emulsrons, Resm/Latex/Polymer

Fuels/Oil Storage Tank Bottom Water. Add1t1ve
Metalworking Cutting Fluids .
Paints, Latex (In-Can)

Paper/Paper Products

Pasteunzer/Warmer/Cannery Cooling Water Systems

- Specialty Industrial Products

Wet-End Addruves/Industnal Processmg Chermcals

, Terrestrial Non-Food'Crop

*Oil Recovery Dnlhng Muds/Packer Flurds (terrestnal sxtes)

*Reglstrants must specrfy on labels, as per Section V of thrs document whether the

r product is used on off-shore and/or terrestrral sites.

- PESTS: | Shme-formmg bactena, ﬁmgl, and algae, su]fate—reducmg bactena, aeroblc j

and anaerobrc bacteria; odor—causrng bactena sporlage bactena

: FORMULATION TYPES REGISTERED

TYPE:' o End-Use, Manufacturmg-Use o . : ._
" FORM: Pelleted/Tableted, Crystalhne s91ub1e' Concéntrate/Liquid, Soluble
o Concentrate/Sohd o R

METHODS AND RATES OF APPLICATION

‘ ,TYPES OF TREATMENT Water treatment Water treatment (recrrculatmg system),‘ &
" . Impregnatlon treatment (absorbent clays), Industnalv -

preservative treatment, Preservative treatment. = .~ .

EQUIPME‘NT;- o Metering Pump, Sprayer, Injection Equipment, Not.
: , - specified on label (registrant needs to specify on labeling)..




TIMING: ' Continuous feed (initial), Continuous feed (subsequent),
Intermittent (slug)(initial), Intermittent (slug)(subsequent), -
~ Intermittent feed (initial), Shock/slug, During manufacture,
_ Initial, Subsequent/maintenance, Not specified (reglstrant
' needs to.specify on labehng) - .

RATE OF APPLICATION (Mlcroblomde/Mlcroblostat):

Adhesives: 34-5156 ppm active ingi'edient. -

" Emulsions: 11-498 ppm active ingredient. .

Let_ex paints: 82-498 ppm active =ingredie‘1‘1t.‘j '

Absorbent clay: 20-200 ppm active ingredient.

Consumer, household and institutional products, water-based agricultural
pesticide concentrates; raw materials; surfactants; water-based pmntmg inks
and fount solutions: 2-498 ppm active ingredient.

‘Polymers, defoamers, dyes, alum, starch, plgment slurrles, extender slurries,
coating components, titanium dioxide, calcium carbonate, and clay slurnes for
use in papermaking systems: 2-498 ppm active mgredlent :

Metalworking cutting fluids: For metalworking cuttlng fluids concentrates, the
amount to be incorporated during mianufacture will depend on the dilution factor
recommended for the concentration; for diluted metalworking cutting fluids: 82-
1000 ppm active ingredient. - . '

Oil recovery drlllmg mudslpacker fluids: 21-200 ppm actiVe ingredierit.

Bottom water in oil or transportatlon tanks, Ppipeline mamtenance 10-200 R
ppm active mgredlent

Humidifier water (commerclal/mdustmal systems) 24-100 ppm active
~ ingredient. , ' ' )

4

- Air condltloner/refmgeratlon condensate and air washer water systems: 24-
100 ppm active ingredient. :

Commercial/industrial - water coolmg systems/evaporatlve condenser,\
pulp/paper mill, and heat exchanger water systems 8 6-264 ppm active

ngredlent




Pasteurlzer/warmer/cannery coohng water systems 1’7-57 ppm active
ngredlent : : S

'Industrlal processmg water 8 102 ppm active 1ngred1ent

Industrlal scrubbmg system 17—57 ppm actlve mgredlent

Secondary oil recovery anectlon water: 24-488 ppm act1ve mgredlent.

' Laboratory equlpment water baths: 101 ppm actxve mgredlent.

Paper products: No dosage specified on label Reglstrant must spemfy dosage ) |
- on labehng : « S

- USE PRACTICES LIMITATIONS

, Do not dlscharge efﬂuent contammg bronopol into sewage systems w1thout ,
notifying the sewage treatment plant authority. Do not discharge effluent containing -
bronopol into lakes, streams, ponds, estuaries, oceans, or public water (NPDES license
restriction). Bronopol is not cleared for use in defoamers and/or coatmgs that may come
in contact w1th food. - :

C. Regulatory Hlstory

. Pest1c1de products contalmng 2-bromo-2-mtropropane—1 3-d101 (bronopol) as'an’
active mgredlent were initially registered in the Umted States in 1984 for use m industrial
:bactenmdes, shmlcldes and preservatlves

- There are currently 21 products reglstered that contam bronopol as the active
* ingredient. A formulating technical material is also registered. . Three Data Call-Ins were
issued by EPA for this chemical. The Antimicrobial Data Call-In was issued in- March °
1987. A second Data Call-In was issued as part of the Phase 4 reregistration in June. -
. 1991. The Agency required additional exposure data or compensation for available data * ~
- to support th'e risk assessment for reregistration in a third Data Call-In in October 1995. -

m. SCIENCE ASSESSNIENT

~A. . Physical Chemlstry Assessment S

‘ The chemical bronopol is a propanedlol-type compound contammg nitro and -
bromine groups. It is a white, crystalline powder with a faint odor and a melting point ~
‘of 130°C. Bronopol is soluble-in polar solvents such as water, ethanol and ethylene glycol,
“but only slightly soluble in non-polar solvents like chloroform. It has a low vapor pressure.

of 1.26 x 105 mm of Hg at 20°C Iti is stable to room temperature h1gh temperature and
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in sunhght It decomposes in a]kalme medium. An aqueous solution of bronopol degrades
in the presence of cupric and ferric ions as well as alummum and tin metals. (MRIDs
108808 141875, and 141876) :

B. Human Health Assessment

1. Toxicology Assessment‘

The toxwologlcal data base on bronopol is adequate and w111 support
reregistration eligibility. , . A

a. Acute Toxnclty

Acute toxicity studles with bronopol have been subrmtted and
adequately satisfy the Agency's requlrements Table 1 below summarizes
the values and categones for the various acute toxmology studJes

Acute Oral LDy rat males 307 mg/kg : i1
: females 342 mg/kg
Acute Dermal LD~ rabbit | _ 64-160 mg/ks 1
Acute Inhalation LCy - rat > 0.588 mg/L - m_'
(MRID 43530401) : o : . | ,
- Eye Irritation - rabbit* L . corrosive 1
Dermal Irritation - rabbit* | v‘ slight to severe - - 14
Dermal Sensitization - guinea pig* |  negative | B

* This study is a requirement for manufacturing-use and end-use products (40 CFR 158). The bronopol
data have been generated on the TGAI and are presented here for mformatlonal purposes

In an acute oral toxicity study w1th rats dosed with bronopol (a1
>98.8%), clinical signs of sedation,.nasal exudate, gasping, wheezing,
cyanosis, and convulsions were noted. The acute oral LDy, was 307 mg/kg
for males and 342 mg/kg for females. Bronopol is moderately toxic by the .

- oral route.” (MRID 00098396) ‘ ' . '

Results from an acute dei'mal toxicity study while iﬁadequate,.
suggest bronopol is highly toxic by the dermal route. Bronopol (ai

R




>08. 8%) was admmlstered to 2 male rats per dose at the dose levels of 0,
- .64, 160, 400 or 1000 mg/kg.. Clinical signs ‘noted ~were edema,
hemorrhage, labored breathing, prostratlon and lung congestion. The
Tresults of this study suggest that the acute dermal LD50 is 64 to 160 mg/kg :

(MRIDs 00098396 and 00138755) A new study is not requlred due to the'
L ,corros1ve properties of bronopol -

. Two acute 1nhalat10n studles suggest bronopol is shghtly tox1c to

- practically non-toxic for this end point. For risk assessment purposes the

- Agency has used the most conservative data and placed bronopol in tox1¢1ty
category I for the 1nhalatlon route.

: In one mhalatlon study, plloerecnon, hunched posture and‘
" hydronephrosis were observed in male and female rats at the 0.089 mg/L, '
' concentration of bronopol (ai >98.8%). Clinical signs observed in the
0.588 mg/L group inchided diffuse red lungs sore eyelids, and severe
. _dermatitis and ulceration on the head (attributed to dermal .exposure).
: N Particle size was 1.3-6. 7 pm. ‘The Agency conclides from the results of
-~ this study that bronopol is slightly toxic with an acute 1nhalat10n LCS0 ,
. - 0.588 mg/L. (MRID 43530401) ' . .

, In the second 1nhalatlon study, male rats were exposed to.
concentrations of 0, 0.05, 0.5 or 5.0 mg/L of bronopol (ai >98.8%).
Particle size was 1-5p (50-81%) and 1—15;; (78-92%). Clinical signs noted
‘were eye irritation, dyspnea, profuse mucus production and lethargy during . -

‘ exposure and chronic pneumonitis thereafter. The LC,, deterrmned in thlS
. study is > 5 mg/L (MRID 00098397)

In a primary eye n'ntatlon study, bronopol (a1 >98 8%) was
-~ instilled as a 5% solution in polyethylene glycol 400 to rabbits. Strongly -
irritating ' (redness and swelling of the " conjunctiva, with . moderate ,
- discharge) effects were noted 1 hour after dosing and subsided in all but
‘one rabbit by the 7th day after treatment. The results of this study
" determined that bronopol is a corrosive eye irritant, placing it in tox1c1ty e
: ‘category I (MRID 00160998)

, In a pnmary dermal irritation study, bronopol (a1 >98.8%) was
~ tested at 0, 0.5, 2 or 5% in aqueoius methylcellulose. Slight to moderate
erythema and slight to severe edema was noted on the intact skin of females
-at 24 hours after termination of the 6-hour exposure. The results of this
, study determined that bronopol was a slight to severe irritant, placmg 1t in
- tox1c1ty category . (MRID 00098396)




In a study to determme the dermal sensitization potent1a1 of
bronopol (ai >98.8%), guinea pigs received dermal applications of 1% in

acetone. Bronopol was determined not to be a skin sensitizer after three - °
induction treatments on the outer surface of each ear and one week later,

one challenge treatment on the back and flank. A positive control response
was obtained with DCNB (dlmtrochlorobenzene) (MRIDS 00098398 and
00138755)

b. Subchronic‘ Toxicity

 In an oral toxicity study, male and female SPF rats, 20/sex/group,
were administered bronopol (ai >98.8%) daily by gavage for 13 weeks. '
The dose levels used were 0, 20, 80 or 160 mg/kg/day. Due to high
mortahty, dosing at the 160 mg/kg level was stopped after 8 days and
survivors were sacrificed on day 9. In the low-dose group, 1 female died
during week 10, 1 male had kidneys with distended tubules containing
eosinophilic material and another male had kidneys ‘with dilated tubules .
containing the eosinophilic material in the corticomedullary junction. In
the mid-dose group, 7 males (35%) and 9 females (45%) died, and gaseous
and fluid distention of the gastrointestinal (GI) tract was seen at autopsy.
Other toxic signs observed in the mid-dose group were resplratory distress
(zasping, wheezing) in the majority of rats, decreased body weight gain in

males (7-20%) throughout the study and in females (12-16%) during the = .

. first 2 weeks of treatment- when compared with the controls, and distended
‘or dilated tubules with eosinophilic material in' the kidneys of one male.
In the high-dose group, males and females weighed 29% and 13%,
respectively, less than did the controls before they died during the first
‘week after dosing. Other toxic signs in the high-dose group included
severe respiratory distress and gaseous or fluid distention of the GI tract in
the ma_]onty or rats, and hemorrhagic foci in and raised white areas on the '
mucosa of the glandular stomach in a few rats. Many rats exhibited GI |
lesions (supetficial ulceration with underlymg inflammation, epithelial
~ hyperplasia and hyperkeratosis) and regressive changes in the thymus
marked by almost complete absence of lymphatic tissue. The macroscopic .
and microscopic changes noted above indicate that bronopol is a severe GI
irritant. Based on thé above findings, the NOEL and LOEL for systemic
toxicity, for both sexes, are 20 mg/kg/day and 80 mg/kg/day, respectwely

(MRID 00098384)

In an oral toxicity study with male and female beagle dogs,
3/sex/group were administered bronopol (ai >99. 2%) daily by gavage for -
13 weeks. The dose levels used were 0, 4, 8 or 20 mg/kg/day and were
based on the results of a preliminary study in which 2 beagle dogs (male
and female) were dosed daily at levels of 20-40 mg/kg for 2 weeks.




'Treatment-related effects observed only m the hrgh-dose group, ‘were

- increased liver (15%) and spleen (39%) weights, when organ weights were
o expressed as percentages of body weights. Based on these findings, the

NOEL and LOEL for systemic toxicity, for both sexes, are 8 mg/kg/day
and 20 mg/kg/day, respectlvely (MRID 00098399) B

‘In a dermal toxicity study, male and female New Zealand wh1te K
rabbits, 5/sex/group, were exposed (abraded skin, dorsolumbar region) to

- bronopol (ai >98%) for 3 weeks (6 hours/day, 7 days/week). Bronopol -

was suspended in 2.5% aqueous methyl cellulose solution at concentrations” -
of 0, 0.2% or 0. 5% (w/v) and a dose volume of 1 mL/kg was applied to

" ’an area of 10 cm? (5% of total body surface). Treatment with the vehicle

~ (methyl cellulose) produced local skin irritation (slight to well defined

erythema) in all of the control rabbits. Similar reactions, although possibly
more persistent, were -seen in rabbits treated with 0.2% bromnopol. -
Treatment with 0.5% bronopol caused stronger dermal reactions (moderate
erythema and edema, thickening, hardemng and sloughmg) and involved -

. extensive scabbing in the treated area. Neither test suspension induced any -

other signs of toxicity or mortality. Based on dermal irritation, 0.2%

| bronopol (2 mg/kg/day) is the NOEL and 0. 5% bronopol S mg/kg/day) o

+~ is the LOEL. (MRID 00098401)

[

“e. . Chromc Toxrcrty and Carcmogemclty

Ina chromc feedmg/carcmogemcrty study, Sprague-Dawley rats,' -

- 45/sex/dose in the main group-and 15/sex/dose in the satellite group, were -

. administered bronopol (purity or a.i. content: > 99.7%) in acidified (pH
" 4) drinking water for 104 weeks. Based on the results of a preliminary -
~ study, the doses of bronopol selected for this study were 0, 10, 40 or 160
mg/kg/day (Groups 1, 2, 3 and 4, respectively). . The actual intake of .
"bronopol (group mean values for weeks 0-104) was 0, 10.5, 40.2 or 152.2
mg/kg/day for the males-and O, 10.4, 40.7 or 158.4 mg/kg/day for the

females. The satellite group was used for. the laboratory 1nvest1gatlons

| (hematology, clinical: chermstry and urrnalysrs)

‘ Treatment—related effects were observed only in Groups 3and 4.
However, the unpalatabrhty of bronopol reduced the water intake, in a _
- dose-related manner, in all treated groups. Relative to the control values,
. the statistically significant (P <0.001) reduction in water intake in Group

* 2 (10 mg/kg/day) occurred mostly during the first 52 weeks and was 14-

25% for the male rats and 10—12% for the female rats.. R

, In Group 3 (40 mg/kg/day), treatment-related effects mcluded (a)‘
.lower food 1ntake (7 %) dunng weeks 53-78 for the males, (b) reduced'.v_»

