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% WASHINGTON, D.C. 20460
notE
MAR 30 1993
OFFICE OF
PESTICIDES AND TOXIC
SURSTANCES
TIFIED

Dear Registrant:

Enclomsed is a Reregistration RBligibi en

the pesticide active ingredients hydroxytetracycline
monohydrochloride and oxytetracycline calcium. Oxytetracycline per
2e is not included in the reregistration decision because there are
ne registered products containing oxytetracycline. However, much
©f the data supporting the reregistration was generated using
oxytetracycline and tolerances are alsoc expressed in terms of
oxytetracycline. The three compounds are similar enough that data
generated on oxytetracycline can be used to make regulatory
decisions on the other two derivatives. The RED is the Agency's
evaluation of hydroxytetracycline monohydrochloride and
oxytetracycline calcium data bases, its conclusions regarding human
and environmental risks associated with the current product uses,
and its decisions and conditions under which uses and products will
be eligible for reregistration. Also enclosed is the EPA RED Facts
and the Pesticide Reregistration Handbook which provides
instructions to registrants on how to respend to any labeling and
data requirements specified in the RED and how to reregister
products,

The RED identifies outstanding product specific data
requirements for end-use products and manufacturing-uase products.
These requirements are listed on the

’ + wWhich along with the Data Call-In

listing all of your company’s products subject to the

RED is included as an Attachment. Instructions for completing both
forma are contained in the RED package. All product specific data

must be submitted and found acceptable by the Agency before a
product can be reregistered. '
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The Agency has determined that the generic data base

supporting the reregistration of hydroxytetracycline
monohyerChloride and oxytetracycline calcium products is
substantially complete. However, scme product chemistry

information will be necessary in order to fulfill the generic data
base,

The RED identifies any specific labeling requirements such as
restricted use classification, groundwater hazard statements,
endangered species precautions, etc., necessary for reregistration
baged on a review of the generic data for the active ingredient.
In addition, in order to be reregistered, all product labeling must
be in compliance with format and content labeling as described in
40 CFR §156.10 and all labeling changes imposed by Pesticide
Regulation (PR) Notices, and any label changes imposed by this RED,

The Pesticide Reregistration Handbook contains detailed
instructions for compliance with the RED and must be followed

carefully. There are several key points to remember in pPreparing
your regponse to the RED:

Within 90 Days of Your Regeipt of this Letter

1. For each product which is subject to this RED, you muat
complete, asign and submit the data call-in (DCI) response
forms attached to the RED [Appendix G, Attachments B and C,
has forms for product specific data]. Follow the instructions
in Attachments B and C for completing those forms and submit
the forms to the appropriate address specified in the Data
Call-In. The DCI forms for product specific data are to be
sent to the Registration Division (use the mailing
distribution code RED-RD-PM21 for your product specific
reaponse) .

2. No time extensions will be granted for submitting the 90-day
responses. If the Agency does not receive a response for a
product, it may issue a Notice of Intent to Suspend (NOIS) for
that product.

3. Any requests for data waivers or time extensions to the 8-
month deadline must be subaitted as part of your 90-day
response. Such requests will generally not be considered if
submitted later than the 90-day response.

Lepin b of the Date of thi
1. For each product, you must submit a completed Application for

Reregistration (EPA Form B570-1), five copies of the label and
labeling revised as specified by the RED and in accordance






with current regquirements, two completed copies of the
Confidential Statement of Formula (CSF) (EPA Form 857¢-4), a
completed Certification with Reapect to Citation of Data (EPA
Form 8570-29), and data or references to data (see item 2
below) .

2. You must submit or cite the required product specific data as
part of your commitment for reregistration. For most
products, you will probably be citing data which have already
been submitted to the Agency. In these cases, you must submit
a list of the studies and the corresponding EPA identifier

numbers (i.e.,, ACCESSION or MRID numbers). Before citing
these studies, you must make sure that they meet the Agency’s
current acceptance criteria (Appendix G, Attachment E). Be

sure to follow data formatting requirements in P.R. Notice
86-5. Failure to adequately comply with the data requirements
specified in this RED may result in the issuance of a Notice
of Intent to Suspend for your product,

3. The labeling and CSF which you submit for each product must
comply with P.R. Notice 91-2 (Appendix D). That Notice
requires that the amount ¢of active ingredient declared in the
ingredient statement must be stated as the pominal
concentration rather than the lower certified limit. You have
two options for submitting a CSF: (1) accept the atandard
certified limits (see 40 CFR §158.175) or (2) provide
certified limita 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(e).

4. Send your Application for Reregistration to the Registration
Division Product Manager 21 (PM 21). Use the corract address
shown on page 6 of the enclosed Product Reregistration
Handbook (Appendix E). Note that the mailing distribution
code for your reaponse is RED-RD-PMZ21.

Questions on product specific data requirements and labeling
(for both End-use and Manufacturing-use products) should be
directed to the Registration Division Product Manager 21 Team
member for hydroxytetracycline monohydrochloride and calcium
oxytetracycline, Benjamin C. Chambliss at (703) 305 - 6900.

Any queations in regard to this RED should be addressed to
Mario F. PFiol, Chemical Review Manager, Reregistration Branch,

Special Review and Reregistration Division at {703) 308 - 8049.

The Agency is prepared to meet with any registrants who have
questions about responding to the hydroxytetracycline
monohydrochloride and calcium oxytetracycline RED. If you wish to






meet with the Agency, you must contact Mr. Chambliss within two
waeka of your receipt of the RED. The Agency is willing to hold
one combined meeting with interested registrants. If there are any

requests for such a meeting, the Agency will notify all registrants
who requested a meeting of the date, location and time. Requests

for a meeting will not extend the %0-day or 8-month response
deadlines.

Sincerely yours,

plte Guske,

Daniel M. Barolo, Director
Special Review and
Reregistration Division

Enclosures



Regulatory
History

Human Health
Assessment

Oxytetracycline calcium is formulated as a wettable powder and is
applied as a foliar application using ground or aircraft equipment.
Hydroxytetracycline monohydrochloride is formulated as a soluble
concentrate/solid and is applied either by tree injection or as an additive to
paints.

Oxytetracycline has been available in the United States as a drug for
therapeutic use in humans since 1950. It also is used in veterinary
medicine to prevent infections in fowl, cattle and swine.

Oxytetracycline first was registered as a pesticide in 1974. EPA
issued a Registration Standard for oxytetracycline, hydroxytetracycline
monohydrochloride and oxytetracycline calcium in December 1988 (NTIS
PB89-138556). The Agency assessed the data submitted in response to the
Registration Standard in developing this RED,

At present, five end-use products are registered containing
hydroxytetracycline monohydrochloride or oxytetracycline calcium as
active ingredients. There are no active registrations for products
containing oxytetracycline, the third active ingredient covered in the 1988
Registration Standard. For this reason, the RED does not apply to
oxytetracycline per se, but only to the two derivatives.

Toxicity

EPA has waived all toxicological data requirements for
hydroxytetracycline monohydrochloride and oxytetracycline calcium. The
toxicity of all three oxytetracyclines is expected 0 be similar, and data
generated on one compound can be used to assess exposure/risks of the
other two. Sufficient information is available on their effects in humans,
supplemented by the laboratory animal studies summarized below.

Hydroxytetracycline monohydrochloride and oxytetracycline calcium
are of low acute toxicity through the oral route of exposure, and have been
placed in Toxicity Category IV indicating the lowest degree of toxicity for
this effect. Subchronic feeding studies in rats showed no adverse effects.
In two-year chronic toxicity studies in rats and dogs, the No Observed
Effect Level was the highest dose tested,

Carcinogenicity studies show some equivocal evidence of cancer in
male and female rats administered extremely high doses. However, EPA
has classified oxytetracycline as a "Group D” carcinogen--one that is "not
classifiable as to human carcinogenicity.”

One developmental toxicity study in rats showed a high incidence of
maternal deaths and fetotoxicity; however, excessive dose levels were
used. No adverse effects were demonstrated in another similar study.



<EPA

Pesticide
Reregistration

Use Profile

United States Office of Prevention, Pestici A-T38-F-
Environmantal Protection And Toxic Sub.'s'(ance_:‘e sticides Eﬂpaﬂ;’ha‘l 9F933-001
Agancy (H-7508W}

R.E.D. FACTS

Hydroxytetracycline
Monohydrochloride
and Oxytetracycline
Calcium

All pesticides sold or used in the United 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 reregistered to ensure that they meet
today’s more stringent standards.