\
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weight gain (20-52%, P<0.01 or 0.001) during weeks 27-78 for the

males; and (c) squamous metaplasia, inflammation or atrophic acini.in the
salivary glands of 12/25 (48 %) males and 3/23 (13 %) females. Relative
to the control values, water consumption was reduced by 22-37%

(P<0 001) for the male rats during weeks 1-78 and by 15-24% (P<O. 05,
0.01 or O. 001) for the female rats throughout the dosmg penod

. In Group 4 (160 mg/kg/day), treatment-related statlstlcally
s1gmﬁcant (P <0.01 and/or 0.001) effects included (a) reduced grooming
activity in both sexes during the second year of dosing; (b) high mortality
in the males (80% in each the main and the satellite groups) and the
females (62% in the main group and 67% in the satellite group); (c)
decreased weight gain during weeks 3-78 among males (13-84%) and
during weeks 7-78 among females (11-53 %); (d) weight loss during weeks

' 78-104 among males and females; (¢) lower food intake among males (9-

16%) during weeks 13-104; (f) decreased absolute weights of heart (29%),
liver (35%), lungs (12%),. seminal vesicles (47%), testes (20%) and thyroid
(26%), all in males; (g) increased relative weights of adrenals, brain,
kidneys, liver and lungs in males and females; (h) increased relative
weights of pituitary in males; (i) stomach lesions in 20/54 (37%) males and
15/52 (29%) females, whereas only -1/56 (1.8%) control males and 1/59
(1.7%) control females had these lesions; (j) increased incidence of
progressive glomerulonephrosxs in males (48% vs 28% in controls) and
females (38% vs 7.7% in controls); (k) sinusoid dilatation in the gastric -
lymph node in 33% males and 23% females, whereas none was observed
in the controls; and (1) squamous metaplas1a, dilatation of the ducts, acinar
atrophy and/or inflammation of the salivary glands in 12/13 (92%) males
and 11/20 (55%) females.. Relative to the control values, water
consumption was reduced by 32-53% for the male rats and by 24-40% for
the female rats throughout the dosmg period. Because of a significant |

" decrease in water consumption, the urine output was also reduced (10-46%
for males and 31-40% for females). Based on the above findings, the
- systemic NOEL and LOEL for both sexes are 10 mg/kg/day and 40
mg/kg/day, respectlvely

Bronopol was not caxcmogemc in this study. The most frequently o
observed tumors were pituitary adenoma in both sexes and mammary
fibroadenoma in the females, but the incidence ‘(number of rats with
tumor/number of rats examined) was dose-unrelated and was lowest in the
high-dose group. The incidence of pituitary adenoma in the control, low-
dose, mid-dose and high-dose male rats was 10/43 (23%), 14/43 (32%),
7/42 (17%) and 2/41 (5%), respectively. The corresponding incidences in
the female rats were 20/44 (45%), 21/45 (47%), 23/42 (55 %) and 14/38
(37%), respectively.  The mc1dence of mammary ﬁbroadenoma m the
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- _control, low-dose rmd-dose and hxgh-dose female groups was 35/44 .

(79%), 36/45 (80%), 30/42 (71%) and 19/38 (50%), respectlvely'
(MRIDs 00098386 00115645 and 00138766)

: ’ In another carcmogemcny study, groups of CFLP mice of Swiss =
ongm, 52/sex/dpse, were administered bronopol- dermally on Monday,
Wednesday and Friday of each week, for 80 weeks. The purity of bronopol
used was > 99.7%. Based on the results of a 4-week dermal preliminary
study, the concentratlons (doses) of bronopol selected for this study were -
0, 0.2% and 0.5% as solutions in acetone (90%): water (10%), 0.3
mL/mouse/day. These doses were equivalent to 0, 0.6 and 1.5 mg-of
~ bronopol/mouse/day, respectively, or (assutning the weight of a mouse to
“be about 30 g) to 0, 20 mg/kg/day and 50 -mg/kg/day, respectively.

Dermal exposure was used because, at that time, bronopol was intended for -
© usein toplcal preparations, as a preservative at a minimal concentration of

0. 01% and as an antibacterial agent ata max1mal concentratlon of 0. 5% .

X The only treatment—related effects :observed were a nnmmal hair .
" loss in the high-dose (0.5%) males and females, and a decreased body

. weight gain in the high-dose males. Hair loss-was observed at the

perlphery of the shaved area during the first 3 weeks of treatment’ among

"some mice"” (numbers were not reported). Decreased body weight gain

- occurred during weeks 26-80, but especially during weeks 26-52 when the
; hlgh-dose males gamed 47% (P<0 01) less welght than did the controls

‘ Bronopol was-not carcmogemc in this study. Although only two .

dose levels' were used, these appeared sufficient to evaluate the
carcinogenicity of bronopol by dermal route. The numbers of tumor- -

bearing male mice in the control, low-dose and high-dose groups were

B 24/50 (48%), 21/50 (42%) and 23/50. (46%), respectively. The

corresponding incidences for the female tumor-bearing mice [number with
" tumor(s)/number examined] were 25/5‘1‘ (49%), 18/50 (36%) and 22/49
(45%), respectively. The -most frequently - observed tumors were -

~ lymphoma in the lymphoretlcular system and lung tumors reported only as -

- tumors Grades 1, 2, 3 or 4. ‘The incidence of lymphoma in the control,
low-dose and high-dose male mice was 5/50 (10%), 3/50 (6%) and 6/50 .
(12%), respectively. The corresponding values for the female groups were - -
5/51 (9.8%), 8/50 (16%) and 10/49 (20.4%), respectively. The incidence " .
. of lung tumors (all grades) in each one of the male groups was 13/50 = -

(26%). The incidence of lung tumors in the control, low-dose and high-

- dose female mice was 10/51 (19.6%), 9/50 (18%0) and 11/49 (22.4%),

- respectively. None of the tumor incidences observed in the treated male

‘and female mice was statlstlcally s1gmﬁcant when compared with the :
_control mice. : : o
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Non-neoplastic lesions were observed most frequently in the lungs
(lymphoid aggregations and/or alveoli with macrophages) .and liver
(vacuolated, distended or degenerated hapatocytes) of male and female
mice, and in the ovaries (cysts), but were treatment—unrelated (MRID
00098387) :

The carcinogenic potential of bronopol was evaluated by the
Agency's Office of Pesticide Programs, Reference Dose (RfD)/Peer-
Review Committee in 1995. The Committee classified bronopol as a
Group E carcinogen (evidence of noncarcmogemmty for humans), based
on a lack of evidence of carcinogenicity in acceptable studies with two
animal species, rat and mouse. The dose levels used in both studies were -
considered to be adequate for carcinogenicity testing. This conclusion was
based on high mortality, stomach lesions and severe reduction in body
weight gam or welght loss in the rats, and on moderate reduction in body
weight gain in the mice and lack of ‘statistically significant increases in -
tumor frequencies between dose groups. ~

d.. Developmental Tox1c1ty

‘Bronopol (purity: 98%) was administered by gavage in ac1d1ﬁed ‘
(pH 4) purified water to groups of 24 mated Sprague-Dawley rats at dose
levels of 0, 10, 28 or 80 mg/kg/day from gestation day (g.d.) 6 through 15
(g.d. 0 = detection of sperm in vagmal lavage). Females were observed
for appearance of clinical signs and mortality, and body weight and food
consumption were determined at intervals during gestation. Animals were
sacrificed on g.d. 20 and reproductive observations were made. Uteri were
weighed and examined for live fetuses and intrauterine deaths. Fetuses
were welghed sexed and exatmned for external, v1sceral and skeletal
alteranons - o

Marginal evidence of maternal toxicity was reported at the h1ghést”

dose tested and was evidenced by decreased body weight gain (80% less - o
than that for the control; P<0.01) during g.d.s 6-7, and slightly reduced =

(1%) body welght at day 7 when compared with the controls. No animals
were described in the report as having dose-related clinical signs. There -
were no developmental effects that could be attributed to the administration -
of bronopol. Based on these findings; the NOEL for maternal tox1c1ty is .
>80 mg/kg/day (HDT) and the NOEL for developmental toxicity is also

80 mg/kg/day. The highest dose tested is considered adequate because
the results of a range-finding study indicated that doses > 100 mg/kg/day,
administered by gavage, caused severe gastrointestinal irritation that led to
death. (MRIDs 43598701 and 43608501) :




- In another developmental toxicology study, groups of 18, 19 or 20
mated female New Zealand White Rabbits received bronopol (purity: '
99.8%) by gavage during g.d. 7 through 19 and were sacrificed on g.d. 28.
Aqueous solutions of bronopol, prepared just before use and acidified to -
pH 4, were administered daily at the nominal dose levels of 0 (vehicle
control), 5, 20, 40 or 80 mg/kg/day and the dose volume of 2 mL/kg.
Separate solutions were prepared. for each dose level and individual body

" weights were obtained daily during the treatment period. The analytical
~ concentrations’ of bronopol in dosing solutions were very close to the
nommal concentrations (95-100%). The dose levels of bronopol used in
this study were selected by the sponsor after exammatron of data from a
range-finding study in mated rabbits (Report No. BON/2/91 not submitted
to the Agency for revrew)

v The followmg matemal effects were observed only in the 80

‘ mg/kg/day group: (a) body weight loss (0.06 kg, P<0.001) durmg the -

first 3 days of treatment (g.d. 7-9); (b) decreased body weight gain during

~ g.d. 9-15 (13%); and (c) decreased food consumptlon durmg g d.s 7-11
'(38%, P< 0. 001) and during g.d. 11- 15 (19%) .

The following developmental effects were observed only in the 80 . vv
- mg/kg/day group: (a) decreased fetal body weight in both sexes. (10%, -

P<0.05); (b) increase in fetuses with major external/visceral and skeletal = = .

. abnormalities (6.9% vs 0% in the concurrent control group and 1.8% in
" ‘the “historical controls), (c) ‘increase ‘in fetuses with minor skeletal '
abnormalities (29.5%, P<0.01 vs 10.2% in the concurrent control group;
and (d) an increased incidence of fetuses with skeletal variants (unossified -
forelimb [8%] and hindlimb [16%] epiphyses).. Based on these findings,

" the NOEL and LOEL for maternal toxicity are 40 mg/kg/day -and 80
~ mg/kg/day, respectively. The developmental NOEL and LOEL are also . °
. 40 mg/kg/day and 80 mg/kg/day, respectrvely (MRIDs 42319601 and

'r 42648201) .

e. Reproductlve Tox1c1ty

Charles River COBS CD -strain rats (13 males and 26

fenreles/group) were administered bronopol (purity: 99. 9%) in drmkmg L

- (tap) .water- during the prematmg (80-87 days), mating, gestation and
lactation periods. The water was adjusted to a pH4 with hydrochloric acid
to ensure the stability of bronopol. The study involved parental group F, -
- and litters F,, and F,;, and parental group F, and litters F;, and E,, . The
F,, rats were used as the F, parents. The target concentrations of bronopol
were 0, 0.025, 0.07 and 0.2%, corresponding to 0,25, 70 and 200
mg/kg/day, respectively. The mean achieved doses of bronopol for the F,-

e
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and F, males and females were 0, 22.5, 55.2 and 147 mg/kg/day,
. respectively. Dose concentrations were based on the results of a range- ;
v ﬁndmg study. (MRID 40660907) -

Nothing remarkable was observed in the low-dose (25 mg/kg/day
group. Systemic toxicity was observed mostly in the mid-dose (70
mg/kg/day) and high-dose (200 mg/kg/day) groups, in both generations. .
Compared with the concurrent controls, toxic signs observed in the mid-
dose group included an increase in kidney welght of the F, females (14.5%;
P<0.01), decreased liver weight of the F, males (11%) and females (11%,
P <0.05, relative weight or organ/body ‘weight ratio) and an increased
incidence of nephropathy in the F, males (4/10 vs 2/ 10 i in the controls) and
the F, females (3/ 10 vs 0/10 in the controls)

Toxic signs noted in the hlgh-dose group were (a) decreased body
weights of the F,, and/or F, females during the premating (7-24% , P<0.05
or 0.01), gestation (5-16%) and/or lactation (8-11%) periods; (b) decreased
. body weights of the F, males (11-22%, P<0.05 or 0. 01); (c) decreased -
food consumption of the F, ‘males (5-18%) and the F, and F, females (6-
16%); (d) increases in organ weights as follows: adrenals (22%, P<0.05,
. F, females), kidneys (36%, P<0.01, E females and 14%, P<0.05, l}"
males, both relative) and thyr01d/parathyr01d (26%, P<0.05, F, males);
(e) decreases in liver weight of the F; males (21%, P <0.01); and () and
- an increased incidence of nephropathy in the F, males (6/10 vs 2/ 10 in the
controls) and females (9/10 vs 0/10 in the controls)

Reproductlve tox1c1ty was observed only in the lugh—dose group as
evidenced by a slight decrease in the female fertility index durmg the F,,.
mating (75% vs 87.5% in the controls)

Based on the above findings, the NOEL and LOEL for sjrstemic' .
toxicity are 25 mg/kg/day and 70 mg/kg/day, respectwely The NOEL and
LOEL for reproductive toxicity are 70 mg/kg/day and 200 mg/kg/day, -
respectively. (MRID 40660901 main study; MRID 41916502 additional
data; and MRID 40660907 - range-finding study) L

f. Mutagenicity '

~ Bronopol was negative- for mutagemc1ty in the Ames test. usmg
Salmonella typhimurium strains TA1535, TA1537, TA1538, TA98 and -
TA100, with and without metabolic activation. The metabolic activation
system (S-9 microsomal fraction) was obtained from the liver of male rats -
induced with Aroclor 1254. The highest concentrations of bronopol tested
were 125 pg and 62.5 pg/plate, in the presence and absence of S-9,
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} respectlvely Concentratlons of bronopol hlgher than those tested were
-cytotoxic. The following positive controls were used: _cyclophosphamide

(TA1535), neutral red (TA1537) and 2-ammoﬂuorene (’I‘A1538 TA98 and

TA100). Distilled water was the solvent for bronopol and dimethyl
- sulfoxide (DMSO) for positive controls.  This study satisfies the -
" 'requlrements for genetlc effects, Gene Mutatlons (MRID 40660902)

Bronopol was negatlve for mutagenicity -in the V79 cell mutatlon
assay (Chinese hamster lung fibroblasts), with and without metabolic -

activation, when tested at concentrations up to 8 ug/mL, the maximum

allowed by cytotoxicity. The metabolic activation system (S-9 microsomal

fractlon) was obtained from the livers of male rats induced with Aroclor - °

. 1254.  N-methyl-N'-nitro-N-nitrosoguanidine (MNNG) was used as a.
- positive control in the abserice of S-9 and 7, 12-d1methy1benz(a)anthracene
- (DMBA) in the presence of S-9. Distilled water was the solvent for
bronopol and dimethyl sulfoxide (DMSO) was the solvent for the positive

- controls. Mutagenic potential was evaluated by comparing the frequencies - ,v '

- of the 6-thioguanine (6-TG)-res1stant mutants observed in the treated
cultures with those observed .in the negative control (distilled water)
cultures. - This study satisfies the requlrements for genetlc effects, Gene -
'Mutatlons (MRID 40660903) . '

In the mammahan cells (human lymphocytes) in culture cytogenetlc

o assay, bronopol was not clastogenic in the presence of the ‘metabolic -

- activation system (S-9 microsomal fractlon) and was clastogenic in the
. absence of S-9, but only at 30 pg/mL, the highest concentration allowed by °
‘cytotoxicity. Other concentrations of bronopol tested were 10 and 20
pg/mL without S-9 and 20, 30 and 40 p.g/mL with $-9. Positive controls.
used were mitomycin C (0.5 pug/mL) in the absence of S-9 and
. cyclophosphamide (25 pg/ mL) in the presence of S-9. ‘Distilled water was
"~ a solvent for all test compounds and was also a negative control. The .
observed clastogenicity . (significant increases in the percentage of cells with
aberratlons, relative to the negative control values) was attributed by the
testing facility to formaldehyde, one of the degradatlon products ' of
bronopol and a known clastogen. Other degradation products of bronopol
. were not -identified. This study satisfies the. requirements for genetic
effects, Structural Chromosomal Aberratlons (MRID 40660904)

" Bronopol was negatlve in the in vivo nucronucleus assay, in wh1ch

male and female CD1. mice received single oral doses of bronopol (80 or
160 mg/kg of body weight) and then were sacrificed at 24, 48 and 72 hours
after dosmg At all sampling times, the ‘bronopol-treated and negative

* control mice had similar numbers of micronuclei per 1000 polychromatic - -

'erythrocytes of femur bone marrow ‘examined, per ammal The 160 mg/kg "
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dose was the maximum tolerated dose (MTD), as judged by mortality (4/24
males and 4/24 females) and by reduced numbers of polychromatlc‘
erythrocytes (indicative of a reduction in hemopoiesis) in some surviving

mice, 72 hours after treatment. The positive control, cyclophosphamlde -
(75 mg/kg), significantly increased the numbers of micronuclei in both

sexes. Sterile double-distilled water was .used as solvent for the test
materials and was also a negative control. This study satisfies Guideline
requirements for genetic effects class1fied as Other Genotox1c Effects.
(MRID 40660905) »

g.  Metabolism

' The rat metabolism data for bronopol consist of four separate
studies conducted with male and female Sprague-Dawley rats. Animals -
were treated by gavage with *C bronopol (radiochemical purity: >95-
100%). In the first study animals received a single dose of 10 mg/kg. The

second study employed a higher dose of 50 mg/kg. Doses higher the 50 o

mg/kg caused respiratory problems and death. The third study's dose was
10 mg/kg (14 daily doses of nonradioactive, 100% pure, bronopol

followed by one dose of “C-bronopol). Urine, feces and CO, were a

collected for 7 days after dosing, at which time the rats were killed and the
tissues examined for radioactivity. Because? irrespective of the dose, most
of the administered *C was excreted in urine (64-78% in 24 hours and 68-

83% in 7 days), urine was used for the identification of metabolites in the . s

fourth study. Feces, CO, and tissues represented minor routes of excretion
of "C. Very little “C was also detected in the whole blood and plasma.

From the reéults of these feﬁr studies the Agency concluded that
bronopol administered orally was rapidly absorbed and rapidly excreted by
the rats of both sexes, with urine being the major route of excretion. The

only metabolite identified in urine was BTS 23 913 (2-nitropropane-1,3-

diol or desbromo-bronopol), accounting for 45-50% of the radioactivity
. taken for analyses. - The remaining rad10act1v1ty was not identified (one
radioactive peak and radioactivity not resolved into peaks) Unchanged

bronopol was not detected. (MRID 43289501) ,

.

h. Reference Dose

‘The Agency's Office of Pesticide Programs, Reference Dose -
(RfD)/Peer Review Committee recommended that the RfD for bronopol be
“established at 0.1 mg/kg/day. This value was ‘based on the systemic NOEL
of 10 mg/kg/day from the rat chronic feeding study (MRIDs 00098386,
00115645 or 00138766) and an uncertainty factor (UF) of 100 (10 for
interspecies and 10 for intraspecies. Variability). Decreased. food
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: consumptron and body welght gain, and squamous metaplasra and o
inflammation in ducts of salivary glands were observed at the next level
~ tested, 40 mg/kg/day (RfD Peer Review Committee Report, June 12, -

-1995) Although bronopol has no food uses: at this time, the RfD has been

established because the data base is available and because of possrble long-~ -

. term exposure to bronopol contammg products
. It should be noted that l’hlS class of chemlcals (drsmfectants, |
. microbiocides, microbiostats, sanitizers) has not been revrewed by the

FAO/WHO J omt Comrmttee on Pest1c1de Residues (JMPR) '

i Toxrcologlcal Endpomts of Concern |

" EPA believes the approprlate tox1colog1cal endpomt for assessmg
short-term (1-7 days) or intermediate-term (7-90 days). occupational or
residential exposure from- bronopol is the 40 mg/kg/day NOEL for
- maternal and developmental toxicity which was observed in the rabbit

 developmental toxicity study. (MRID 42319601) Decreased maternal body

- weight gain and food consumption during most of the gestation period and -

- several developmental effects were observed in that study at 80 mg/kg/day,
- the LOEL .

, The tox1colog1ca1 endpoint for assessmg chromc occupatlonal
exposure is the NOEL of 10 mg/kg/day from the 2-year rat feeding study
.. 'This study was also used to estabhsh the RfD O

In the absence of dermal absorptlon data (due to the. corrosrve" o

propertres of bronopol), NOELs_ derived from oral studies were used
 directly and without modification to estimate NOELs for dermal exposure. -
Therefore, the Agency assumed a default of 100% dermal absorption...

| Exposure and Risk Assessment
- a. Dretary Exposure and Rlsk Assessment

Currently there are no registered food uses of bronopol therefore
- a dretary exposure and nsk assessment 1s not needed.

b. Occupatlonal Handler Exposure Assessment -

@). Occupational Exposure Scenarios ’

The Agency conducts an occupatronal exposure assessment L
‘ for a pesticide actlve mgredlent if (1) certain toxrcologlcal cntena T
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are trlggered and (2)- there ‘is potent1a1 exposure to handlers
(mixers, loaders, applicators) during use or to persons entering
" treated sites after application is complete. The Agency believes this

is the case from the use of bronopol products. ‘Above, the Agency -

described its conclusions regarding toxicology end points of concern
for bronopol. Below there is discussion of potential exposures from ‘
the use of these products '

The Agency has deternuned that there is.a potential for
exposures to mixers, loaders, applicators, or other handlers from
applications of bronopol containing products in commercial and
industrial settings. The Agency has 1dent1ﬁed two levels of handler '
exposures: '

_primary ‘handlers -~ persons or handlers using.
(mixing, loading, applying) end-use bronopol
. products; ) ' :

secondary handlers -- persons using (mixing,
loading, applying or otherwise handling) products,
such as paints and adhesives, to wh1ch a bronopol
product has been added -

Based on the use patterns, the Agency has identified four
major bronopol exposure scenarios for primary occupational
handlers: (1) metering-pump applications with the soluble
concentrate liquid formulation, (2) open-pour applications with the "

~ soluble concentrate liquid formulation, (3) open-pour applications

with the soluble concentrate solid formulation, and (4) application
of solid tablets and pellets. The application of paint treated with
bronopol is considered by the Agency the worse-case. for secondary '
“handler exposure and risk. v

(‘2)‘ Occupational Exposure Estiinations

. Exposure data specific to bronopol are unavailable nor are
there surrogate exposure data for all use-patterns. However, the
exposure scenarios selected for assessment are representative of
' reasonable worst-case exposures to bronopol. To estimate unit
exposure (UE) and actual daily exposure (ADE), the Agency relied |

on surrogate data from a study (amended 1992) submitted by the' :

Chemical Manufacturers ‘Association (CMA) for antimicrobial
.. pesticide products. Based on these data, inhalation exposure is
believed to be minimal for the scenarios evaluated. Actual daily
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- exposure (ADE), Wthh is used to estimate nsk is calculated using
: the followmg formula

‘ ADE _ unit exposure (,ugm/lb ai. X applzcatzon rate (b. a. i. /A )
' - body wezght &g .

' The Agency s dssumptions for mixers and loaders 1nclude
both short-term (1-7 days per year) and intermediate-term (7-90 -
days per year) exposure as a reasonable worst-case estimate; The - °

- Agency also assumes dermal absorptlon is’ 100% and body weight
is 60 kg S - .
Estimates for short and. mtermed1ate—term exposures from -
the above equation and assumptlons are presented in Table 2 for the -
‘ different occupational primary handler scenarios. The estimates -
" suggest occupational exposures of bronopol to handlers are low
~ (0.127 mg/kg/day) except for the liquid soluble concentrate pour
, 'apphcatlons for coohng water systems (2.849 mg/kg/day)

19




Table 2: Short and Intermediate-Term Exposures and Risks (MOEs) for Handlers ﬁ'om uses of Bronopol

Application Method Setting ' ‘ ) ADE con
(mg/kg/day) |~ MOE
Metered Pump Oil Well Mud Packer Fluid ; © 7 |: <0001 | 40,000.00
i‘i’;‘fi’é" Concentrate I (531 Well Injection Fluid ] oo | w0213
Paint Manufacturing - < 0.001 40,000.00
Pulp and Paper ' L © | 000339 | 11,799.41
Cooling Water Systems | °0.02507 | 1,595.53
Metal Working Fluids o | o.02264 | 1,766.78
Open Pouring Qil Well Mud Packer Fiuid X e 0.00877 | ' 4,561.‘00
i‘i’;‘l‘l‘i’é" Concentrate | ¢ooting Water Systems L 2.849 14.04 -
Paint Manufacturing- ' ) . 0.00975 . 4,102.56
Metal Working Fluids - L . 0.00027 .| 4,314.99
Open Pouring. Oil Well Mud Packer Fluid | o | 1aes20
gg};’: le Concentrate ' ling Water Systends o '0.12741 313.95
Paint Manufacturing . ’ o : 0.03185 - 1,255.89 |
Metal Working Fluids - | 0.03792 | 1,054.85
Place Solid (tablets Laboratory Water Recirculating Waterbaths ' - 0.06233 641.75
and package) Industrial and commerclal air condmomng and huxmdlfymg <. 0001 ) ' -40,000.00
_ systems . . . ‘ ,

For the secondary handler exposure scenario (pamters) the.
Agency has no bronopol specific éxposure data for painter
exposure. Surrogate exposure data were used from the Pesticide '
‘Handlers Exposure Database. In this database gloves were not worn
~and, the Agency assumes from bronopol product label directions for )
use that the paint contains 500 ppm of bronopol. Also assumed is
a’ painter exposure frequency of 250 times per year which is
considered chronic exposure. Estimated exposures were calculated
- for occupational painters and are presented in Table 3. -
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- Table

Chro ic Term Exposnres and Ris!c_ (MOE) to Painters from Bronoool-Treated Paint

290 (dermal) 1 . 0.025 - 60 -, . 012 - - 333
single layer, no gloves - ) . ’ S -
3(dermal) | 0025 | 60 | - 0016 12,500

- single layer, chemical | .
" resistant gloves (used
90% PF)

057 Gobalation) | - 0025 | &0 | 24x104 N/AS

- Dermal grade A,B,C from PHED.

4 MOE = NOEL / ADE x dermal absorption

n—lS medium confidence. Inhalation grade C, n=15 medium corifidence
500 ppm (bronopol).  One gallon paint equal to 10 Ibs -
3 ADE (mg/kg/day) = UE x (Ib ai used per day) / 60 kg-

A

ion exposure is very small relative to the dermal exposune and therefore MOEs for the mhalauon component were not estlmated

. (cither alone or combmed with the dermal.) ~

c. Occupatlonal Handler Rlsk Assessments

, To estlmate risks from exposures to bronopol the Agency .

- compared the margin of exposure (MOE) between the NOELs from the
toxicological end points of concern and the estimates of exposure (ADE).
Where 40 mg/kg/day is the NOEL for short-térm’ and intermediate-term
exposures from the developmental toxicity study described above, -the

- Agency calculated occupational exposures as presented in Table 2. The |
following equation was used for estlmatlng the risk, expressed asa margm '
of exposure (MOE). ~ -

: MoE = NOEL _ 40 mg/kg/@

As shown in Table 2 the calculated MOEs for the short and
mtermedlate-term exposure scenarios are -very h1gh the application
scenario of pouring liquid concentrates into cooling water systems. Here

- the MOE is 14. Use of a metering pump delivery system. for. the liquid -
. application of bronopol products to- this use 81te would adequately m1t1gate
tlus nsk (see Sectlons IV and V)

- Usmg the assumptlons descnbed above for secondary occupat10na1 .
exposure and the chronic endpoint NOEL of 10 mg/kg/day the MOEs are
‘ greater than 100 for painters (Table 3).  Since the MOEs for painter
exposure do not suggest adverse nsk and thlS use represents the worst case




chronic exposure scenario, assessments for other chromc scenarios were
not conducted. : ‘

»

d. Occupatlonal Post-Apphcatlon Exposure and Risk

The Agency believes there are potentlal exposures followmg
. applications of bronopol containing end-use products in commercial and -
industrial settings. Two levels of post-apphcatlon exposures have been
identified. The first is primary post-application exposures == persons in and |
near areas where bronopol products are being or have recently been
applied. In these areas there may. be airborne exposures to bronopol,
resulting in dermal and inhalation exposures from mists or steams. The
key exposure scenarios include: (1) exposures following applications of
bronopol to open vats of liquids, such as paper-pulp, adhesives, coatings, -

emulsions, and paints; and (2) exposures to persons maintaining equipment, . .

such as water systems and other industrial equipment, which contain a
product treated with bronopol. The other occupatlonal post-application
exposure is secondary exposure to persons occupymg areas recently painted

with bronopol-containing paint and exposures in areas where bronopol .

containing paper products are being manufactured. The Agency's concerns
about potential post-application exposures to bronopol are minimal because
the MOEs for occupational exposure are not exceeded (except for the open
pouring of liquid concentrates in cooling water systems) and even less
exposure would be expected dunng post-apphcatlon

e. Resndentnal Exposure and Risk

At this time there are no end-use pest1c1de products contmmng
bronopol that are intended for homeowner use. Therefore, there is no
. concern for the homeowners as primary handlers.