In evaluating pesticides for reregistration, EPA obtains and reviews a
complete set of studies from pesticide producers, describing the human
health and environmental effects of each pesticide. The Agency imposes
any regulatory controls that are needed to effectively manage each
pesticide’s risks. EPA then reregisters pesticides that can be used without
posing undue hazards to human health or the environment.

When a pesticide is eligible for reregistration, EPA announces this
and explains why in a Reregistration Eligibility Document, or RED. This
fact sheet summarizes the information in the RED for hydroxytetracycline
monohydrochloride and oxytetracycline calcium.

Oxytetracyciine is an antibiotic drug produced by a micro-organism.
Two related compounds, hydroxytetracycline monohydrochloride and
oxytetracycline calcium, are registered as pesticides, for use in preventing
the growth of or killing bacteria, fungi and mycoplasma-like organisms.
These pesticides are used primarily 10 control fire blight of pears, pear
decline, bacterial spot on peaches and nectarines, lethal yellowing of
coconut palm, and lethal decline of pritchardia palm; and as an antifoulant
added to marine paints to prevent the growth of barnacles.



Environmental
Assessment

Additional Data
Required

Product Labeling
Changes Required

Tesponses in oxytetracycline-sensitive people, as well as the potential
development of resistance to oxytetracycline,

Environmental Fate
EPA has waived ail environmental fate data requirements for

hydroxytetracycline monohydrochioride and Oxytetracycline calcium
because of their limited pesticidal use patterns and the availability of

Ecological Effects

Acute toxicity studies in the published literature indicate that
oxytetracycline is practically non-toxic to birds, fish, aquatic invertebrates
and non-target insects such as honey bees.
Ecological Effects Risk Assessment

Due to their low toxicity and the low estimated environmental

hydroxytetracycline monohydrochloride and Oxytetracycline calcium pose
undue risks to avian or aquatic organisms or honey bees,

EPA is requiring product-specific acute toxicity and product
chemistry studies for reregistration of these pesticides.

The labels of all registered pesticide products containing
hydroxytetracycline monohydrochloride and oxytetracycline calcium must
comply with EPA’s current pesticide labeling requirements. The Agency



In humans administered oxytetracycline to treat infectious diseases
caused by various microorganisms, a variety of adverse effects have been
reported including toxic and irritative effects, hypersensitivity and other
biological effects.

Dietary Exposure _

Tolerances or maximum residue limits are established for residues of
oxytetracycline in or on pears at 0.35 ppm and peaches (including
nectarines) at 0.1 ppm. Please see 40 CFR 180.337. Tolerances of 0.1
ppm in or on tomatoes and cherries are pending. The 1988 Registration
Standard concluded that EPA had adequate data to support the registered
pear and peach uses, but also concluded that the tolerance for peaches
should be raised to 0.35 ppm.

Because oxytetracycline is used in veterinary medicine, tolerances for
residues in animals have been established by FDA. Please see 21 CFR
520, 522, 524 and 558. No Codex Maximum Residue Limits (MRLSs) and
no Canadian or Mexican tolerances are established or proposed for
oxytetracycline.

Occupational and Residential Exposure

When oxytetracycline calcium is applied to pears, peaches and
nectarines using foliar application methods, pesticide mixers, loaders, and
applicators can be exposed; fieldworkers also can be exposed, post-
application. Worker exposure from trunk injection of hydroxytetracycline
monohydrochloride to agricultural and omamental trees is expected o be
negligible.

Because the toxicity data for oxytetracycline do not meet EPA criteria
that would trigger requirements for these studies, no occupational or
residential exposure monitoring data are required. However,
oxytetracycline has produced allergic reactions in some patients, and
resistance to the drug could result from human exposure. Therefore, EPA
will require labeling on pesticide products containing hydroxytetracycline
monohydrochloride and oxytetracycline calcium to lessen these potential
risks.

Human Risk Assessment

The risks to people from dietary and occupational exposure to
pesticides containing hydroxytetracycline monohydrochloride and
oxytetracycline calcium are considered negligible. Chronic dietary risks
posdbyaﬂfoodumofmmpaﬁcidumwnubclowﬂwlevelthat
would reasonably cause concern.






Regulatory
Conclusion

For More
Information

Wear a MSHA/NIOSH approved TC-21C dust/mist filtering
respirator, long sleeved shirt, pants, shoes, and chemical-resistant
gioves while handling or applying this product. Wash thoroughly
after handling or applying.”

Use of the active ingredients hydroxytetracycline monohydrochloride
and oxytetracycline calcium in accordance with approved labeling will not
result in unreasonable adverse effects to human health or the environment,
and all registered pesticide products containing these active ingredients are
eligible for reregistration. These products will be reregistered once the
required product-specific data and revised labeling are received and
accepted by EPA,

EPA is requesting public comments on the Reregistration Eligibility
Document (RED) for hydroxytetracycline monohydrochloride and
oxytetracycline calcium 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 Pesticide
Docket, Public Response and Program Resources Branch, Field Operations
Division (H-7506C), Office of Pesticide Programs (OPP)}, US EFA,
Washington, DC 20460, telephone 703-305-5805.

Following the comment period, the hydroxytetracycline
monohydrochloride and oxytetracycline calcium RED will be available
from the National Technical Information Service (NTIS), 5285 Port Royal
Road, Springfield, VA 22161, telephone 703-487-4650.

For more information about hydroxytetracycline monohydrochloride
and oxytetracycline calcium or about EPA’s pesticide reregistration
program, please contact the Special Review and Reregistration Division (H-
7508W), OPP, US EPA, Washington, DC 20460, telephone 703-308-8000.
For information about reregistration of individual products containing these
active ingredients, please contact Ben Chambliss, Product Manager,
Registration Division (H-7505C), OPP, US EPA, Washington, DC 20460,
telephone 703-305-6900.

For information about the health effects of pesticides, or for
assistance 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 Time, Monday through Friday.
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GLOSSARY OF TERMS AND ABBREVIATIONS

Acceptable Daily Intake. Aalsgo known as Reference Dose or

RED,
Active Ingredient
Anticipated Residue Contribution

Chemical Abstracts Service

Confidential Statement of Formula
Estimated Environmental Concentration. The estimated
pesticide concentration in An environment, such as a
terrestrial acosystem.
End-Use Product

U.3. Environmental Protection Agency
Federal Insecticide, Fungicide, and Rodenticide aAct
Federal Food, Drug, and Cosmetic Act
Highest Dose Testad
Median Lethal Concentration. a statistically derived
concentration of a substance that can be axpected to
cause death during inhalation exposure in 50% of test
animals exposed for a specified time. The LC,, is

Sxpressed as weight or volume of test substance per
volume of air, (e.g., mg/l or ppm).

- 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 or
dermal). It is ¢xpressed as a weight of subatance per
unit weight of animal, (e.g., mg/kg) .

Lowest Dose Tested
Lowest Effect Level
Manufacturing-Use Product

Master Record Identification (number). EPA’s system of
recording and tracking studies submitted.
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EXECUTIVE SUMMARY

This Reregistration Eligibility Document (RED) will address
tha eligibility for rersgistration of products containing
hydroxytetracyclina:@onohydrochloride and oxytetracycline calcium,

Oxytetracycline is an antibiotic drug produced by the
actinomycete Streptomyces rimosys. It is also registered to
prevent the growth of, or control bacterial and fungi diseases and
mycoplasmalike organisms in nectarines, peaches, rears, coconut and
pritchardia palms and as an antifoulant added to Paint to prevent
the growth of barnacles. There Are registered products containing
hydroxytetracycline monohydrochloride and oxytetracycline calcium,
but none with oxytetracycline, per ge. Therefore, this
Reregistration Eligibility Document (RED) addresses only
oxytetracycline calcium and hydroxytetracycline monohydrochloride,
even though some of the studies supporting the RED decision were
conducted with the oxytetracycline base.

The formulations of hydroxytetracycline monohydrochloride and
calcium oxytetracycline are wettable Powder and soluble
concentrate/solid. The registered products are applied either by
foliar spray, tree injection, or as an antifoulant additive to
pPaints.