" However, based on the use patterns, the Agenc_\;; has idenfiﬁed two
potential secondary homeowner handler exposure scenarios. They are (1) -
" exposure while handling bronopol—contmmng paint, and (2) exposure. while

handling bronopol-contmmng adhesives. The Agency has also identified "

two bronopol exposure scenarios for secondary homeowner post-application
exposures: (1) exposures while occupying areas recently painted with -
bronopol-containing paint, and (2) exposures while occupying areas where
bronopol-containing adhesives have been used. Based on the occupatmnal
painter risk assessment as a worst case scenario, EPA believes risk
associated with these residential exposures are not of concern.




f. Formaldehyde Exposure and RlSk

, The Agency has also looked at potentlal formaldehyde exposure to
products containing bronopol since formaldehyde has been identified as a
degradate of bronopol under aqueous alkaline conditions. However, the .
. Agency is not concerned about handlers-or post-application exposures to. -
.. formaldehyde because of bronopol's slow decomposmon rate. When .
- mixed with water the half-life of bronopol decomposmon to’ formaldehyde' -
~ is 18 years at pH 4; 1.5 years at pH 6; and 2 months at pH.8 at 20°. Also,
- post-application  settings *are  addressed for formaldehyde by the
- Occupational Safety and Health Administration(OSHA). OSHA has a
comprehensrve workplace standard for formaldehyde for the protection of
workers ' in the industrial setting due to formaldehyde release in the =~ =
' workplace The OSHA formaldehyde standard was established as a rule i in L
- May 1992, and set a permissible exposure level (PEL) of 0.75 ppm in the o
- “workplace. The standard also prescribes that certain actions should be = -
taken if monitoring shows levels of 0.50 ppm. This standard requires
- monitoring . before workers enter' the premises following use of -
formaldehyde, or when potentlal ambrent formaldehyde is generated from
other chemlcals

i

C. Environmental Assessment
1. Ecologlcal Toxrclty Data

‘ The Agency has adequate data to assess ‘the hazard of bronopol to nontarget ”
terrestnal and- aquatlc orgamsms for the uses spemﬁed in the RED.

a.l - Toxrclty to Terrestnal Ammals -
‘ 7(‘1) Blrds, Acute and Subacute

In order to estabhsh the tox1c1ty of bronopol to b1rds the -~
followmg tests are required using the technical grade matenal one
avian single-dose oral (LD,;) study on one species (preferably -
mallard or bobwhite ‘quail); one subacute dxetary study (LC,,) on
one species of waterfowl (preferably the mallard duck) or one

.~ .species of upland game bird (preferably bobwhite quail or ring-- -
- necked pheasant), Tables 4 and 5 summarize the available data for
- avian acute oral toxrcrty and avian subacute dletary tox1c1ty




Tabled, -

Species % A.L LDymgkg | MRID No. Toxicity Category
Mallard 199.4 509.5 - 00104689 .~ slightly toxic
“Table 5.
Species % AL LCm ppm MRIDNo. |- Toxicity Category
Northern Bobwhite* : 100 4487.6 00148526 | . Slightly toxic -
Mallard 100 . > 10,000 - 00148941 ol Pragﬁcally nohtoxic
v Bronopol is shghtly toxic to avian species on an acute oral
. ~ basis and slightly toxic to practically nontox1c on a subacute dietary
basis. - The guideline requirements are fulﬁlled (MR[D 00104689
00148526, 00148941) 7
b. Toxicity to Aquatic Ainimals; -
| @ Freshwater Fish .
In order to establish the toxicity 6f bronopol to freshwater
) ~ fish, the minimum data required on the technical grade of the active
ingredient is one freshwater fish toxicity study.. The study should
use a coldwater species (preferably the ‘rainbow trout) or.a
warmwater species (preferably the bluegill sunfish). Avallable data
for acute ﬁsh toxicity are summanzed in Table 6
" Table 6, : Freshwater Fish 4
Species , % AL “LCs ppm a.i. - MRID No. /| Toxicity Category
Rainbow trout 100 41.6 00148563 _Slightly toxic
Bluegill sunfish 99.7 361 . - 00148940 | stightly toxic

The results of thev 96-hour acute foxicity’ studies indicate that
bronopol is slightly toxic to fish. The guideline requ1rements are
fulfilled. (MRIDs 00148563 00148940)
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L (2) Fre'shwafer Inver.tebrates"

. , : A freshwater aquatlc invertebrate tox1c1ty test is a mlmmumf,
. o requu'ement to  determine pesticide ‘hazard to freshwater
' ' invertebrates. Tlus is preferably. done usmgﬂelther first instar |

- Daphnia magna or early instar amphipods, stoneflies, mayflies, or-.
midges. Table 7 summarizes the data avmlable for freshwater

1nvertebrates o s o A ' - '

ings
Species % A.L - ECy(@mgMH | MRIDNO. | Toxicity Category
Dophniamagna | 9.4, — 1.4' ) 0098404 . rnoderatel}; toxic

The .data- are sufﬁc1ent to charactenze bronopol as'-»;‘
moderately toxic to aquatic invertebrates. The guldehne
requirement 1s fulﬁlled. (MRID 0098404) |

- - @ . Estuarme and Marine Ammals
Acute tox1c1ty testmg with estuarine and marine orgamsms :
is. required ‘when an end-use product is intended for direct
. application to the estuarine/marine environment in significant.
- - concentrations. -‘The aquatic nonfood industrial (oil recovery
' " drilling muds; pulp/paper mill water and secondary oil recovery
* injection water) uses of bronopol may result in exposure to the
estuarme and marine envuonment :

-The requn'ements under. thls category mclude a 96-hour LCSO :
for an estuarine fish, a-96-hour LCj, for shrimp, and either a 48-
hour embryo—larvae study .or a 96-hour shell deposition study with
~oysters: Table 8 summarizes avallable .estuarine/marine acute
tox1c1ty ﬁndmgs

‘Specles | wAL LCSOIEC” (ppmai) |- MRIDNo. | Toxicity Category
Eastem oyster (embryo la.rvae) 99.7 ‘ 097 - 00148979 Highly toxic

Mysid Shrimp 997 59 ] |- 00150674 _ Modefately toxic °
- Sheepshead minnow ] 997 506 | oo163176  Slightly toxic -

~
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There is sufficient information to characterize bronopol
from moderately toxic to. highly toxic to estuarine/marine
invertebrates. It is slightly toxic to estuarine/marine fish. The

_ guideline requirements are fulﬁiled (MRIDs 00148979, 00150674
00163176)

2. Environmental Fate ‘

The environmental fate database for bronopol is adequate for _reregistration -
purposes. Under current Agency policy for microbiocides, the environmental fate
data requirement is minimal - only a hydrolysis study is requlred The hydrolysis
study is satisfactory. In addition, the Agency has a partially satxsfactory photolysrs

: study, physical and chemical propertles (product chermstry)

a. Envn'onmental Fate Assessment '

~ From the limited data and summary information available, the
Agency infers that bronopol would have a relatively short half-life upon
release into the environment. This conclusion is based on the compound's .
photoreactivity in water (its activity decreases by one-half in two days), .
high number of reactive sites, and presumptive degradation by microbes.

The Agency does not have specific data for mobility of bronopol in
soil; however, the Agency does not anticipate ground water contamination
from the use of bronopol. Although bronopol has high water solubility
(approxrmately 25% wiv), high solubility in polar solvents, low solubility
in nonpolar-solvents, and favorable partitioning into water, the Agency -
believes that bronopol's short-lived envrronmental persistence reduces the
potential for groundwater contarmnanon : '

Bronopol is stable to. hydrolysrs under normal conditions.
However, at warmer temperatures and/or higher pHs (as encountered in
some industrial applications or under atypical environmental conditions),
rapid hydrolysis may occur. Under these high temperatures and pHs,
hydrolysis products include formaldehyde and lesser amounts of other
degradates. :

Judging from its low octanol/water ratio (1.5/1) and high solubility
in water, bronopol is not expected to bioaccumulate. = Accumulation
reportedly does not occur in tested mammals and metabolism is also
reported to be rapid and complete, as described above. :




Envnronmental Fate and Transport

| (1) HydrolySIS

An adequate hydrolysrs study exists. Hydrolysrs is strongly o

: correlated with temperature and pH. Hydrolysis may or may not
~ occur appreciably, depending on conditions. An acceptable study, .

conducted under conditions d1fferent from the Agency $ present

testing guidelines, concluded that bronopol is . stable against

hydrolysis in "typical" natural settings. At elevated temperatures
(30, 40, 50, and 60°C), in ambient laboratory light and at

* concentrations of 2000 ppm or higher, the half-life was extrapolated, o

to be the followmg at 20°C: about 18 years at pH 4, about 1.5
years at pH 6, and approx1mately 2 months at pH 8. At higher

" ‘temperatures and/or pHs, as may occur in industrial applications,
“hydrolysis is. greatly accelerated. = At 60°C (140°F), half-lives- -

range roughly from 4 days at pH 4 to only 3 hours at pH 8. Under .
accelerated conditions, degradation is extensive, and formaldehyde ;
is a major hydrolysate. - Other degradates produced under these

-circumstances are 2-hydroxymethyl—2—mtropropane-1 3-diol (tris);
e 2-bromo-2-nitroethanol; unidentified products which were possrbly

polymeric; brormde, nitrite (not nitrate); and other trace products -

- such as aliphatic nitro compounds and lightweight gases, but not ‘
‘carbon droxrde (MRIDs 00164535 and 00163783)

: ‘(2) .' Degradatlon

A partrally satlsfactory photodegradatron in water study

‘mdlcates that bronopol rapidly photodegrades at pH 4 under i

continuous xenon irradiation; approximately one-half of its activity
remained after about 24 hours. An equivalent exposure time under

" natural sunlight would be approximately 2 days (assuming 12 hours = -

o , each of light and dark) Tris (2-hydroxymethyl—2-mtropropane-1 3-

diol), ‘also named tns—hydroxymethyl—mtromethane, -a tentatively -

identified major degradate (up to about 60 percent), which appears -
to further degrade, but at a slower rate. Another ‘major, but
unidentified, "relatively polar" product (component "B") steadily |

increased, and at the end of the 168 hour (one week) study was up - o

to about 30 percent of the dose. Component "B" was not the -

| ~ putative degradate, 2-bromo-2-nitroethanol. Steadily increasing

levels of labeled carbon dioxide derived from the central carbon

" atom of bronopél indicate that at least one reaction leads to )
. extensive -degradation. Although carbon dioxide increased in

. parallel with unknown component "B," formation of component

-h
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"B" and carbon d10x1de appears to occur by separate pathways
(MR]D 429413-03)

3. 'Envnronmental Exposure and Risk

Aquatic nonfood industrial uses of bronopol containing products can result
in discharge of effluent to surface waters. These discharges may adversely affect
aquatic life in the receiving stream waters. As described above bronopol is
moderately toxic to freshwater invertebrates; slightly toxic to freshwater fish;
moderately to-highly toxic to estuarme/marme invertebrates; and shghtly tox1c to.
estuarine/marine fish. * :

While the hazard to aquatic organisms from bronopol has been
characterized, a quantitative risk assessment has not been conducted because the
potential risks to aquatic environments are regulated under the EPA Office of
Water, National Pollution Discharge Elimination System (NPDES) permitting
program. The Agency currently requires that labelsfor all bronopol products
require that discharges to aquatic. env1ronments comply w1th an NPDES penmt

_ The fuel use of bronopol may be associated with penodlc releases into the
environment based on purging of the storage tanks. This terrestrial use may result
in minimal to no exposure to the environment. All bronopol product labels are
required by the Agency to have language that is consistent with disposal of
unwanted treated fuel or bottom waters that complies with any apphcable federal
laws .

4. Endangered Species
| The Agency does not antlc1pate any exposure of concern to fish and ,
wildlife, prov1dmg that all bronopol products are labeled, handled, and apphed as
specified in this document and product labels require that dlscharges to the
environment comply with NPDES permlttmg requrrements and Federal laws

IV.  RISK MANAGEMENT AND REREGISTRATION DECISION
A. Determination of Ellglblhty

Section 4(g)(2)(A) of FIFRA calls for the Agency to determme, after subrmssmn
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 (i.e. active ingredient specific) data required to
support reregistration of products contalmng bronopol active ingredients. The Agency
has completed its review of these generic data, and has determined that the data are -
sufficient to support rereglstratlon of all products contalmng bronopol. However, the .
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- Agency is requlrmg data for comphance purposes.on’ occupatlonal exposure to workers '

- with a Data Call-In that was issued in September 1995. Appendix B-identifies the generic :“

- data requirements that the Agency reviewed as part of its determination of rereglstratlon‘ R
fehglblhty of bronopol and lists the submltted studles that the Agency found acceptable -

The data identified in Appendrx B were sufﬁcrent to allow the Agency to assess the
registered uses of bronopol, as specrﬁed in this document, and to determine that bronopol
_ can be used without resulting in unreasonable adverse effects to humans and the

. environment.. The Agency therefore finds that all products containing bronopol as the.
active ingredients are eligible for reregistration. The rereglstratlon of partrcular products
is addressed in Sectlon \/ of th1s document : : '

The Agency made its rereglstratlon ehglbrhty determmatxon based upon the target‘ 3

~ data base required for reregistration, the current guidelines. for conducting acceptable

studies to generate such data, published scientific literature, etc. and the data identified in
Appendix B. Although the Agency has found that all uses of bronopol, as specified in this
- document, are eligible for rereglstratlon, 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 bronopol, if new information comes to the -
Agency's attention or if the data requirements for reglstratlon (or- the gu1dehnes for :
. generatmg such data) change. : , :

B. Determmatlon of Ehglbrhty Declsmn T

1 , Ellglblhty Decnsnon S

: .

Based on the reviews of the generic data for the active 1ngred1ent bronopol o '_ v
- the Agency has sufficient information on the héalth effects of bronopol and on its =

" potential for causing adverse effects in fish, wrldhfe and the environment. The"
Agency has determined that bronopol products, labeled and used as specified in
- this Reregistration Eligibility Decision document, will not pose unreasonable risks
~ to-humans or the environment as long as label restrictions prescribed in this RED
are followed. Therefore, the Agency concludes that products contarmng bronopol
for all currently reglstered uses are ehgrble for rereglstratlon '

2. vv . Ehglble and rInellglble Uses

The Agency has determined that all currently regrstered uses of bronopol o
as modlﬁed in this document are ehglble for rereglstratlon '
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C. Regulatory Position

The followmg is a summiary of the regulatory positions and rationales for bronopol
Where labeling rev1s1ons are 1mposed spec1ﬁc language is set forth in Sectlon A" of this -
document. .

1. Occupational Risk Mitigation Measureleabeﬁng Rationale. ,

a. Personal Protective E‘quipment/En‘gineering Controls

For each bronopol end-use product, PPE requirements for pestlclde :
handlers are being set during reregrstratlon for the following reasons

The Agency is requmng PPE for occupauonal handlers of bronopol
in the loading of (1) liquid bronopol end-use products using open-pouring
and metering-pump techniques and (2) dry (pellets tablets, crystals, or
flakes) bronopol end-use products using open-pouring and hand-placement -
techniques. PPE ( long sleeved shirt, long pants, chemical resistant gloves, '
socks and shoes) were worn by the handlers in the CMA studies that were
used to estimate exposures. This . requirement will mitigate risks to
occupatronal workers. - ' ‘

The Agency is also concemed about occupatlonal exposure in the
cooling water systems use where open pouring of liquid bronopol end-use
products can occur. When using the Agency established method to calculate .
margin of exposure (MOE);, this use pattern ‘exceeds the Agency's
acceptable levels of exposure. In Section V the Agency outlines the specific
‘application restriction of a metering pump system to mitigate potentlal risk

~ to occupational workers for this use.