Oxytetracycline was initially registered as a pesticide in
1974. A Registration Standard was issued in December, 1988 (NTIS
PBB9-138556)., This Registration Standard summarized the available
data supporting the reregistration of products containing
oxytetracyclina, hydroxytetracycline monohydrochloride and,
oxytetracycline calcium used for the control of bacteria, fungi,
mycoplasmalike organisms and barnacles. The Registration Standard
also required additional product chemistry, ecological effects, and
environmental fate data. The Agency has now completed its review
¢f the hydroxytetracycline monohydrochloride and calcium
oxytetracycline data base including the data submitted in response
to the 1988 Registration Standard.

unreasonable risk to man or the environment and all uses are
eligible for reregistration. The Agency has determined that the
generic data base supporting the reregistration of oxytetracycline
calcium and hydroxytetracycline monohydrochloride products is

vi



N/A
NPDES
NOEL
oPP
PADI
ppm
R£D
RS

TMRC

Not Applicable

National Pellutant Discharge Elimination System
No Observed Effect Level

Qffice of Pesticide Programs

Provisional Acceptable Daily Intake

Parts Per Million

Reference Dose

Registration Standard

Thecretical Maximum Residue Contributien






substantially complete. However, socme product chemistry
information will be necessary in order to fulfill the generic data
base. Reregistration of all products will proceed after these data
are generated because end-use products cannot be reregistered until
the Agency has received and reviewed the product chemistry for the
technical or MPa.

Before reregistering the applicable products, the Agency is
requiring that the product specific data, revised Confidential
Statements of Formula (CSF) and labeling be submitted within eight
{8) months of the issuance of this document. These data include
product chemistry for each reglstration and acute toxicology
testing. After reviewing these data and the revised labels, the
Agency will reregister a product based on whether or not that
product meets the requirements in Section 3(c) {(5) of FIFRA. Those
products which contain other active ingredients will be eligible
for reregistration only when the other active ingredients are
determined to be eligible for reregistration.

vii



II. CASE OVERVIEW

A. Chemical Overview®

The following active ingredients are covered by this
Reregistration Eligibility Document:

o Common Name: Hydroxytetracycline Monohydrochloridas

Chemical Name: 2-Naphthacenecarboxamide, 4~ (dimethyl
amino} -1, 4, dJa, 5, %5a, 6, 11, 12a-
octahydreo-3, 6, 10, 12 dioxo-monohy-~
drochloride, 12a pentahydroxy-6é-methyl-1,
ll-dioxo mono hydrochloride,

Chemical Family: Antibiotic (produced by the actinomycete
rimosus)

CA3S Registry Number: 2058-46-0

OPF Chemical Code: 006308

Empirical Formula: C;.H,N,0, HCL

Trade and Othexr Names: Biosoclvomycin, Hydrocyclin,
Liquamycin, Otetryn, Oxlopar, 5-
Hydroxytetracycline Hydrochloride,
Terramycin Hydrochloride

Basic Manufacturer: Pfizer, Inc.

o Common Name: Oxytetracycline Calcium

Chemical Name: 4- (Dimethylaminec)-1, 4, 4a, Sa, 6, 11,
l2a-octahydro-3, 5, &, 10, 12, 12a
hoxahydroxy-s-mcthyl-l, li-dioxc-2-
naphthacenecarboxamide calcium salt.

: The 1988 ‘Registration Standard reviewed the data
requirements for registered products containing

oxytetracycline, hydroxytetracycline monohydrochloride,
and calcium oxytetracycline. Since there are no longer
active products containing oxytetracycline, this document
will only assess the requirements for the remaining two

active ingredients.



I. INTRODUCTION

In 1988, the Federal Insecticide, Fungicide, and Rodenticide
Act (FIFRA) was amended to accelerate the reregistration of
products with active ingredients registered prior to November 1,
1384. The amended Act provides a achedule for the reregistration
process to be completed in nine years. There are five phases to
the reregistration process. The first four phases of the proceas
focus on identification of data requirements to support the
reregistration of an active ingredient and the generation and
submission of data to fulfill the requirements. The fifth phase is
a review by the U.S. Environmental Protection Agency (hereafter
referred to as "the Agency”) of all data submitted to support
reregistration.

FIFRA B8Section 4(g)(2)(A) states that in Phase 5 "the
Administrator shall determine whether pesticides containing such
active ingredient are eligible for reregistration” before calling
in data on products and either rerogiaterzng products or taking
"other appropriate regulatcry action.” Thus, reregistration
involves a thorough review of the scientific data baaa_underlying
a pesticide’s registration. The purpose of the Agency’s review is
to reassess the potential hazards arising from the currently
registered uses of the pesticide; to determine the need for
additional data on health and environmental effects; and to
determine whether the pesticide meets the "no unreasonable adverse
effects™ criterion of FIFRA.

This document presents the Agency’s decision regarding the
reregistration of hydroxytetracycline monohydrochloride and
oxytetracycline calcium. The document consists of the following
six sections: Section I is the introduction; Section II describes
the pesticide uses, data requirements and regulatory history;
Section III discusses the human health and environmental assessment
based on the data available to the Agency; Section IV discusses the
reregistration decision for hydroxytetracycline monochydrochloride
and oxytetracycline calcium; Section V discusses the actions
required by zegistrants; and, Section VI is the Appendices which
support this Reregistration Eligibility Document. Additional

details concerning the Agency’s review of applicable data are
available on r.qucst.

! EPA’s reviews of data on the set of registered uses

considered for EPA’s analysis may be obtained from the OFP Public

Docket, Field Operations Division (H7506C), Office of Pesticide
Frograms, EPA, Washington, D.C. 20460

1



o Formulation types registered:

- Oxytetracycline calcium - 31.5% oxytetracycline calcium
complex wettable powder (equivalent to 17%
oxytetracycline base).

- Hydroxytetracycline monohydrochloride - 21.6%
oxytetracycline hydrochloride soluble
concentrate/solid (equivalent to 20% oxytetracycline
base}.

o Methods and rates of application:
- Oxytetracycline calcium - foliar applications are made

either by ground (airblast or pressure sprayer) or
aircraft. Application rates vary depending on the sitea:
pears - 0.085 1b ai/ac in 3 to 100 gallons/ac to 0.17 ib
ai/ac in 20 to 100 gallons/ac and; peaches and nectarines
- 0.05 1b ai/ac in 240 gallons/ac.

- Hydroxytetracycline monohydrochloride - applications are
made either by tree injection or as an additive to
paints. The application rate varies depending on the
Site: pears - 100 ppm; coconut palm - 0.035 oz ai in 0.5
to 1€ oz water/tree and 0.22 oz ai in 2 to 16 oz
water/tree; pritchardia palm - 0.035 to 0.11 oz ai in 0.5
to 16 oz water/tree and; paints - 0.0706 oz ai/gal,

° Use practice limitations:

- Oxytetracycline calcium - do not apply through any type.
of irrigation system. 21 day preharvest interval for
peaches and nectarines, 60 day preharveat interval for
pears.

- Hydroxytetracycline monochydrochloride - applications on
pears are limited to west coast states.

C. Estimated Usage of the Pesticides

This section summarizes the best estimates available for the
pesticide uses of hydroxytetracycline monohydrochloride and
oxytetracycline calclum. These eatimates are derived from a
variety of published and proprietary sources available to the
Agency. The data, reported on an aggregate and site (crop) basis,
reflect annual fluctuations in use patterns as well as the
variability in using data from various information sources.

The table below summarizes the pesticides use by site. Most
sites have a very small percentage of acreage treated with
hydroxytetracycline monohydrochloride and oxytetracycline calcium,
S0 amall that these figures remain relatively consistent over time.



Chemical Family: Antibiotic (produced by the actinomycete
streptomyces rimosusg)

CAS Regiatry Number: 15251-48-6

OPP Chemical Code: 006321

Empirical Formula: C K CaNoO,

Trade and Other Names: Agricultural Terramycin, Mycoshield

Basic Manufacturer: Pfizer, Inc.

B. Use Profile

The following information provides the active registered uses
with specific use sites and application methods for calcium
oxytetracycline and hydroxytetracycline monohydrochloride. A

detailed table of eligible uses as well as the methods, application
rates and limited use restrictions is included in Appendix A.

c Ivpe of Pesticide:
Oxytotrécycline calcium - bacteriocide/bacteriostat

Hydroxytetracycline monchydrochloride - bacteriostat,
fungicide and antifoulant

-0 Use gitea:

Oxytetracycline calcium -

- terrastrial food cropa: nectarine, peach, and pear

Hydroxytetracycline monohydrochloride -

- terreatrial food crops: pear

terreatrial non-food + outdoor residential: coconut
palms, pritchardia palms

- agquatic non-food industrial: paints
indoor non-food: paints

o Pasts:

- Oxytetracycline calcium - fire blight on pears and
bacterial spot on peaches and nectarines.