Post-apphcatlon entry restnctlons are not bemg established at this
time for occupational uses of bronopol end-use products; because the
Agency believes the potential exposure to bronopol would be less than that
to handlers due to dilution, industrial processes, and the stab111ty or slow
degradatlon of bronopol in products that contain it. Additionally, the
Agency is not establishing PPE for pcople applying bronopol treated
products (such as paint and adhesives) since exposures are expected to be
less than those for handlers applymg bronopol end use products

2, Aquatic Rlsk MrtlgatlonILabelmg Ratlonale

The Agency beheves that potential hazards to aquatlc orgamsms could exist
from the industrial uses of bronopol All bronopol product labels are requlred by
the Agency to have language that is consistent with NPDES permitting -

1]
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: requlrements when dlrect efﬂuent dlscharges to aquatlc envuonments occur and
~ that disposal of unwanted treated fuel or bottom waters complies w1th any ..
applicable federal laws.” These environmental risk reductlon measures are. -

: appropnate to retain for bronopol products -

} 3 - Other Labehng Reqmrements
. _ The Agency is reqmnng addrtlonal use and safety mformatlon to be placed : ‘
" -on the labeling of all end-use products containing bronopol to afford supplemental '
~ protection to handlers. For the spemﬁc labehng statements, refer to Section V of -
B 'th1s document. - ‘ . _ :

V. ACTIONS REQUIRED OF REGISTRANTS

: ThlS section specifies the data requlrements and responses necessary for the reregrstratlon
of both manufactunng—use and end-use products. : : :

: A. Manufacturmg—Use Products I o o f L -
1. Addltlonal Generic Data Requlrements
The genenc data base supportmg the reregrstratron of bronopol for the '
above uses has been reviewed and determinéd to be substantially complete. The

r followmg genenc data were requ1red ina September 1995 Data Call-In

' Handler Studles

_ Any bronopol registrant who has not sausﬁed generic data requirements for
Guidelines 233 and 234, Dermal and Inhalation Exposure, must do so to meet the ,
- requirements of reregistration. Faﬂure to.do so will result in suspension of affected E
. product registrations under FIFRA, Section 3(c)(2)(B) Compliance is also
‘necessary for product reregistration. © Compliance with these generic data .
- requirements can be met in one of two ways. First, affected registrants can make
* an irrevocable offer to pay compensation to owners of the existing data from the ,
CMA study. These data are’ MRIDs 41412201, 41742601, and 42587501.
~Second, affected registrants can offer to conduct and submit new studies. The
- Agency has issued a DCI to affected reglstrants in whrch both options are .
- provrded : ‘
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End-Use Products
1. . Additional Product-Specific Data Requirements

Registrants of end-use product registrations which are subject to generic
data requirements, and who have not satisfied the generic data requirements for the

above handler exposure studies ‘must do as described above

Sectlon 4(g)(2)(B) of FIFRA calls for the Agency to obtam any needed

~ product-specific data regarding the pesticide after a determination of eligibility has

been made. The product specific data requirements are listed in Appendrx G the
Product Specific Data Call-In Notice.

Registrants must review previous data submissions to ensure that they ‘meet
current EPA acceptance criteria (Appendix F; Attachment E) and, if not, commit
to conduct new studies. If a registrant believes that previously submitted data meet
current testing standards, then study MRID numbers should be cited according to
the instructions in the Requirement Status and Reglstrants Response Form prov1ded" ’
for each product. : -

2. Labelmg Reqmrements for End-Use Products
a. PPE/Engmeermg Control Requlrements for Pest1c1de Handlers

For sole-actlve-mgredlent end-use products that contain bronopol the
product labeling must be revised to adopt the handler personal protective
: eqmpment/engmeermg control requirements set forth in this section. Any
confhctmg PPE requirements on the current labeling must be removed.

For multiple-active-ingredient end-use products that contain bronopol, the
handler personal protective equipment/engineering control requirements set
forth in this section must be compared to the requirements on the current
labeling and the more protective must be retained. For guidance on which
requirements are consrdered more protective, see PR Notice 93-7.

Minimum (Baseline) PPE/Engmeermg Control Requlrements - EPA '
is establishing active ingredient-based minimum (baseline) PPE/engineering -
control requirements for bronopol end-use products that are intended for
occupational use. The minimum (basehne) PPE for such occupatlonal uses
of bronopol end-use products are:
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""" Applicators and other handlers must wear:
+ --long-sleeve shirt and long pants, '
" —socks plus shoes, and
' ,--chemxcal—resrstant gloves

~ * For the glove statement use the statement estabhshed for bronopol o
through the instructions in Supplement 3 of PR Notlce 93-7

For end-use products classified as toxrcrty category I or r 11 for eye ,
" jrritation, protectrve eyewear is also requlred :

For liquid product formulauons apphed to coohng water systems the _
followrng engmeermg control restriction is required on product labels -

: ,"‘1'. "Do not apply by open pouring of hquxd to coohng water _
_systems; a metering pump delivery system is requlred for thls use .
and application method." - ‘ : E

b ,Other Apphcatlon Restnctrons
' YOther apphcatlon restnctlons for bronopol product labels are:

1L For all end-use products "Do not apply this product -
. ina way that w111 contact workers -or, other’ persons

2. For all end-use products , "Follow manufacturer's
instructions for cleaning/maintaining PPE. If there are no such
" instructions for washables, use detergent and hot water. Keep and -
) wash PPE separately from other laundry."

3. For liquid end-use products only "Dlscard clothrng or other '
- absorbent ' materials that have been drenched or heavrly
contarmnated w1th thrs product s concentrate. Do not reuse them

e User Safety Rccommendatlons :

Add the followmg user safety recommendatrons to labels of allh»__ K
bronopol end-use products : : .

1. : “Users should wash hands before eatmg, d'nnkmg,
: chewmg gum, usmg tobacco or usmg the torlet ' '

2. ' "If pesticide gets inside clothmg remove clothmg
irnmedtately, wash thoroughly, and put on clean clothing."
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3. "Users - should remove PPE immediately after
handhng this- product. Wash the outside of gloves before
removing. As soon as possible, wash thoroughly and change
mto clean clotmng »

pe

Effluent D1scharge and D1sposal Labelmg Statements :

To reduce envuonmental risk from bronopol d1scharge and dlsposal '
product labels must continue to have the statements pertaining to effluent
discharge under the NPDES permitting system (refer to PR Notice 93-10
or 40'CFR 152.46(a)(1)) and dlsposal under any apphcable federal laws

e Dlrectlons for Use '

Registrants must specify on labeling the complete directions for use
for each use pattern: site of application, type of application, timing of
application, equipment used for application, and the rate of apphcatlon :
(dosage).

f. Clariﬁcation of Oil/Gas Drilling Mud Packer Fiuids Use

To clanfy the mtent of the oil recovery drilling muds/packer ﬂulds
use, as an aquatic or terrestrial non-food use pattern, the following
statements must be added to the labels. For bronopol products labeléd for
this use and the registrant mtends apphcatlons to be lmuted to terrestnal
s1tes, add the followmg

"For use in terrestnal wells only. Do not apply in manne |
and/or estuarme 011 fields."

- For products mtended for apphcatlons for aquatic s1tes add the
followmg B _

"For use in off-shore wells only."
For use in both terrestnal and aquatlc sites add

"Th1s product may be used in: terrestnal and off-shore 011
dnllmg muds and packer fluids."

3. Emstmg Stocks

i

Reglstrants may generally d1stnbute and sell products beanng old labels/labehng .
for 26 months from the date of the issuance of this Rereglstratlon Ehglblhty Dec1s1on

’
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(RED) Persons other than the reglstrant may generally drstnbute or sell. such products for )
50 months from the date of the issuance of this RED. However, existing stocks time -
frames will be established case-by-case, dependmg on the number of products 1nvolved '

the number of label changes, and other factors. Referto "Existing Stocks of Pesticide. S

Products Statement of Pohcy", Federal Reglster Volume 56 No 123 June 26, 1991.

~ The Agency has determined. that reglstrants may dlstnbute and sell . bronopol‘
- products bearing old labelsllabehng 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. Registrants and persons other than registrants remain - .
' .obligated to meet pre-emstmg Agency 1mposed label changes and ex1st1ng stocks '
' requrrements apphcable to products they sell or dlstrlbute ' : '
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GUIDE TO APPENDIX B

Appendlx B contains listings of data requlrements wh1ch support the rereglstratlon for
active ingredients within the case bronopol covered by this Reregistration Eligibility Decision ’
Document. It contains generic data requirements that apply to bronopol in all products, including
data requirements for which a "typical formulatlon" is the test ‘substance. S

The data table is organized in the following format:

1. Data Requirement (Column 1). The data requlrements are hsted 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 Information Service, 5285 Port Royal Road, Spnngﬁeld VA 22161 (703) 487-4650.

2. Use Pattern (Column 2). - This column indicates the use patterns for which the data
requlrements apply. The followmg letter designations are used for the glven use pattems

Terrestnal food
Terrestrial feed :
Terrestrial non-food . .
Aquatic food
Agquatic non-food outdoor
Aquatic non-food industrial
Aquatic non-food residential
. Greenhouse food
Greenhouse non-food _ . -
Forestry : - ' ‘
Residential - B ‘
Indoor food
Indoor non-food
Indoor medical
Indoor residential

oZgerHmmmmU0w>

3. Blbhographlc citation (Column 3). If the Agency has acceptable data in its ﬁles, 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.
assigned. Refer to the Blbhography appendlx for a complete c1tat10n of the study
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o GUIDE TO APP]ENDIX C : ‘ o
CONTENTS OF BIBLIOGRAPHY. This bibliography 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 cons1dered are 1ncluded

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 materials submitted to the Agency, the Agency has sought to identify
documents at a level parallel to the published article from within the typically larger
volumes in which they were submitted. The resulting " studies” gcnerally have a distinct
title (or at least a single subject), can stand alone for purposes of review and can be
described with a conventional bibliographic citation. The Agency has also attempted to
unite basic documents and commentaries upon them, treating them as a single study.-

IDENTIFICATION OF ENTRIES. The entries 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. It is not related
to the six-digit "Accession Number" which has been used to identify 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
Adentifying number is also to be used whenever specific reference is needed. :

FORM OF ENTRY. In addition to the Master Record Identrﬁer (MRID), each entry
consists of a citation containing standard elements followed, in the case of material -
submitted to EPA, by a descnptxon of the earliest known submission. Blbhographlc
conventions used reflect the standard of the American National Standards Instltute (AN SD,
expanded to prov1de for certam special needs.’

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 1dent1ﬁed the Agency has shown the ﬁrst submitter
as the author

b. Document date. The date of the study is taken dlrectly from the document.. When
the date is followed by a question mark, the bibliographer has deduced the date
from the evidence contained in the document. When the date appears as (197?),
the Agency was unable to determine or estimate the date of the document. - ’

-

68




. Tite. In some cases, it has been necessary for the Agency blbhographers to create : '
or enhance a document trtle Any such ed1tor1al msertrons are contamed between‘ o
square brackets » ' .

Trailing parentheses For studies submrtted to the Agency in the past the trailing
' parentheses include (in addition to any self-explanatory text) the followmg elements :
descrlbrng the earhest known subrmssron ' : '

)

@

e

@

. Submission date The date of the earhest known submlss1on appears

immediately followmg the word "receiv
‘ Admrmstratlve number 'Ihe next element 1mmed1ate1y followmg the word
"under" is the registration number, experimental use’permit number,

petition number, or other admrmstratlve number associated w1th the earhest

' known submlssron

'Subrmtter.. 'The third element is the submitter. When ‘authorship is .
defaulted to the submitter,' this element is omitted. B

- Volume Identlﬁcatlon (Accessron Numbers) The final element in the ;
trailing parentheses identifies the EPA accession number of the volume in
- which the original submission of the study appears. The six-digit accession
number follows the symbol "CDL," which stands for "Company Data
Library." This accession number is in turn followed by an alphabetrc

qufﬁx which shows the relatlve posmon of the study w1thm the volume

6o




BIBLIOGRAPHY.

CITATION

00098384

00098386
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00098396

00098397
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England, submltted by Inolex Chemical Co Chlcago Ill CDL 1247 195-B)
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Systemic Tumongemc Effects in Repeated Dermal Application to Mice (Final
Report 0—-80 Weeks): BTS 43/74761. (Unpublished study received Mar 31, 1982
under 47374-1; prepared by Huntingdon Research Centre, England, submitted by
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Inolex Chemlcal Company (1976) Toxicity of Lexgard Bronbpol to Laboratory
Animals. (Compilation; unpublished study received Mar 31, 1982 under 47374-1 ‘
CDL 247193-B; 247194) '
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g ANZ4 UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
%Lmé*f S WASHINGTON, D.C. 20460 -
} - R ‘ on=|=|ce'o;=‘
Sy . PREVENTION, PESTICIDES -
] ) } AND TOXIC SUBSTA;'NCE'S ]
DATA CALL-IN-NOTICE
* CERTIFIED MAIL
Dear Sir o'rMadam:

This Notlce requires you and other reglstrants of pestlclde products contammg the active .
. ingredient identified in Attachment 1 of this Notice, the Data Call-In Chemical Status Sheet, to
.~~~ submit certain product specific data as noted herem to the U.S. Environmental Protection .~ -
. Agency (EPA, the Agency). These data are necessary to maintain the continued registration of - -
your product(s) containing this active ingredient. Within 90 days after you receive this Notice
you must respond as set forth in Sectlon 11 below Your response must state: ’

E ;' 1. | How you will comply w1th the requn'ements set forth in thls Notlce and its
-+ Attachments 1 through 6; or =

2. : Why you beheve you are exempt from the requlrements hsted in thlS Notlce and
in Attachment 3, Requirements: Status and Reglstrant ) Response Form, (see
section III-B); or ‘ .

. 3. -Why you belleve EPA should not require your submlssmn of product spemﬁc '4
~ datain the manner spemﬁed by this Notice (see sectlon III-D) .

- If you do not respond to ttus Notlce or if you do not satlsfy EPA that you will comply ‘
) 1w1th its requirements or should be exempt or excused from domg so, then the reglstratlon of
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your product(s) subject to this Not1ce will be sub_]ect to suspension. - We have provided a list of
all of your products subject to this Notice in Attachment 2, Data Call-In Response Form, as
well as a list of all reglstrants who were sent this Notice (Attachment 6).

The authonty for this Notice is sectlon 3(c)(2)(B) of the Federal Insectxclde Fungicide
and Rodenticide Act as amended (FIFRA), 7 U.S.C. section 136a(c)(2)(B). Collection of this
information is authorized under the Paperwork Reduction Act by OMB Approval No 2070-
0107 and 2070-0057 (expiration date 03-31-96). ' A

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

SectionI - Why You Are Recelvmg This Notice
SectionII - Data Required By This Notice
Section IIl - Compliance With Requirements Of This Notice
Section IV - Consequences Of Failure To Comply With This Notice’ o
Section V -- Registrants' Obhgatlon To Report Possxble Unreasonable Adverse
' Effects
Section VI - Inquiries And Responses To Th1s Notlce )

The Attachments to this Notice are:
Data Call-In Chemical Status Sheet

. Product-Specific Data Call-In Response Form
Requirements- Status and Registrant's Response Form

EPA Batching of End-Use Products for Meeting Acute Tox1cology Data
Requirements for Reregistration . . c

List of Registrants Receiving This Notice '

Cost Share, Data Compensation Forms and Conﬁdentlal Statement of Formula v
Form ,

SECTION 1. WHY YOU ARE RECEIVING THIS NOTICE

"The Agency has reviewed existing data for t]hls active mgredlent and reevaluated the
data needed to support continued registration of the subject active ingredient. The Agency has
concluded that the only additional data necessary are product specific data. No additional
generic data requirements are being imposed. You have been sent this Notice because you®
have product(s) containing the subject actlve mgredlent

SECTION II. DATA REQUIRED BY THIS NOTICE
II-A. DATA REQUIRED




o

 The product specific data required by this Notice are spéciﬁed m ‘Aitachnient 3, v
Requirements Status and Registrant's Response Form. Depending on the results of the studies
required in this Notice, additional testing may be required. ST ; :

I-B. SCHEDULE FOR SUBMISSION OF DATA . -

. You are cfequired to submit the data or otherwise As,atisfy' the data réquiréments specified in
. Attachment 3, Requirements Status and Registrant's Response Form, within the time frames:
- provided.. S -~ e oo :

1I-C.. TESTING PROTOCOL - -

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

established. - S f N

These EPA Guidelines are available from the National Technical Information Sef{rice,,

(NTIS), Attn: Order Desk, 5285 Port Roya! Road, Springfield, Va 22161 (tel: 703-487—4650). o o

Protocols approved by the Organization for Economic Cooperation and Development
(OECD) are also acceptable if the OECD-recommended test standards conform to those specified
in the Pesticide Data Requirements regulation (40 CFR § 158.70). When using the OECD -
_ protocols, they should be modified as appropriate so that the data generated by the study will
 satisfy the requirements of 40 CFR § 158. Normally, the Agency will not extend deadlines for
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 (Telephone number 202-785-6323; Fax telephone number 202-785- ,

.~ All newstudies and propoéed protocols submitted in response to this Data Call-In Notice. - \
~must be in accordance with Good Laboratory Practices [40 CFR Part 160.3@)@©6)1. =

“I-D. REGISTRANTS RECEIVING PREVIOUS SECTION 3(c)(2)(B) NOTICES. |
. ISSUED BY THE AGENCY . '

Unless otherwise noted herein, this Data Call-In does not in any way supersede or change the
requirements of any previous Data Call-In(s), or any other agreements entered into with the™
Agency pertaining to such prior Notice. Registrants must comply with the requirements of all
Notices to avoid issuance of a Notice of Intent to Suspend their affected products. S

- SECTION II. COMPLIANCE WITH REQUIREMENTS OF THIS NOTICE
_T-A. SCHEDULE FOR RESPONDING TO THE AGENCY =

The abprbpﬁafe responses initiélIy required by this Notice for prbduct" 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
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to Suspend (NOIS) affecting your products. This and other bases for issﬁémée of NOIS due to
failure to comply with this Notice are presented in Section IV-A and IV-B. - R '

II-B. OPTIONS FOR RESPONDING TO THE AGENCY

- 'The options for responding to this Notice for product specific data are: (a) voluntary
cancellation, (b) agree to satisfy the product specific data requirements imposed by this notice or
(c) request a data waiver(s). v - o

_ A discussion of how to respond if you chose 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 II-C. A discussion of options relating to
requests for data waivers is contained in Section III-D. : . ‘ ‘

There are two forms that accompany this Notice of which, depending upon your response,. '
one or both must be used in your response to the Agency. These forms are the Data-Call-In
Response Form, and the Requirements Status and Registrant's Response Form, Attachment 2 and
Attachment 3. 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 .
must be submitted for each product listed on the Data Call-In Response Form unless the voluntary
cancellation option is selected or unless the product is identical to another (refer to the instructions
for completing the Data Call-In Response Form in Attachment 2). 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 Registrant'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 Attachment 1.

1. 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 voluntarily cancel your product, you must submit a completed Data Call-In
Response Form, indicating your election: of this option. Voluntary cancellation is item number 5
on the Data Call-In Response Form. If you choose this option, this is the only form that you are
required to complete. - - ‘ o

; If you chose to voluntarilyi cancel your product, further sale and distribution of yoﬁr o
product after the effective date of cancellation must be in accordance with the Existing Stocks
provisions of this Notice which are contained in Section IV-C. Lo : C

2. Satisfying the Product Specific Data Requirements of this Notice . There are various
options available to satisfy the product specific data requirements of this Notice. These options
are discussed in Section III-C of this Notice and comprise options 1 through 6 on the
Requirements Status and Registrant's Response Form and item numbers 7a and 7b on the Data
Call-In Response Form. Deletion of a use(s) and the low volume/minor use option are not valid
options for fulfilling product specific data requirements.
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3. Request for Product Specrﬁc Data Waivers. Walvers for product spec1ﬁc data are
discussed in Section III-D of this Notice and are covered by option 7 on the Requirements Status
and Registrant's Response Form. If you choose one of these options, you must submit both. forms
- as well as any other mformatron/data pertmmng to the optlon chosen to address the data

, requlrement ‘ : , ,

III-C SATISFYING THE DATA REQUIREMENTS OF THIS NOTICE '

CIf you acknowledge on the Data Call-In Response Form that 3 you agree to satlsfy the
product speclfic data requirements (i.e. you select item number 7a or 7b), then you must select .
one of the six-options on the Requirements Status and Registrant's Response Form related to. data
production for each data 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 1mrned1ate1y below with information in
parentheses to guide registrants to addltlonal mstructlons provided in this Sectlon The: optlons :

(1D I wxll generate and subnut data w1thm the speclﬁed tlme frame (Developmg Data)
. (2 ' Ihave entered into an agreement w1th one or more reglstrants to develop data ,
.. jointly (Cost Sharing) : D
(3) I have made offers to cost-share (Offers to Cost Share) :
@ I am submitting an existing study that has not been submitted prev1ous1y to the
© . . . Agency by anyone (Submitting an Existing Study). |
. (3) . I am submitting or citing data to upgrade a study classified by EPA as’ partlally
acceptable and upgradeable (Upgrading a Study) -
(6) . Iam citing an existing study that EPA has classified as acceptable or an ex1stmg
.- study that has been submltted but not rev1ewed by the Agency (C1t1ng an Ex1st1ng
Study) T

Optron 1, Developmg Data - If you choose to: develop the requlred 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 w1th the requlrements of PR Notice: 86—5

The tlme frames in the Requlrements Status and Reglstrant s Response Form are the time
. -frames that the Agency is allowing for the submission of completed study reports. The noted
. deadlines run from the date of the receipt of this Notice by the registrant. If the data are not
~ submitted by the deadline, each reglstrant is subject to recelpt of a Notice of Intent to Suspend the
affected reglstratron(s)

If you cannot submit the data/reports to the Agency in the tnne requlred by this Notrce 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 proposed
schedule including alternative dates for meeting such requirements on a step-by-step basis. You
must explam any techmcal or laboratory drfﬁcultles and prov1de documentatlon from the
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laboratory performing the testing. While EPA is considering your request, the original deadline
remains. The Agency will respond to your request in writing. If EPA does not grant your
request, the original deadline remains. , Normally, extensions can be requested only in cases of
extraordinary testing problems beyond the expectation or control of the registrant. Extensions
will not be given in submitting the 90-day responses. Extensions will riot be considered if the
request for extension is not made in a timely fashion; in no event shall an extension request be
considered if it is submitted at or after the lapse of the subject deadline. oo

Option 2, Agreement to Share in Cost to Develop Data -- Registranté 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. If you choose to enter - '
into an agreement to share in the cost of producing the required data but will not be submitting
the data yourself, you must provide the name of the registrant who will be submitting the data. L
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.

Option 3, Offer to Share in the Cost of Data Development -- This option only applies to
acute toxicity and certain efficacy data as described in option 2 above. - If you have made an offer
to pay in an attempt to enter into an agreement or.amend an existing agreement to meet the - .
requirements of this Notice and have been unsuccessful, you may request EPA (by selecting this
option) to exercise its discretion not to suspend your registration(s), although you do not comply
with the data submission requirements of this Notice. EPA has determined that as a general '
policy, absent other relevant considerations, it will not suspend the registration of a product of a
registrant who has in good faith sought and continues to seek to enter into a joint data o

- development/cost sharing program, but the other registrant(s) developing the data has refused to
accept your offer. To qualify for this option, you must submit documentation to the Agency
proving that you have made an offer to another registrant (who has an obligation to submit data) _
to share in the burden of developing that data.  You must also submit to the Agency a completed
EPA Form 8570-32, Certification of Offer to Cost Share in the Development of Data, Attachment
7. In addition, you must demonstrate that the other registrant to 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 or failing agreement to be bound by binding 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 Registrant's Response Form :
committing to develop and submit the data required by this Notice. .
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In order for you to avoid suspension under this option, you may not withdraw your offer
to share in the burdens of developing the data. In addition, the other registrant must fulfill its- -~ -
commitment to develop and submit the data as required by this Notice. If the other registrant fails .
- to develop the data or for some other reason is subject to suspension, your registration as well as
that of the other registrant will normally be subject to-initiation of suspension proceedings, unless
you commit to submit, and do submit the required data in the specified time frame. In such cases,
- the Agency generally will not grant a time extension for submitting the data. DR '

Optioxi' 4, ‘Submitting an Existing Study -- If you choose to sAub‘anit‘an existing .study ‘in ‘

. response to this Notice, you must determine that the study satisfies the requirements imposed by
this Notice. - You may only submit a study that has not been previously submitted to the Agency
or previously cited by anyone. Existing studies are studies which predate issuance of this Notice.

Do not use this option if you are submitting data to upgrade a study. (See Option 5). -

You should be aware that if the Agency determines that the study is not acceptable, the

Agency will require you to comply with this Notice, normally without an extension of the -

required date of submission. The Agency may determine at any time that a study is.not valid and
needs to be repeated. L S Ce T L

To meet the requirements of the DCI Notice for submitting an existing stv.idy’, allof the = ..
following three criteria must be clearly met: _ . - oo

a.

Y6u must certify at the time that the existing study is submitted that the raw data
and specimens from the study are available for audit-and review and you must
identify where they are available. This must be done in accordance with the .
requirements of the Good Laboratory Practice (GLP) regulation, 40 CFR Part 160.
As stated in 40 CFR 160.3(@j)." 'raw data' means any laboratory worksheets, - =
records, memoranda, notes, or exact copies thereof, that are the result of original
observations and activities of a study and are necessary for the reconstruction and
evaluation of the report of that study. In the event that exact transcripts of raw
data have been prepared (e.g., tapes which have been transcribed verbatim, dated;

- and verified accurate by signature), the exact copy or exact transcript may be ‘
- substituted for the original source as raw data. 'Raw data’ may include '

photographs, microfilm or microfiche copies, computer printouts, magnetic media,
including dictated observations, and recorded data from automated instruments."

| . -The term "specimens”, according to 40 CFR 160.3(k), means "any material

derived from a test system for examination or analysis.".

. Health and'safety studies completed after May 1984 must also contain all GLP- -

required quality assurance and quality control information, pursuant to the

- requirements of 40 CFR Part 160. Registrants must also certify at the time of . -
. submitting the existing study that such GLP-information is available for post-May

1984 studies by including an appropriate statement on or attached to the study
signed by an authorized official or representative of the registrant., =

You must éerﬁfy that eag‘hl study fulfills the ac#éptance criteria for the Guideline

-relevant to the study provided in the FIFRA Accelerated Reregistration Phase 3 L
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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 reglstrant 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 pohcy regarding acceptable protocols.. If you wish to
submit the study, you must, in addition to certifying 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, mcludmg 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 are
usually not available for such studies. .

If you submit an ex1stmg study, you must certify’ that the study meets all requlrements of
the cntena outlmed above. Co

If you know of a study pertaining to any requlrement in thls 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 requu'ed by PR Notice 86-5. e i

Option 5, Upgrading a Study - Ifa study has been classified as partlally 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.
Deficient, but upgradeable studies will normally be classified as supplemental However, it is
1mportant 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
specxfy the MRID number(s) of the study which you are attemptmg 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 bemg upgraded.

This option should'also be used to cite data that has been prev10usly 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. ’

The criteria for subnuttmg an existing study, as specified in Optlon 4 above, apply to all
data submissions intended to upgrade studies. Additionally your submission of data intended to
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upgrade studles must be accompamed by a certlﬁcauon that you comply with each of those
criteria as well as a certification regardmg protocol comphance wrth Agency requlrements

: Optxon 6 Cltmg Existing Studies -- If you choose to cite a study that has been prev1ous1y
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 all other

" disciplines the classxﬁcatlon 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 provrde the Agency s class1ﬁcat10n of the .

* study. ; t

If you are cltmg a study of whlch you are not the ongmal data submltter you must- submrt
a completed copy of EPA Form 8570-31, Certification with Respect to Data Compensatlon

‘ Regurrement

Reglstrants who select one of the above 6 optlons must meet all of the requrrements o :
‘described in the instructions for completing the Data Call-In Response Fonn and the Regulrement .
Status and Reglstrant's Response Form, as approprrate L ,

: III-D REQUESTS FOR DATA WAIV ERS

If you request a waiver for product speclﬁc data because you believe it is

o mapproprlate you must attach a complete justification for the request, including technical

- reasons, data and references to relevant EPA regulations, guidelines or policies. (Note: any"
* supplemental data must be submitted in the format required by PR Notice 86-5). This will be the

. only opportunity to state the reasons or provide information in support of your request. If the -

Agency approves your waiver request, you will not be requlred 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 Requirements Status .
- and Registrant's Response Form. Product specific data requlrements for product chemistry, acute
’ tox101ty 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 submltted without adequate supportmg ratlonale will be denied and the ongmal due date
wrll rernam in force. - A : :

IV CONSEQUENCES OF FAILURE TO COMPLY WITH THIS NOTICE

- IV-A NOTICE OF INTENT TO SUSPEND

The Agency may issue a Notlce of Intent to Suspend products subject to this Notlce due to
failure by a registrant to comply with the requirements of this Data Call-In Notice, pursuant to
FIFRA section 3(c)(2)(B). Events which may be the basis for i issuance of a Notlce of Intent to
Suspend include, but are not limited to, the followmg :
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1. . Failure to respond as requrred by this Notice w1thm 90 days of your recelpt of tlus

Notice.
2. Failure to submit on the required schedule an acceptable proposed or final protocol
when such is required to be submitted to the Agency for review. ;
3. Fallure to submit on the requlred schedule an adequate progress report ona study
as requlred by this Notice. - ,
4. * Failure to submit on the requlred schedule acceptable data as requlred by thls
Notice. .
5. Failure to take a required action or submit adequate mformatlon 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).

6. Failure to submit supportable certifications as to the conditiorfs of submitted =
studies, as required by Section III-C of this Notice. :

7. Withdrawal of an offer to share in the cost of developlng requrred data.

8. 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 registrant on whom you rely for a generic data exemptlon either to: '

a. mform EPA of intent to develop and submlt the data requlred by thlS Notlce
: on a Data Call-In Response Form and a Requrrements Status and 7

Registrant's Response Form; v

b. fulfill the commitment to develop and submrt the data as requlred by tlus
Notice; or

c. otherwise take approprlate steps to meet the requn'ements stated in this

Notice, unless you commit to submit and do submlt the requn'ed datainthe
‘ specrﬁed time frame ' ' ; : '

9. Fallure to take any requrred or appropriate steps, not mentroned above at any time
following the issuance of this Notice.