- Hydroxytetracycline monchydrochloride - pear decline,
lethal yellowing on coconut palms, lethal decline on
pritchardia palms, and barnacles.



and pear decline, bacterial Spot of peaches and nectarines, lethal
yellowing of coconut palm, lethal decline of pritchardia paim, and
barnacles.

A Registration Standard for oxytetracycline, oxytetracycline
caleium and hydroxytetracycline monohydrochloride was issued in
December 1388, The Reregistration Eligibility Document reflects
the reassessment of all data submitted in response to the 198§
Registration Standard.

There are currently five (5) end-use products containing
hydroxytetracycline monohydrochloride and oxyteatracycline calcium
registered in the United States. There are no technical or
manufacturing-use products of oxytetracycline per se currently
registered.

III. SCIENCE ASSESSMENT

The Agency has conducted a thorough review of the scientific
data base for oxytetracycline calcium and hydroxytetracycline
monohydrochloride for the purposes of determining the reregistra-
tion eligility of these pesticides.

A. Product Chemistrvy Asseasment

The physical and chemical properties of oxytetracycline
calcium and hydroxytetracycline monohydrochloride are as follows:

o TGAI : Oxytetracycline calcium
Color dark brown
Physical 3tate Solid
Odor earth-like
PH 8.6 (1% aquecus sclution)
Molecular Weight 958.94

o TGAL Hydroxytetracycline Monohydrochloride
Molecular weight 496.9
Color Bright Yellow
Physical State Solid (3TP)
Odor Odorless
Melting Point Decomposes above 180 C
Boiling Point N/A (TGAI is a solid)
PR 2.4 (1% aquecus solution)

There are several product chemistry requirements which are not
fully satisfied for the calcium oxytetracycline and
hydroxytetracycline monohydrochloride. Although data gaps exist
these requirements are not critical to the reregistration
eligibility decision. The Agency is requiring additional product
Chemistry data at this time to satisfy these data gaps. The
requirements and data gaps are given in Appendix B,



It is important to note that their usage may vary greatly from year
to year, depending on weather conditions.

Hydroxytetracycline monchydrochloride and oxytetracycline
calcium are used primarily on pears. Reported resistance to
streptomycin has increased their use in the Pacific Northwest since
1990. Based upon the available data, pears account for up
to 36% of yearly use, peaches up to 25%, palms up to 21%, and
marine antifouling paint up to 18%. The quantitative usage on palm
trees and marine antifouling paints is uncertain.

DOMESTIC USAGE OF
HYDROXYTETRACYCLINE MONOHYDROCHLORIDE
AND
CALCIUM OXYTETRACYCLINE

AS PESTICIDES
TYPICAL RECENT YBEARS (1987 - 1991)

Pears® 25 - 0 25 -3¢ <80 o, 1347, WA, CA 1980,
Poaches’ 19 - 23 15 - 28 <0 MI, 5C, CA 1990
Palne <30 a1 n =

Mariae Use as as = n

oL 00 - Q40 100

Data requested in the December 1988 Registration Standard for
oxytetracycline, hydroxytetracycline monohydrochloride and
oxytetracycline calcium included studies on product chemistry,
scological effects, and environmental fate. These data were
required to support the uses listed in the Registration Standard.
Appendix B includes all data requirements identified by the Agency
for currently registered uses needed to support reregistration.

E. Regulatory History

Oxytetracycline has been available as a drug for therapeutic
use in the United States since 1950 and was first registered as a

pesticide in 1974. Oxytetracycline is also used in veterinary
medicine to prevent infections in fowl, cattle and swine. As a
pesticide, hydroxytetracycline monohydrochloride and

oxytetracycline calcium axe used to inhibit fire blight on pears
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thyroid was observed in all dosed animals at necropsy. The NOEL
was 10,000 ppm {(approximately 250 mg/kg/day), the highest doase
tested. In a second study, greups of mongrel dogs were fed diets
containing 0, 5,000, or 10,000 PPm {approximately 0, 125, or 250
mg/kg/day) hydroxytetracycline menohydrechloride., The NOEL was
10,000 ppm (approximately 250 mg/kg/day), the highest dose tested.

These studies were judged to be supplementary because tooc few
animals survived to study termination, too few tissues were
exanined histologically and/or specific details were not provided
in the studies (e.g., individual animal data), However, the Agency
waived this data requirement based upon availability of both
animal and human data from oxytetracycline’s drug uses.

d. Carcinogenicity

In an NTP study, hydroxytetracycline monchydrochloride was
administered to groups of F344N rats fed 0, 25,000, or 50,000 ppm
(approximately 0, 1,250, or 2,500 mg/kg/day), in their diet. Fatty
metamorphosis of the liver was increased in rats in the 1,250
mg/kg/day group. The NTF’s Peer Review Committee concluded that
".... there was equivocal evidence of carcinogenicity for the male
rats as indicated by increased incidences of pheochromocytomas of
the adrenal gland. There was equivocal evidence of carcinogenicity
for the female rats as indicated by increased incidences of
adencmas of the pituitary gland in the high dose group."

In a second NTP study, hydroxytetracycline monohydrochloride
was administered to groups of B6C3Fl mice fed 0, 6,300, or 12,500
PPR (approximately 0, 945, or 1,875 mg/kg/day), in their diet.
Body weights were decreased in mice in the 1,875 mg/kg/day group
when compared to controls. The NTP‘s Peer Review Committee
concluded that ".... there was no evidence of carcinogenicity for
male or female mice fed diets containing the higher doses of
hydroxytetracycline monohydrochloride."”

The Agency’s Peer Review Committee has classified
oxytetracycline as a "Group D" carcinogen ("Not Clagsifiable as to
Human Carcinogenicity”).

This classification is in agreement with the conclusion made
by <+the National Toxicological Program’as (NTFP) Peer Reviaw
Committese. In their report, the NTP Peer Review Committe concluded
that "...there was equivocal evidence of carcinogenicity for male

rats (of the high dose group) as indicated by increased incidences

of pheochromocytomas of the adrenal gland (with a statistically
significant positive trend, not significant in pairwise comparison
with concurrent controls, and was ocutside the historical control
range) . There was equivocal evidence of carcinogenicity for
females rats as indicated by increased incidences of adenomas of
the pituitary gland (known to have a high background rate) in the
high dose group.™ with respect to the mouse study, the NTP report
concluded that "...there was no evidence of carcinogenicity for
male or female mice fed hydroxytetracycline monohydrochloride for
two years.”
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B. Human Health Assessment

1. Toxicology Aasessment

The oxytetracyclines include oxytetracycline, oxytetracycline
calcium, and hydroxytetracycline monohydrochloride. The toxicity
of all 3 oxytetracyclines would be expected to be similar. At the
time of the Registration Standard, no toxicological studies were
required based on the data available at the time. The informatioen
available on the effects of oxytetracycline, oxytetracycline
calcium, and hydroxytetracycline monohydrochloride in humans,
supplemented with the data available on the toxicity of
oxytetracycline in laboratory animals, is sufficient to evaluate
the toxicity of oxytetracycline and related compounds. The
laboratory animal data consist of the following:

a., Acute Toxicgity

The acute oral LD,, value of hydroxytetracycline
monohydrochloride in Swisa mice has been reported to be 7,200
mg/kg. Based on this, oxytetracycline is classified as Toxicity
Category IV (the lowest category).

b. Subchronic Toxicity

The National Toxicology Program (NTP) conducted a 13-week
atudy in BEC3F1 mice administered hydroxytetracycline
monohydrochloride at concentration of 3,100, 6,300, 12,500, 25,000,
or 50,000 ppm (approximate doses of 465, 945, 1875, 3750 or 7,500
mg/kg/day} in the diet. The NOEL was approximately 25,000 ppm
(approximately 3,750 mg/kg/day). The LOEL waas 50,000 ppm
(approximately 7,500 mg/kg/day), based on decreases in body weight.