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

84




The Agency may determme that a study (even 1f submltted wrthrn the requlred tlme) is
unacceptable and constitutes a basis for issuance of a Notice of Intént to Suspend. The grounds
for suspens1on mclude, but are not lnmted to, failure to meet any of the followmg

. 1. EPA requlrements specrﬁed in the Data Call-In Notice or other documents mcorporated
‘ 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 ammals '
- sex and distribution of animals, dose and effect levels to be tested or attamed duration of .
test; and as apphcable Good Laboratory Practlces '

2. EPA requlrements regardmg the subrmssron of. protocols mcludlng the mcorporatron
of any changes required by the Agency following revrew

. 3 'EPA requlrements regardmg the reportmg of. data mcludmg the manner of reportmg,
the completeness of results, and the adequacy ‘of any required supportmg (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
prelumnary report will not be consrdered to fulfill the submrssron requlrement

IV -C EXISTING STOCKS OF SUSPENDED OR CANCELLED PRODUCTS

. EPA has statutory authonty to permit continued sale, distribution and use of exrstmg '
_stocks of a pesticide product which has been suspended or cancelled if domg S0 would be
consistent with the purposes of the Act :

The Agency has determmed that such dlsposmon by reglstrants of exrstmg stocks for a |
: suspended registration when a section 3(c)(2)(B) data request is outstanding would generally not '

" . be consistent with the Act's purposes. . Accordingly, the Agency anticipates grantlng registrants

~ permission to sell, distribute, or use existing stocks of suspended product(s) only in exceptional _
circumstances. If you believe such disposition of existing stocks of your product(s) which may be |
suspernided for failure to comply with this Notice should be. perm1tted you have the burden of '

clearly demonstrating to EPA that granting such | pernussron would be consistent with the Act. You

- must also explam ‘why an "existing stocks" provision is necessary, including a statemient 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
contmued sale, dlstnbutlon or use of your existing stocks after suspensron

If you request a voluntary cancellatlon of your product(s) asa response to this- Not1ce and -

your product is in full comphance with all, Agency requirements, you will have, under most
circumstances, one year from the date your 90 day response to this Notlce is due, to sell,
 distribute, or use existing stocks. Normally, the Agency will allow 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 Wthh the ‘Agency has partlcular
lnsk concerns will be determmed on case—by-case basis. '




Requests for voluntary cancellation received after the 90 day response period required by
this Notice will not result in the Agency granting any additional time to sell, distribute, or use
existing stocks beyond a year from the date the 90 day response was due unless you démonstrate
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 study is 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. ' : e ] S :

SECTION V. REGISTRANTS' OBLI_GATION TO REPORT POSSIBLE
UNREASONABLE ADVERSE EFFECTS o ) ‘

/

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 environment. This requirement continues as long as
the products are registered by the Agency. - - -

SECTION VI. INQUIRIES AND RESPONSES TO THIS NOTICE

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

The Office of Compliance Mohitoring (OCM) of the Office of Pesticides and Toxic o
Substances (OPTS), EPA, will be monitoring the data being generated in response to this Notice.

v Sincerely yours,
oo Mpss
" Lois Rossi, Division Director

Special Review and
Reregistration Division
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- Attachments

BN
1

awn
]

Data Call-In Chemical Status Sheet

- Product-Specific Data Call-In Response Form

Requirements Status and Registrant's Response Form -,

- EPA Batching of End-Use Products for Meetmg Acute Tox1cology Data o

Requirements ‘for Reregistration

List of Registrants Receiving This Notice

" Cost Share and Data Compensatlon Fonns and Conﬁdentlal Statement of Formula
‘ form ‘ ) .
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BRONOPOL DATA CALL-IN CHEMICAL STATUS SHEET |
INTRODUCTION '

You have been sent this Product Specific Data Call-In Notice because you have product(s) |
containing bronopol. ' S = : S

This Product Specific Data Call-In Chemical Status Sheet, contains an overview of data
required by this notice, and point of contact for inquiries pertaining to the reregistration of bronopol.
.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) the EPA Acceptance Criteria (Attachment 5), (6)
a list of registrants receiving this DCI (Attachment 6) and (7) the Cost Share and Data Compensation
Forms in replying to this bronopol Product Specific Data Call-In (Attachment 7). Instructions and
guidance accompany each form. - o -

DATA REQUIRED BY THIS NOTICE

The additional data requirements needed to complete the database for bronopol are contained
in the Requirements Status and Registrant's Response, Attachment 3. The Agency has concluded -
that additional data on bronopol are needed for specific products. These data are required to be
submitted to the Agency within the time frame listed. These data are needed to fiilly complete the
reregistration of all eligible bronopol products. ' - '

INQUIRIES AND RESPONSES TO THIS NQTICE v_

If you have any questions regarding the generié "database" of bfonopol, please contact Ron -
Kendall at (703) 308-8068. If you have any questions regarding the product specific data
requirements and procedures established by this Notice, please contact Frank Rubis at (703) 308-
3184, . A

All responses to tilis Notice for the Product Specific data requirements should be submitted

to: ‘ S ‘ : L .

Frank Rubis L

Chemical Review Manager Team 81

_ Product Reregistration Branch . L

Special Review and Reregistration Branch 7508W

. Office of Pesticide Programs S

U.S. Environmental Protection Agency ‘
Washington, D.C. 20460 - .

RE: bronopol
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INSTRUCTIONS FOR COMPLETING THE DATA CALL-IN RESPONSE FORM FOR
: PRODUCT SPECIFIC DATA ‘

Item 1?4.' Already completed by EPA

Item5. = Ifyou w1sh to voluntarlly cancel your product answer yes " If you choose thlS
: . * option, you will not have to provide the data required by the Data Call-In Notice and
~you will not have to complete any other forms. Further sale and distribution of your
- product after the effective date of cancellation must be in aocordance with the Ex1stmg

"Stocks provrsron of the Data Call-In Notlce (Sectlon IV-C)

Item 6. Not apphcable since this form calls in product spec1ﬁc data only However 1f your e
- ~ product is identical to another product and you qualify for a data exemption, you
- must respond with "yes" to Item 7a (MUP) or 7B (EUP) on this form, provide the
'EPA registration numbers of your source(s); you would not complete the = -
- "Requirements Status and Registrant's Response” form. Examples of such products -
- include repackaged products and Special Local Needs (Sectlon 24c) products wh1ch o
- are identical to federally reglstered products ' ‘

' Ttem Ta. B For. each manufacturmg use product (MUP) for which you w1sh to mamtam
- ' reglstratlon, you must agree to satlsfy the data reqmrements by responding "yes "

~ Item 7b. For each end use product (EUP) for whlch you wish to mamtam reglstratlon you
'  must agree to satlsfy the data requxrements by responding "yes." If you are
requesting a data waiver, answer ' " here; in addition, on the "Requirements
Status and Registrant's Response"” form under Item 9, you must respond with Option
.. 7 (Waiver Request) for each study for which you are requestmg a waiver. See Item :
,6 with regard to 1dent1ca1 products and data exemptlons

- Ttems 8-11. Self-explanatory

NOTE: You may provide addltlonal mformatlon that does not fit on thls form ina 81gned'
" letter that accompanies this form. For example, you may wish to report that your
product has already been transferred to another company or that you have already -
~ voluntarily canceled this product. For these cases, please supply all relevant details
SO that EPA can ensure that its records are correct.

\'







INSTRUCTIONS FOR COMPLETING THE REQUIRENIENTS STATUS AND
REGISTRANT'S RESPONSE FORM FOR PRODUCT SPECIFIC DATA

Ttem 1-3 Completed by EPA. Note the umque 1dent1fier number assrgned by EPA in Item ,
- 3. This number must be used in the. transmittal document for any data
: submrssnons in response to this Data Call-In Notlce A

‘Item 4. The guideline reference numbers of studies requrred to support the product s
* continued registration are identified. These guidelines, in addltron to the requirements
~ specified in the Notice, govern the conduct of the required studies. Note that series -
61 and. 62 -in product chenustry are now hsted under 40 CFR 158.155 through o
158.180, Subpart C. - , . : - .

— Item 5. o The study title assoclated wrth the gurdehne reference number is 1dent1ﬁed
Item 6. | J . The use pattern(s) of the pestlcrde assocrated with the product specrﬁc requrrements
. is (are) identified. For most product specific data requirements, all use patterns are
. covered by the data requirements. In the case of efficacy data, the required studies -
_only pertain to products which have the use sites and/or pests indicated. -

- Item7. The substance to be. tested is identified by EPA. For product specrﬁc data, the

“product. as formulated for sale and dlstnbutlon is the test substance, except in rare L
cases. - L : 7
Item 8. The due date for subrmssron of each study is 1dent1fied It is normally based on 8 .

‘months after i issuance of the Rereglstratlon Ehglblhty Document unless EPA* ‘
determmes that a longer time penod is necessary , :

Item 9. _ Enter onl y one of the following response codes for each data requrrement to showi :
SRR how you intend to comply with the data reqmrements listed in this table. Fuller :
‘ descnptlons of each optron are contamed in the Data. Call-In Notrce

-1 I w111 generate and submit data by the speclﬁed due date (Developmg Data) 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.. By the specified due date; I will also submit: (1) a completed -
"Certification With Respect To Data Compensation Reqmrements" form (EPA -
Form 8570-29) and (2) two completed and signed copres of the Confidentlal -
.Statement of Formula (EPA Form 8570-4) :

2. I have entered into an agreement with one or more regrstrants to develop data jointly

' (Cost Sharlng) Iam submitting a copy of this agreement. I understand that this
option is available only for acute toxicity or certain efficacy data and only if EPA
indicates in-an attachment to this Notice that my product is similar enough to another
product to quahfy for this optlon I certify that another party in the agreement is

: o1




committing to submit or provide the required data; if the required study is not
submitted on time, my product may be subject to suspension. By the specified due
date, I will also submit: (1) a completed "Certification With Respect To Data
Compensation Requirements" form (EPA Form 8570-29) and (2) two completed
and signed copies of the Confidential Statement of Formula (EPA Form 8570-4).

I have made offers to share in the cost to develop data (Offers to Cost Share). I
understand that this option is available only for acute toxicity or certain efficacy data
and only if EPA indicates in an attachment to this Data Call-In Notice that my product
is similar enough to another product to qualify for this option.” I am submitting
evidence that I have made an offer to another registrant (who has an obligation to
submit data) to share in the cost of that data. I am also submitting a completed
nCertification of Offer to Cost Share in the Development Data" form. I am
including a copy of my offer and proof of the other registrant's receipt of that offer.
1 am identifying the party which is committing to submit or.provide the required data;
if the required study is not submitted on time, my product may be subject to
_suspension. Iunderstand that other terms under Option 3 in the Data Call-In Notice
(Section IMI-C.1.) apply as well. By the specified due date, I will also submit: (1) a
completed "Certification With Respect To Data Compensation Requirements"
form (EPA Form 8570-29) and (2) two completed and signed copies of the
Confidential Statement of Formula (EPA Form 8570-4). '

By the specified due date, I will submit an existing study that has not been submitted
previously to the Agency by anyone (Submitting an Existing Study). 1 certify that
this study will meet all the requirements for submittal of existing data outlined in
Option 4 in thé Data Call-In Notice (Section I-C.1.) and will meet the attached
acceptance criteria (for acute toxicity and product chemistry data). I will attach the
needed supporting information along with this response. [ also certify that I have
determined that this study will fill the data requirement for which I have indicated this
choice. By the specified due date, I will also submit a completed "Certification With
Respect To Data Compensation Requirements" form (EPA Form 8570-29) to .
show what data compensation option I have chosen. By the specified due date, I will
also submit: (1) a completed "Certification With Respect To Data Compensation -
Requirements" form (EPA Form 8570-29) and (2) two completed and signed copies
of the Confidential Statement of Formula (EPA Form 8570-4). '

By the specified due date, I will subrﬁit or cite data to upgrade a sfudy’ classiﬁed by : :

the Agency as partially acceptable and upgradable (Upgrading a Study). I will . ‘

submit evidence of the Agency's review indicating that the study may be upgraded -
~ and what information is required to do so. - I will provide the MRID or Accession
number of the study at the due date. Iunderstand that the conditions for this option
“outlined Option 5 in the Data Call-In Notice (Section HI-C.1.) apply. By the .
specified due date, I will also submit: (1) a completed "Certification With Respect
To Data Compensation Requirements" form (EPA Form 8570-29) and (2) two

’
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completed and srgned coples of the Confidentlal Statement of Formula (EPA Form

.8570-4).

By the speclﬁed due date, I w1ll crte an emstmg study thait the Agency has classrﬁedf .
as acceptable or an existing study that has been submitted but not reviewed by the

- Agency (Citing an. Exrstmg Study). If I am citing another registrant's study, I

‘understand that this option is available only for acute toxicity or certain efficacy data

".. and only if the crted study was conducted on my product an identjcal product or a

* product which EPA has "grouped" with one or more other products for purposes of

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

 ‘data. In either case, 1 will provide the MRID or Accession number(s) for the cited

data on a "Product Specific Data Report" form or in a similar format. By the _‘
specified due date, I will also submit: (1) a.completed "Certlficatlon With Respect

" To Data Compensatlon Requirements" form (EPA Form 8570-29) and (2) two '

completed and srgned copies of the Conﬁdentlal Statement’ of Formula (EPA Form\

, 8570-4)

Items 10-13.

_ NOTE:

I request a waiver for this study because it is 1nappropr1ate for my product (Walver

Request). Iam attaching a complete justification for this request, including technical

_ reasons, data and references to relevant EPA regulations, guidelines or policies.

[Note: any supplemental data must be submitted in the format required by P.R. Notice
86-5]. I understand that this is my only opportunity to state the reasons or provide. -

. information in support of my request.” If the Agency approves my waiver request, I

will not be required to supply the data pursuant to Section 3(c)(2)(B) of FIFRA. If :

“the Agency denies my waiver request, I must choose a method of meeting the data =
‘requirements of this Notice by the due date stated by this Notice. In this case, I.must, .
~ within 30 days of my receipt of the Agency's written decision, submit a revised -
~ "Requirements Status and Registrant's Response” Form indicating the- -option chosen.
-1 also understand that the deadline for submission of data as specified by the original
data call-in notice will not change. By the specified due date, I will also submit: (1) =

a completed "Certification With Respect To Data Compensation Requlrements" :

form (EPA Form 8570-29) and (2) two -completed. and signed coples of the‘ o

Confidentlal Statement of Formula (EPA Form 8570-4) .
Self-explanatory |

You may prov1de addltlonal mformatlon that does not fit on this form ina 81gned .

letter that accompanies this form. For example you may wish to report that your

product has already béen transferred to another company or that you have already
voluntarily canceled this product For these cases, please supply all relevant details
SO that EPA can ensure that 1ts records are correct. '

£
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INSTRUCTIONS FOR COMPLETING THE "REQUIREMENTS STATUS AND
REGISTRANT'S RESPONSE" FORM FOR PRODUCT SPECIFIC DATA |

Item 1-3.

Item 4.

Item 5 .

Item 6.

Item 7.
Item 8.

Item 9. .

Completed by EPA. Note the unique identifier number assigned by EPA in item 3.
This number must be used in the transmittal document for any data submissmns in
response to this Data Call-In Notice.

The guidelines reference numbers of studies required to support the product's
continued registration are identified. These guidelines, in addition to the requirements ,
specified in the Notice, govern the conduct of the required studies. Note that series
61 and 62 in product- chemlstry are now. listed under 40 CFR 158 155 through
158.180, Subpartc . o

The study title associated"with the guidelinerreference number is identiﬁed

The use patters (s) of the pesticide assoc1ated with the product specific requirements ,
is (are) identified. For most product specific data requirements, all use patterns are
covered by the data requirements. In the case of efficacy data, the required studies.
only pertain to products which have the use sites and/ or.pests mdlcated

The substance to be tested is identified by EPA For product spec1ﬁc data the
product as formulated for sale and dlstnbution is the test substance except in rare’
cases. : ~

The due date for submission of each study is identiﬁed. It is nOrmally based on 8
months after issuance of the Reregistration Eligibility Documents unless EPA
determmes that a longer time penod is necessary

Enter Only one of the following response codes for each data requirement to show '

how you intend to comply with the data requirements listed in this table. Fuller '

descriptions of each option are contained in the Data Cail-In Notice.