The NTP also conducted a 13-week study in F344N rats at
concentrations of 3,100, 6,300, 12,500, 25,000, or 50,000 ppm
(approximate doses of 155, 315, 625, 1,250, or 2,500 mg/kg/day) in
the diet. No adverse effects were observed.

¢. Chronic Toxicity

Two, 2-year chronic toxicity studies were conducted in rats.
In cne study, Osborne Mendel rats were fed diets containing 0, 100,
1,000, or 3,000 ppm (approximately 0, 5, 50, or 150 mg/kg/day)
hydroxytetracycline monohydrochloride in the diet. The NOEL was
3,000 ppm (approximately 150 mg/kg/day), the highest dose tested.
In a second study, groups of Sprague-Dawley rats were fed diets
containing 0, 100, or 1,000 ppm (approximately 0, 5, or 50
mg/kg/day} hydroxytetracycline monohydrocholoride. The NOEL was
1,000 ppm (approximately 50 mg/kg/day), the highest dose tested.

In addition, two chronic toxicity studies were conducted in
dogs. In the first study, beagle and mongrel dogs were fed diets
containing 0, 100, 3,000 or 10,000 ppm (approximately 0, 2.5, 75,
or 250 mg/kg/day} hydroxytetracycline monohydrochloride. A yellow
discoloration of the long bones and brownish discoloration of the
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mg/kg/day. Although not tested, the same potential may exist for
the development of chemical resistance in Tespiratory flora.

h. Human Data

In humans, oxytetracycline is administered orally and
intravenously to treat infectious diseases caused by a wide variety
of microorganisms such as rickettsiae, mycoplasma pneumcniae,
spirochetes, gram-negative bacteria (Bartopeila bacilliformis,
Pasteurella pestis, Brucella gsp.), and gram-positive bacteria
(Streptococcus sp., Staphylococcus aureus, Neisseria gonorrhea) .

The dose for adults ranges from 1 to 2 grams per day (orally
or intravenously). The usual daily dose for children is 25 to 50
mng/kg.

A variety of adverse effects in humans have been reported from
the therapeutic use of oxytetracycline. The major adverse effects
are described below:

1) Toxic and Irritative Effect -

The antibiotic may cause gastrointestinal irritation, mostly
after oral administration, in some but not in all individuals,
Epigastric burning and distress, abdominal discomfort, nausea,
vomiting and diarrhea may occur which may be lessened by
administering oxytetracycline with a meal and/or at more
fraquent intervals and asmaller doses. Intravenous
administration may produce thrombophlebitis, Long-term
therapy may produce changes in the peripheral bloed;
leucocytosis, atypical lymphocytes, toxic granulation of
granulocytes and thrombopenia purpura may occur. A phytotoxic
reaction, which is rare, may occur, sometimes accompanied by
onycholysis and pigmentation of the naila. Large doses
administered orally or parenterally (situated or occurring
outside of the intestine) may produce liver injury; this
effect is more pronounced in pregnant women. Children under
7 years of age may develop a brown discoloration of the teeth.
Treatment of pregnant women also may produce discoloration of
the teeth of infants. Oxytetracycline depcsited in the
skeleton of fetuses and children can produce depression of
bone growth, However, this is readily reversible if the
period of exposure to the drug is short.

2} Hypersensitivity -~

Various skin reactions such as morbilliform rashes, urticaria,
and generalized dermatitis may occur but they are rare.
Angicedema and anaphylaxis may develop. Other effects such as
burning sensation of the eyes, cheilosis (the condition marked
by fissuring and dry scaling of the vermillion surface of the
lips and angles of the mouth; it is characteristic of
riboflavin deficiency), brown or black coating of the tongue,
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Given the equivocal nature of the carcinogenic response in the
rat study at an extremely high dose level (especially when the
actual dietary exposure to the human is taken into consideraticn),
and the fact that mutagenicity data were inconclusive, the Agency’s
Peer Review Committee believes that the "Group D" classification is
appropriate. It should be emphasized, howaver, that this
classification is based on adequate studies in two animal species.
Therefore, new carcinogenicity studies are not needed at this time.
However, the Agency notes that the carcinogenicity issue may be
revisited if the exposure is significantly increased.

e, Developmental Toxicity

Groups of female Charles River CD (COBS) rats were dosed by
gavage during gestation days 6 through 15 with 1,200, 1,350, or
1,500 mg/kg/day of hydroxytetracycline monohydrochloride. There
ware dose-related decreases in maternal survival and body weight
gain, and increases in incidence of breathing difficulties and

rough coat. In addition, there were significant dose-related
decresases in the percent of pregnant dams. There was also a dose-
related decrease in fetal body weight. The high incidence of

maternal deaths and the fetotoxicity noted at all dose levels
tested did not allow for an establishment of a NOEL. The LEL was
1,200 mg/kg/day. The significant findings discussed in this study
can be attributed to the excessive dose levels used, thereby overly
stressing the treated dams.

Groups of female CD-1 mice were dosed by gavage during
-gestation days 6 through 15 with 0, 1,350, 1,670, or 2,100
mg/kg/day of hydroxytetracycline monchydrochloride. No adverse
effects were demonstrated. The NOEL for maternal and developmental
toxicity in this study was 2,100 mg/kg/day (highest dose tested).

£. Mutagenicity

In studies conducted for the NTP, hydroxytetracycline
monohydrochloride at concentrations up to 1 mg/plate was not
mutagenic to Salmonella typhimurium atrains TA100, TA1535, TAl537,
OR TA98, with or without metabolic activation. Concentraticna of
100 and 200 mg/ml were mutagenic tc L5178Y/TK+/- mouse lymphoma
cells, only with metabolic activation. In cultured Chinese hamster
ovary cells, hydroxytetracycline monohydrochloride was weakly
positive in inducing sister chromatic exchanges, with and without
metabolic activation, but did not induce structural chromecsomal
aberrationsa.

g. Antibiotic Microbial Resistance

Mature beagle dogs were fed a diet containing 0, 2, or 10 ppm
(approxzimately 0, 0.05, or 0.25 mg/kg/day) oxytetracycline for 44
days. There was a shift from a predominantly drug-susceptible
population of enteric {pertaining to the intestinal tract) lactose-
fermenting organisms to a multiple antibiotic-resistant population
at 0.25 mg/kg/day but not at 0.05 mg/kg/day. The NOEL was 0.05
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The overall human and animal toxicological data on
oxytetracycline indicate that this pesticide does not meet the
Agency’s toxicity criteria that would trigger the requirement of
occupational or residential exposure monitoring data. Although
there is a potential for exposure to workers from foliar
application of oxytetracycline, this potential exposure may be
reduced by label statements restricting entry into treated fields
and specifying the use of certain protective clothing and equipment
(PPE) while handling or applying end-use products registered for
foliar application to agricultural crops,

There are no proposed ..or eatablished_.conzx MRL’as for
oxytetracycline. Therefore, there are no harmonization issues te ke
resclved.

a. Dietary Exposure Asaessment

A chronic dietary exposure assessment has been conducted using
the following parameters:

1) RID of 0.005 mg/kg/day
2) Residuye Fvaluation based on all published and pending

tolerances for oxytetracycline, including peaches at 0.35 ppm,
and assuming 100% crop treatment.

3) Chronic Exposure Estimates based on a Thecretical Maximum
Residue Contribution (TMRC). Exposure estimates for the
overall U.3. population and the most highly exposed subgroups
are as followa:

Group/Subgroup TMRC % _RLD
(mg/kg/day)

U.3. Population ' 0.060268 5.35%

Non-Nursing infants (less than 1 yr old) 0.001391 27.81

Nursing Infants (less than 1 yr old) 0.000970 19.41

Children (1 to 6 yras old) 0.000549 10.97

Children (7 to 12 yrs old) 0.000405 8.11

b. Occupational and Residential Exposure

The 1988 Registration Standard for oxytetracycline,
hydroxytetracycline monohydrochloride and calecium oxytetracycline
did not require occupaticnal or reasidential exposure data.
Hydroxytetracycline monohydrochloride and calcium oxytetracycline
are applied by foliar application methods to agricultural crops,
including pears, peaches, and nectarines, and also is applied by
tree trunk injection to agricultural and ornamental trees. Foliar
application can be expected to result in exposure to both
mixer/loader/applicators and fieldworkers (post-application);
worker exposure resulting from tree injection application is
expected to be negligible,

12



atrophic or hypertrophic glossitis, pruritus ani or vulvae or

vaginitis, fever and eosinophilia may persist for weeks after
cesasgsation of therapy.

3) Other Biological Effects -

Administration of oxytetracycline to undernocurished adults
results in weight loss, increased urinary (but not fecal)
nitrogen excretion, negative nitrogen balance, and elevated
serum nonprotein nitrogen concentrations., Administration of
oxytetracycline, like most antibiotics, may lead to
development of super infections by strains of bacteria or
yeasts resistant to the agent. There is limited evidence of
microbial resistance occurring in humans. A NOEL was
estimated to be 0.033 mg/kg/day based on the absence of
microbial resistance in a 60 kg person receiving a dose of 2
mg/day administered for 7 consecutive days.

i. Reference dose (RfD)

A Reference Dose (RfD} for oxytetracycline was established by
the Agency’s RfD Peer Review Committee at 0,005 mg/kg/day. The RfD
was based on 1) a NOEL of 0.05 mg/kg/day from the 44-day feeding
study in dogs, and 2) an uncertainty factor of 10 to account for
intraspecies variability. An additional uncertainty factor of 10
to account for interspecies extrapclation was deemed unnecessary
since human data clearly demonstrate that humans are not
significantly more sensitive to the toxic effects of
oxytetracycline than experimental animals.

2. Exposure Assessment

Tolerances of 0.35 and 0.1 ppm currently are established for
the bactericide/fungicide oxytetracycline in or on pears and
peaches, respectively, from foliar treatments or injection [40 CFR
$180.337]. Tolerances of 0.1 ppm in or on tomatoes and cherries are
pending. The 1988 Registration Standard concluded that the Agency
had adequate data to support registered uses on pears and peaches.
However, the Registration Standard also concluded that the
tolerance for peaches should be raised from 0.1 to 0.35 ppm.

Because oxytetracycline is used in veterinary medicine,
tolerances for oxytetracycline residues in animals have been
established by FDA under 21 CFR 520, 522, 524, and 558.

The nature ¢of the residue in plants was addressed in the 19838
Registration Standard; due to the wideapread use of oxytetracycline
as a drug, and to the low residue levels expected in or on pears
and peaches, no metabolism data are required for plants. Also,
gince there are no animal feed items involved for pears and
peaches, no animal metaboliam studies are required. Adequate
analytical methods and residue and storage stability data are
available toc support the tolerancea on peaches and pears.
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c. Enxi:enman;al.ﬁa;a&am&n&

1, Environmental Fate

All environmental fate requirements are waived. a1l data
requirements wera waived by the Agency based on the limited use
pPattern and the information found in a literature Search,
References in the literature indicate that oxytetracycline was
adsorbed and inactivated by clays, but the adsorption was not
Commensurate with inactivation. The degree of adsorption and
inactivation can depend upon the specific c¢lay and mineralogy and
quantity in the soil. Different types of soil have different
bonding capacities teo oxXytetracycline. A study concluded that
Oxytetracycline has a higher bonding capacity to clayish 20il and
sandy clayish goil thanp is it were sandy soil (c. 100 fold), as
demonstratad by the oxytetracycline resistance of goil i

2. Ecological Effeocta
a. Effects on Birds

(Colinus i } revealed that calcium Oxytetracycline has an
LDy, > 2000 mg ai/kg and is Practically non-toxic. In dietary
studies performed on the bobwhite quail ¢ } and
the mallard duck (Anas ), calecium oxytetracycline was
found to be Practically non~toxic with LC,, > 5620 PPmM ai,

b. Effects on Fiah

Freshwater fiash toxicity tests revealed that hydroxy-
tetracycline monohydrochloride has an LC,, value > 116 PPm for the
rainbow trout ( Rykiss) and a LC,, value > 55 PP for
the bluegill sunfish | }. Theae LC, values are
Classified as practically non-toxic,

Currently in Europe, furunculosis, a majoxr disease of salmonid
fish caused by a.zgngngg_gglmgnigigg, is treatad with the use of
oxytetracycline.

c. Effects on_Aquatic Invertebrates

A 48-hour Raphnia magna toxicity test showed a 48-hour EC,, of
> 102 ppm and this classifies hydroxytetracycline monohydrochloride
&8 practically non-toxic to Paphnia magna.

d. Effects on Non-target Insects



Because oxytetracycline alsoc is used as an antibiotic drug
used in humans to treat infectiocus diseases caused by a variety of
microorganisms, there is a body of toxicological data on the
chemical. The review of these data indicates that oxytetracycline
does not meet the Agency’'s toxicity criteria that would trigger the
requirement for occupational and residential exposure monitoring
data, However, oxytetracycline has produced wvarious allergic
reactions in some patienta, and there is a potential for the
development of oxytetracycline-resistance from exposure. Because
the Agency is concerned about allergic reactions to workers and
possibie development of oxytetracycline resistance from exposure,
the Agency has decided to require label statements to lessen some
of these risks.

3. Human Health Risk Assassment

The Agency is aware of data showing a ralationship between the
use of oxytetracycline and development of oxytetracycline«resistant
microflora in the canine intestine. Although there ia limited
evidence in humans, the estimated NOEL for this toxicological
effect, 0.033 mg/kg /day, is well above the estimated TMRCs for all
U.S. population subgroups.

The potential roles that oxytetracycline resaidues .and/or
oxytetracycline-resistant microorganisms already present in
ingested food may play in a putative development of an
oxytetracycline-resistant microflora in mammalian intestines have
yeot to be experimentally determined.

The chronic dietary exposure analysis used the assumption of
tolerance-level residues and 100% crop treatment values to estimate
the Thecretical Maximum Residue Contribution (TMRC) for the overall
U.8. population and 22 population subgroups. The TMRC for the
overall pcpulation based on registered and pending uses of
oxytetracycline is 0.000268 mg/kg/day, which represents 5.35% of
the RfD. The most highly exposed subgroup (Non-Nursing infants
less than 1 year o©ld) has a TMRC of 0.001391 mg/kg/day, or 27.81%
of the RfD. Because of the assumptions of tolerance-level residues
and 100% crop treatment, it is 1likely that these values
overeastimate the exposure and risk, Even then, the chronic dietary
risk posed by all food uses of oxytetracycline are well below the
level at which the Agency would have concern.

Workers may be exposed to oxytetracycline during use and/or in
the post-application period. Thezre is a potential for an allergic
response from individuals that are oxytetracycline sensitive.
Specific label regquirements limiting inhalation exposure would
mitigate this potential risk. These label requirements would
address concerns for the potential development of oxytetracycline
resistant microorganisms in the respiratory tract.
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The Agency made its reregistration eligibility determination
based upon the target data base required for reregistration, the
current guidelines for conducting acceptable studies to generata
such data and the data identified in Appendix B, Although the
Agency has found that all uses of hydroxytetracycline
monohydrochloride and oxytetracycline calcium are eligible for
reregistration, it should be understood that the Agency may take
appropriate regulatory action, and/or require the submission of
additional data to support the registration of products containing
hydroxytetracycline monchydrochloride and oxytetracycline calcium,
if new information comes to the Agency’s attention or if the data
requirements for reregistration (or the guidelines for generating
such data) change.

1. Eligibility Decision

Based on the reviews of the generic data for the active
ingredients hydroxytetracycline monohydrochloride and
oxytetracycline calcium, the Agency has sufficient information on
the health effects cof hydroxytetracycline monohydrochloride and
oxytetracycline calcium and on its potential for causing adverse
effects in fish and wildlife and the environment. Therefore, the
Agency concludes that products containing hydroxytetracycline
monchydrochloride and oxytetracycline calcium for all uses {pears,
peaches, nectarines, pritchardia and coconut palms and antifoulant
uses) are eligible for reregistration. The Agency furthermore, has
determined that some product chemistry information will only be
necessary to complete the data bases. Reregistration of all
products will proceed after these data are gensrated because end-
use products cannot be reregistered until the Agency has received
and reviewed the product chemistry for the technical or MPs,

The Agency has determined that hydroxytetracycline
monohydrochloride and oxytetracycline calcium products, labeled and
used as specified in this Reregistration Eligibility Document, will
not pose unreasonable risks or adverse effects to humans or the
environment.