1. I will generate and submit data by the specified due date (Developing Data).
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. , '

2. I have entered into an agreement with one or more reglstrants to develop data

Jomtly (Cost Sharing). I am submitting a copy of this agreement. I understand that
this option is available on for acute toxicity or, certain efficacy data and only if EPA
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 required study is not

- submitted on time, my product my be subject to suspensron

g
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3. * Thave made offers to share in the cost to develop data’ (Offers to Cos‘tA'Sh‘ag'e)‘. v
I understand that this option is available only for acute toxicity or certain efficacy data
and only if EPA indicates in an attachment to this Data Call-In Notice that my product

is similar enough to'another product to qualify for this option. I am submitting
. evidence that I have made an offer to another registrant (who has an obligation to
- submit data) to share in the cost of that data. I am also submitting a completed "

Certification of offer to Cost Share in the Development Data” form. I am including -

‘a copy of my offer and proof of the other registrant's receipt of that offer. T am
- identifying the party which is committing to submit or provide the require data; if the

required study is not submitted on time, my product may be subject to suspension. -

- Tunderstand that other terms under Option 3 in theData Call-In Notice (Section III-
“C.l.),applyaswell. » S R i

4. By the specifiéd due date, I will submit an éxistin_‘g study that h'as”no't‘:_be'eh

| .submitted previously to the Agency by anyone (submitting an Existing Study). 1 - .
certify that this study will meet all the requirements for submittal of existing data
- outlined in option 4 in the Data Call-In Notice (Section ITI-C.1.) and will meet the

attached acceptance: criteria (for acute toxicity and product chemistry data). I will

' attach the needed supporting information along with this response. I also certify that
- I have determined that this study will fill the data requirement for which I have
~ indicated this choice. S L

5. vl lBy the“ speciﬁe’dj due date; I will 'subfnit or -cite data t‘oA upgrédé a study
classified by the Agency as partially acceptable and upgrade (upgrading a study). 1 - -

~will submit evidence of the Agency's review indicating that the study may be -

upgraded and what information is required to do so. I will provide the MRID or -

. " Accession number of the study at the due date. I understand that the conditions for

this Option outlined Option 5 in the Data Call-In Notice (Section III-C.1.) apply. -

6. "By the specified due date, I will cite an existing study that the Agency has
. classified as acceptable or an existing'study that has been submitted but not reviewed

by the Agency (Citing an Existing Study). IfI am citing another registrant's study,

T 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 EPA has "grouped” with one or more other products for purposes of

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

data. In either case, I will provide the MRID or Accession number (s) number (s) for -

the cited data on a "Product Specific Data Report" form or in a similar format. IfI

- cite another registratrant's data, I will submit a completed "Certification With Respect .

To Data Compensation Requirements" form. "

7. I request a waiver for this study because it is inappropriate for my product’
(Waiver Request). I am attaching a complete justification for this request, including

, technical reasons, data and references to relevant EPA regulations, guidelines or

policies. [Note: any supplemental data must be submitted in the format required by

~ P.R. Notice 8675]. 1 understand that this is my only opportunity to state the reasons

95




or prov1de information in support of my request If the Agency approves my waiver
request, I will not be require to supply the data pursuant to Section 3(c) (2) (B) of

FIFRA. If the Agency denies my waiver request, I must choose a method of meeting -

the data requirements of this Notice by the due date stated by this Notice. In this - '

case, I must, within 30 days of my receipt of the Agency's written decision, submit .

. a revised "Requirements Status chosen. I also understand that the deadline for
submission of data as specified by the ongmal data cal-m notice w1ll not change

Items 10-13. Self-explanatory

NOTE:You may prov1de additional information that does not ﬁt on this form in a s1gned letter
that accompanies this form. For example, you may wish to report that your product has already been -

transferred to another company or that you have already voluntarily 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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" EPA'S BATCHING OF 2-BROMO-2-NITROPROPANE-1,3-DIOL PRODUCTS FOR

MEETING REREGISTRATION ACUTE TOXICITY DATA REQUIREMENTS

In an effort to reduce the trme resources and number of animals needed to fulﬁll the
‘acute toxicity data. requirements for reregistration of products containing 2-Bromo-2- :
- nitropropane-1,3-diol as the active ingredient, the Agency has batched products which can be
~ considered similar for purposes of acute toxicity. Factors considered in the sorting process

~ include each product's active and inert ingredients (identity, percent composition and biological
activity), type of formulation (e.g., emulsifiable concentrate, aerosol, wettable powder, granular,
etc.), and labehng (e.g., signal word, use classification, precautionary labelmg, etc.). Note that
the Agency is not describing batched products as " substantrally similar” since some products.
within a batch may not be considered chemically similar or have identical use patterns. .

‘Using available information, batching has been accomplished by the process described in -
the precedmg paragraph. Notwith-standing the batching process, the Agency reserves the right to o
requlre at any time, acute toxicity data for an individual product should the need arise.

- Registrants of products within a batch may choose to cooperatlvely generate, submit or <
cite a single battery of six acute toxicological studies to represent all the products within. that

~ batch. It is the registrant's option to participate in the process with all other registrants, only
. some of the other registrants, or only theit own products within a batch, or to generate all the
required acute toxicological studies for each of their own products. If a registrant chooses to
generate the data for a batch, he/she must use one of the products within the batch as the test
" material. If a registrant chooses to rely upon previously submitted acute toxicity data, he/she -

may do so provided that the data base is complete and valid by today s standards (see acceptance .
criteria attached), the formulation tested is considered by EPA to be similar for acute toxicity,

. and the 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 statement of formula (CSF) exists for a product, the registrant must mdlcate the
- formulation- actually tested by identifying the corresponding CSF. ‘ N
-  In dec1d1ng how to meet the product specific data requirements, regrstrants 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 submitted 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, "Requrrements Status-and -
: Reglstrant 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. Ifa reglstrant supplies -
~ the data to support a batch of products, he/she must select one of the following options:

. Developing Data (Option 1), Submitting an Existing Study (Optlon 4), Upgrading an Exrstmg - .
~~ Study (Option 5) or Citing an Existing Study (Option 6). If a registrant depends on another's .. S
data, he/she must choose among: Cost Sharing (Option 2), Offers to Cost Share (Option 3) or o
- Citing an Existing Study (Option 6). If a regrstrant does not want to participate in a batch, the
choices are Optlons 1, 4, 5 or 6. However a reglstrant should know that choosmg notto .

i
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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. , : o
Twenty-one products were found which contain 2-Bromo-2-nitropropane-1,3-diol as an
active ingredient. The products have been placed into five batches and a "no batch” groupin .
accordance with the active and inert ingredients, type of formulation and current labeling. Table
1 identifies the products in each batch. Table 2 lists the products which have been placed in the .

"no batch" category.

Table 1} -
‘Batch EPARe
1 ' 33753-17 7 . 10.0 o - Lig:
 48301-35 | - " 100 - | Lig
2 33753-6 182 - | Liq
48301-29 | 182 © _Lig
3 337537 408 ' g
4830128 . | - 408 Lig
4 3876-148 g .95 3 Lig
- Dodecylguanidine Hydro-chloride o
S 47 |
45017-40 = 95 | Lig
Dodecylguanidine Hydro-chloride |- e
k | 4T |
5 ~ 5009-50 | 950 _ Solid
337531 | 99.0 | solid
337533 | 950 - Solid _
a37535 | es0 | solid
3375311 | oete. ~ Solid
48301-18 | 90 .| Solid
48301-27 .95 - " Solid |
48301-36 | 970 | . Sold
67212-1 95.0 | solid
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The followmg table hsts products that were either con31dered not to be sumlar or the
_ Agency lacked sufficient information for decision making and were not placed i in any batch. The

# ' registrants of these producs are respons1ble for meetlng the acute tox101ty data requlrements ‘
separately ) : . »

.

Table 2 (No Batch

3876}-147v : : 2-Bromo-2-mtropropane - o Ligq )
B - - 1,3diol53 . D L '
o : . alkyl d1methy1benzy1 ammonium chlonode ‘
} V g B n 10 0 ' g v .
- 33,752‘_13, " " 2-Bromo-2-mtropropane - 1. Solid
: - | ~« -1,3-diol 55.0 S ‘
33753-18 o B 2-Bromo-2-nitropropane - - N S Solid
L S '1,3-diol 81.2 : '
4830125 | 27Brdmo-2-nitfopropahe - 1 - Solid
- . - 1,3-diol38.0 : '
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- Instructlons for Completlng the Conﬁdentlal Statement of Formula

‘ The Conﬁdentlal Statement of Formula (CSF) Form 8570-4 must be used Two legrble, srgned
: copres of the form are requrred Followmg are bas1c mstructrons :

. 'a All the blocks on the form must, be ﬂlled in and answered completely
b, If any block is not apphcable, mark it N/A

- ¢. - The CSF must be signed, dated and the telephone number of the responsrble party ‘

must be provrded

d All apphcable mformatron which is on the product specrﬁc data submrssron must
also be reported on the CSF .

e ,‘ All Werghts reported under 1tem 7 must be in pounds per gallon for hqurds and

pounds per cubic feet for solids.

, -

£ Flashpoint must be in degrees Fahrenhert and flame extension in mches

" g. . Forall actlve 1ngred1ents the EPA Reglstratlon Numbers for the currently
' regrstered source products must be reported under column 12.

~ h. 'I‘he Chemical Abstracts Service (CAS) Numbers for all actives. and merts and all
' common names for the trade names must be reported '

. B For the actlve mgredrents the 1 percent punty of the source products must be v
. reported under column 10 and must be exactly the same as on the source product s
.. label. - : :
§. Allthe weights in columns 13.2. and 13.b. must be'in pounds kilograms,: or

- grams. In no case will volumes be accepted Do not mix Enghsh and metric
system units (i.e., pounds and kllograms) , ‘

k. All the items under column 13 b must total 100 percent

1. All items under columns. 14 a. and 14 b for the active mgredlents must represent
. pure active form. ‘

m.. ‘The upper and lower certrﬁed limits for ail actrve and mert mgredlents must follow' -
~ ' the 40 CFR 158.175 instructions. An explanation must be prov1ded if the proposed ‘
+ limits are d1fferent than standard certlﬁed hmlts

'n.- . When new CSFs are submrtted and approved all prevrously submrtted CSFs
: become obsolete for that speclﬁc formulation.

<
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- United States Envlronmemal Protection Agency

Form Approved oo

‘Washington, DC 20460 ) . -
EPA CERTIFICATION OF OFFER TO COST  |OMB No. 2079-0138
SHARE IN THE DEVELOPMENT OF DATA :

Approval Explres. 3-31-96 .

Public reporting burden for this collection of information is estimated to average 15 minutes per response, includung
time for reviewing instructions, searching existing data sources, gathenng 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 Agercy, 401 M St.,, S.W., Washington, DC 20460; and to the- Oﬁxce
of Management and Budget, Papemork Reducuon Project (2070-0106). Washmgton, DC 20503

Please fill in blanks below.

-C‘?mlmlyN:me T : o - | Compuny Number

Product Name = T e - I - | EPA Reg.No.. . -

| Certify that:.

My company is wnllmg to develop and submit the data requlred by EPA under the authorlty of the Federal :
Insecticide, Fungicide and Rodenticide Act (FIFRA), if necessary. ' However, my company would prefer to.
enter into an agreemem with one or more registrants to develop puntly or share in the cost of devalopmg
data. _

' My ﬁrm has offered in wnnng to enter mto such an agreement That offer was irrevocable and mcluded an
offer to be bound by arbitration decision under section 3(c)(2)(B)(iii) of FIFRA if final agreement on all
terms could not be reached othemise This offer was made to tha followmg firm(s) on the followmg
date(s): . : ,

Name of Firm(s) L R T Dllo-'ofOﬂcr

-

. g '.

| cemfy thatlam duly authonzed to repmsent the company named above. and that the statements that | have made on .
 this form and all attachments therein are true, accurate, and complete. 1.acknowledge that any knowingly false or
‘ musleadlng statement may be punishable by fine or lnpdsonmnt or both under appllcable law. -

Signature of Complny‘l Authorized Roprunnntlvo - : E Dlu

Name and Title (Plesse Type or Print)

EPA Form857032 (5/91)  Repluces EPA Forin 8580, whichis obsolete -~ -







United States Envlronmental Proteotion Agency S '> L Form Approved‘ ' N
. o Washlngton, DC 20460 Co = Yoo -OMB'No. 2070-0107 ‘
o r . .. - geosm, | 2070-0057 =
S & " Approval Expires
g MW T | 33106
CERTIFICATICH: WITH RESPECT TO 3 > -
‘ DATA COMPENS A TION REQUIREMENTS . %L mmgd@ ,'

blic reporting burden for this collection of mformatlon is estlmated to average 15-miinutes per response mcludmg tlme for ‘
ewing instructions, searching exrstmg data sources, gathering and maintaining the data needed, and completing and reviewing the ||
ection of information. Send comments regarding the burden estimate or any other aspect of this collection of information, °
uding suggestions for reducing this burden to, Chief Information Policy Branch, PM-233, U.S. Environmental Protectiof
bncy, 401 M St., S.W., Washington, DC 20460; and to the Office of Management and Budget Paperwork Reduction Project
0-0106), Washmgton, DC 20503 ' : . (

ase.-flll in blanks below.

pany Name o . S ’ ._ : "+~ | Company Number

uct Name : ‘ B , ' ‘ . EPAReg. No. -

rtify that:

;-

For each study cited in support of registration or rereglstratnon under the Federal tnsectlolde, Funglclde and Rodentlclde Act
"RA) that is an exclusive use study, | am the onginal data submltter, orl have obtained the written permission of the orrgmal
submrtter to cite that study. - . . i _ o T -

That for each study cited in support of reglstratron or rereglstratlon under FIFRA that is NOT an exc!usrve use study, | am the
inal data submitter, or | have obtained the written permission of the original data submitter, or | have notified in writing the -
pany(ies) that submitted data | have cited and have offered to: (a) Pay compensation.for those data in accordance with sections
(1)(F) and 3(c)(2)(D) of FIFRA; and (b) Commence negotiation to determine which data are subject to the compensation
irement of FIFRA and the amount of compensation due, if any. The compames 1 have notlﬁed are (check one)

The companles who have submitted the studies listed on the back of thns form or attached sheets, or indlcated on the attached
qunrements Status and Regrstrants Response Form

That I'have previously complled with section 3(c)(1)(F) of FIFRA for the studies l have crted in support of reglstratlon or
glstratlon under FIFRA. )

ature = : - : o R C L Date . ||

s i
’

. B . B e . s . » ’ D o ', - . .
e and Titls (Please Type or Print) - : = . ‘ o o “

ERAL OFFER TO PAY: I hereby offer and agree 1o pay compensation to other persons with regard to the reglstratlon or || -
glstratlon of my products to the extent requured by FIFRA section 3(c)(1)(F) and 3(c)(2)(D) : :

ro

awre , o B T o | pate “ :

e and Title (Please Type or Print) - -

rm 8570-31 (4-96) -
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The followmg isa hst of avaﬂable documents related to bronopol It s purpose is to
prov1de a path to more detailed information if it is needed. These accompanymg documents
. are part of the Administrative Record for bronopol and are mcluded in the EPA's Office of

Pestlcxde Programs Pubhc Docket. . v i

1.
2.

" Health and Envn'onmental Effects Sc1ence Chapters -
' Detalled Label Usage Informatlon System (LUIS) Report
*bronopol RED Fact Sheet

) PR Notlce 86-5 (1ncluded in th1s appendlx)

PR Notlce 91-2 (mcluded in tlus appendlx) pertams to the: Label Ingredlent
Statement ’
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