B. Regulatory Position

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

1. Tolerance Reassessment

Existing tolerances of 0.35 and 0.1 PPm are currently
established for the bactericide/fungicide oxytetracycline in or on
pears and peaches, respectively, from foliar treatments or
injection [40 CFR §180.337]. The 1988 Regiatration Standard
concluded that the Agency had adequate data to support registered
uses on pears and peaches (including nectarines). However, the
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3. Ecoclogical Effects Risk Assessment

The Agency has sufficient data to perform an ecological hazard
assessment based on current use rates and patterns. 1In laboratory
studies, calcium oxytetracycline has demonstrated low toxicity to
birds and hydroxytetracycline monohydrochloride has demonstrated
low toxicity to fish, Of the tested species, the bluegill sunfish
(Lepomis macrochirug) was the most sensitive with a LC,, > 95 ppm.

In a worse case gcenario, using the highest aerial application
rate and assuming a 5% runoff to a l-acre, 6 inch-deep pond, the
estimated environmental concentration would be 0.31 ppm in shallow
water, The amount of hydroxytetracycline monchydrochloride used in
tree injection formulations and aquatic paints is nominal in
comparison to aerial applicaticons and therefore, these uses are not
expected to cause exposure concerns. Due to the low toxicity of
both pesticides (hydroxytetracycline monshydrochloride and
oxytetracycline calcium) and their low estimated environmental
concentration, it is unlikely that either pesticide would be
available in amounts toxic to avian or aquatic organisms or honey
bees.

IV. RISK MANAGEMENT AND REREGISTRATION DECISION
A. Petermination of Bligibility

Section 4(g) (2) (A) of FIFRA calls for the Agency to determine,
after submission of relevant data concerning an active ingredient,
-whether products containing the active ingredients are eligible for
reregistration. The Agency has previously identified and required
the submission of the generic (i.e. active ingredient specific)
data required to support reregistration of products containing
hydroxytetracycline monohydrochloride and oxytetracycline calcium
as active ingredients. The Agency has completed its raeview of
these generic data, and has determined that the data are sufficient
to support reregistration of all products containing
hydroxytetracycline menohydrochloride and oxytetracycline calcium,
Appendix B identifies the generic data requirements that the Agency
reviewed as part of its determination of reregistration eligibility
of hydroxytetracycline monchydrochloride and oxytetracycline
calcium, and lists the submitted studies that the Agency found
acceptable,

The data identified in Appendix B were sufficient to allow the
Agency to assess the registered uses of hydroxytetracycline
monohydrochloride and calcium oxytetracycline and to determine that
hydroxytetracycline monohydrochloride and calcium oxytetracycline
can be used without resulting in unreasonable adverse effects to
man and the envircnment. The Agency therefore finds that all
products containing hydroxytetracycline monohydrochloride and
calcium oxytetracycline as the active ingredients are eligible for
reregistration. The reregistration of particular products is
addressed in Section V of this document.
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to meet the requirements of 40 Crr 156.10, this RED, and other
current policies.

B. End-Use Prodycts
1. Additional Product-Specific Data Requirementas

Section 4(g) (2)B) of FIFRA calls for the Agency to obtain any
needed product-~specific data regarding the pesticide after a
determination of eligibility has heen made. The product specific
data requirements are listed in Appendix G, the Product Specific
Data Call-In Noticae. ‘

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, 1If a
registrant believes that previously submitted data meet current
testing standards, then study MRID numbers should be cited
according to the instructions in the Requirement Status and
Registrants Response Form provided for each product.

2.  Labeling Requirements for End-Use Products

The labels and labeling of all products must comply with EPA’s
current regulations and requirements as specified in 40 CFR
§156.10, Please follow the instructions in +the Pesticide
Reregistration Handbook with respect to labels and labeling.

The Agency has determined that the current label precautions
are still applicable and are required for product reregistration.

The Agency will issue in the near future a Pesticide
Regulation Notice providing instructions on changing labels of
agricultural products in keeping with the Worker Protection
Standard. Products for agricultural use as a foliar application
must comply with all requirements of the Worker Protection Standard
as of April 21, 1994.

The following additional (or revised) label astatements are
required in the human hazards section:

A. The labels of producta registered for use on agricultural
crops by foliar application methods must include the following
restricted entxry statement: "Entry into treated orchards (or
"areas”) is prohibited for 12 hours following application."

B. The labels of products registered for use on agricultural
crops by foliar application must include the following

protective clothing statement: "Prolonged or frequently
repeated exposure may cause allergic reactions in some
individuals. Do not breathe dust or spray mist. Wear a

MSHA/NIOSH approved TC-21C dust/mist filtering respirator,
long sleeved shirt, pants, shoes, and chemical-resistant
gloves while handling or applying thia product. Wash
thoroughly after handling or applying.™
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Agency has concluded that the available data indicate that the
tolerance for peaches should be raised from 0.1 to 0.35 ppm.

There are no proposed or established CODEX (international),
Canadian or Mexican tolerances for oxytetracycline. Therefore,
there are no harmonization igsues to be resolved. Furthermore,
because oxytetracycline also is used in veterinary medicine,
tolerances for oxytetracycline residues have been esatablished by
FDA.

2. Lakeling Ratiocnale

Because oxytetracycline can produce various adverse effects
(previously described) on human patients and bDbecause foliar
application can be expected to result in exposure to both
mixer/loader/applicators and fieldworkers (post application), the
Agency is requiring label statements restricting the reentry into
treated fields. It also is specifying the use of certain
protective clothing and equipment (PFE) while handling and applying
end-use products for use on agricultural crops and ornamentals.
The specific label language is in Section V, Labeling Requirements.

V. ACTIONS REQUIRED DY REGISTRANTJ

This section specifies the data requirements and responses
necessary for the reregistration of both manufacturing-use and end-
use products.

A. Manufacturing-Use Products
1. Additional Generic Data Reguizements

The generic dJdata base supporting the reregistration of
hydroxytetracycline monohydrochloride and oxytetracycline calcium
products for the above eligible uses has Dbeen reviewed and
determined to be subatantially complete. However, some of the
product chemistry guidelines have not been completely fulfilled.

All of the product chemiatry data for both pesticides were
originally required in the Registration Standard and are therefore
not included in a generic Data Call-In for the RED. Further,
registrants are reminded that any changes, since the Registration
Standard was issued in 1988, in the manufacturing process for the
technical grade of hydroxytetracycline monohydrochloride and/or
oxytetracycline calcium, and any detection of new impurities since

that time, must be reported to the Agency.

~ There are no new generic data being called-in for either
hydroxytetracycline monchydrochloride or oxytetracycline calcium.

2. Labeling Requirements for Manufacturing-Use Products

No technical or manufacturing-use products currently are
registered. However, if any are registered, they will be required

17






APPENDIX A

Table of Use Patterns
Subject to Reregistration
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AFPPENDIX B

Table of the Generic Data Requirements
and Studies Used to Make the
Reregistration Decision
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GUIDE TO APPENDIX B

Appendix B contains listings of data requirements which
support the reregistration for the pesticide hydroxytetracycline
monohydrochloride and oxytetracycline calcium covered by this
Reregistration Eligibility Document. It contains generic data
requirements that apply to hydroxytetracycline monohydrochloride
and oxytetracycline calcium in all products, including data
requirements for which a “"typical formulation” is the test
substance.

The data table is organized in the following format:

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

2. Use Pattern (Column 2). This column indicates the usge
patterns for which the data requirements apply. The
following letter deaignations are used for the given use
patterns:

Tarzrestrial food
Terrestrial feed
Terrestrial non-food
Acuatic focd

Aquatic non=-food outdoor
Aquatic non-food industrial
Acuatic non-food residential
Greenhocuse food

Greenhouse non-food
Forestry

Rasidential

Indoor food

Indoor non~food

Indoor medical
Indoor residential

OZZBEAYUHIZIONMENOO W)

3. Bibliographic 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 Bibliography appendix for a complete citation of
the study.
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APPENDIX C

BIBLIOGRAPHY

Citationa Considered to be Part of the Data Base
Supporting Reregistration



Document Date. The date of the study is taken directly
from the document. When the date is followed by a
question mark, the biblicgrapher has deduced the date
from the evidence contained in the document. When the
date appears as (1397?), the Agency was unable to
determine or estimate the date of the document.

Title. In some cases, it has been necessary for the
Agency bibliographers to create or enhance a document
title. Any such editorial insertions are c¢ontained
between aquare brackets.

Trailing FParenthesas. For studies submitted to the
Agency in the past, the trailing parentheses include (in
addition to any self-explanatory text) the following
alements describing the earliest known submission:

(1) Submission Date. The date of the earliest known
. submission appears immediately following the word
"received”.

(2) Adminjstrative Number. The next element
immediately following the word "under" is the
registration number, experimental use permit
number, petition number, or other administrative
number associated with the earliest known
submisasion.

(3) Submitter. The third element is the submitter.
When authorship is de-faulted to the submitter,
this elemeént is omitted.

(4) Yolume Identification (Accessjon Numbers). The
final element in the trailing parentheses
identifies the EPA accession number of the volume
in which the original submiassion of the study
appears. The six-digit accession number follows
the symbol "CDL", which stands for "Company Data
Library™. This accession number is in turn
followed by an alphabetic suffix which shows the
relative position of the study within the volume.
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GUIDE TO ARPENDIX C

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 bibliography have been the body of data
submitted to EPA and its predecessor agencies in support of
past regulatory decisions. Selections from other sources
including published literature, in those instances where they
have been considered, are included.

UNIT3 OF ENTRY. The unit of entry in this bibliography is
called a "gstudy". In the case of published materials, this
corresponds closely tc an article. In the case of unpublished
materials submitted to the Agency, the Agency has sought to
identify documents at a level parallel to ths published
article from within the typically larger volumes in which they
were submitted, The resulting "studies" generally have a
distinct title (or at least a single subject), can stand alone
for purposes of review and can be described with a
conventional bibliographic citation. The Agency has also
attempted to unite 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 Raccrd Identifier, or "MRID
Number". This number is unique to the citation, and should be
uses whenever a specific refersnce is required. It is not
relatead 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 faw cases,
entries added to the bibliography late in the review may be
preceded by a nine character temporary identifying number is
also to be used whenever specific reference is needed.

FORM OF ENTRY. In addition to the Master Record Identifier
{MRID), each entry consists of a citation containing standara
elementas followed, in the case of material submitted to EPA,
by a description of the earliest known submiassion.
Bibliographic conventions used reflect the standard of the
American National Standards Institute (ANSI), expanded to
provide for certain special needs.

a. Author. Whenever the author could confidently be
identified, the Agency has chosen to show a perscnal
author. When no individual was identified, the Agency
has shown a identifiable laboratory or testing facility
as the author. When no author or laboratory could bes
identified, the Agency has shown the first submitter as
the author.
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MRID
00132392

00132394

00132395

00135300

00159856

00162260

Citation

Wolkowski-Tyl, R.; Jones-Price, C.; Ledoux, 7T.; et al.
(1982) Teratologic Evaluation of Oxytetracyline
Hydrochloride (CAS 2058-46-0) in CD-1 mice: By RTP and
NCI for Toxicological Research, Perinatal and Postnatal
Evaluation Branch. Jefferson, AK: NCTR. (Contract No.
222+80-2031 (C); study code no. MiBl-0X; available from
NTIS, Springfield, VA 22151; also in unpublished
submisgsion xeceived October 26, 1983 under 1007-79;
submitted by Pfipharmecs Div., Pfizer, Inc., New York,
NY; CDL:251603~-F)

Deichmann, W.; Radomski, J.; et al, (195%): The Chronic
Toxicity of the Arquad-C Salt of Oxytetracycline and
Oxytetracycline Hydrochloride. Final Report.
(Unpublished study received 10/26/83 under 1007-7%;
prepared by University of Miami School of Medicine;
submitted by Pfipharmecs Division, Pfizer Inc., Now’York,
N.¥Y., (CDL:251603-F).

Deichmann, W.; Bernal E.; et al,. {1962): Final Report
on Oxytetracycline - Chronic Feeding Studies in Rats and
Dogs. . (Unpublished study zeceived 10/26/83 under 1007-
79; prepared by University of Miami School of Medicine;
submitted by Pfipharmecs Division, Pfizer Inc., New York,
N.Y,

Interregional Research Project No. 4 (1977) The Reasults
of Tests on the Amount of Terramycin Remaining in or on
Peaches Including Description of the Analytical Method
Used. (Compilation; unpublished study received Dec 3,
1976 under 7E1894; CDL:097772-A)

U8 Public Health Service (1986) Toxicology and
Carcinogenesis 3tudies of Oxytetracycline Hydrochloride
(CAS No. 2058-46-0) in F344/N Rats and B6C3IF1l Mice:
(Feed Studies): Technical Report Series No. 315:NIH
Publication No. B86-2571:: Draft. Unpublished study
prepared in cooperation with Physioclogical Research

Laboratories and MidwestResearch Institute and others.
194 p.

Beutel, J. (1980) Letter sent to V. Carroll dated Nov 3,
1980: :Summary of procedure usad to secure the Terramycin
residue samples from 12 year old Bartlett pear trees in
the University of California orchards at Davis,
California, during the 1980 season:. Prepared by Univ.
of California, Pomology Dept. 11 p.
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MRID
00039917

00049036

00058254

00064602

00081151

00081153

00081266

000936035

00132391

citati
California, Department of Food and Agriculture (19572)
Residue Results: [Terramycin. (Unpublished study;

CDL:093760-D}

Pfipharmecs (1573) [Residue Study of Terramycin in
Pears). (Compilation; unpublished study receiwved Mar 25,
1974 under unknown admin. no.; CDL:223547-G)

Pfizer, Incorporated (1872°?) Microbiclogical  Agar

Diffusion Assay for Oxytetracycline in Fruit Extract:

Report No. 0 12.14. Undated method. (Unpublished atudy

received Apr 1, 1975 under 5El16ll: submitted by

California, Dept. of Food & Agriculture, Sacramento,
Calif.; CDL:095168-G)

Bly, B. (1980) Letter sent to Eugene Wilson dated Aug 27,
1980 [Residues of terramycin in peaches]. (California,
Dept. of Food and Agriculture; unpublished study:;
CDL:243753-A)

Woeod, R. T. (1977) Letter gsent to V. J. Carroll dated Sep
13, 1977: Oxytetracycline stability in fresh peach and
pear extracts (QCSA 71886). (Unpublished study received
on unknown date under 6E1700; prepared by Bioclogical
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APPENDIX D

The following is a 1list of available documents related to
hydroxytetracycline monohydrochloride and oxytetracycline calcium,
Its purpose is to provide a path to more detailed information if it
is reguired. These accompanying documents are part of the
Administrative Record for hydroxytetracycline monohydrochloride and
oxytetracycline calcium and are included in the EPA’'Ss Office of
Pesticide Programs Public Docket.

1. Eealth and Environmental Effects Science Chapters
2. Detailed Label Usage Information System (LUIS) Report

3. HydroxytetracyclineMonohydrochlorideandeytetracycline
Calcium RED Fact Sheet {included in this RED)

4. PR Notice 91-2 (Included in this RED) Pertains to the
Label Ingredient Statement

5. Summary of the Residue Data Used in the DRES Analysis and
the DRES Analysis Tables

Federal publications on hydroxytetracycline monohydrochloride
and oxytetracycline calcium are available and may be purchased from
the National Technical Information Service (NTIS), 5285 Port Royal
.Road, Springfield, VA 22161.

1. Pesticide Fact Sheet (No. 188) for Oxytetracycline: NTIS
Stock No. PB89-139026€.

2. Guidance for the Reregistration of Pesticide Products
Containing Oxytetracycline, Oxytetracycline Hydrochloride
and Oxytetracycline Calcium Complex as the Active
Ingredient (The 1988 Registration Standard): NTIS Stock
No. PB89-138556.
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If the RED declares that some or all uses of the chemical are
eligible for reregistration, affected registrants must first
respond within 90 days of receipt to tha data call-in portion of
the RED. Within 8 months of receiving the RED, registrants must
submit or cite any data and labels/labeling required for each
product. EPA has until 14 months after the RED is issued (i.e.,
6 months after the registrants' 8 month deadline) to review the
submission for each product and decide whether to reregister it
based on the following criteria:

--whether all of the product spacific data and labals/labeling
are acceptable,

=-whether all of the uses on the label/labeling are eligible,

--whether all of the active ingredients in the product are
eligible, and

--if no List 1 teoxic inert ingredient is contained in the
product (a List 1 inert is permitted only if all data
for it have been submitted and EPA determines
that the inert does not pose any unreascnable adverse
effeacts in that product).

Products which meet all of these criteria will be
reregistered. Products which do not meet all of these criteria,
but which have acceptable product specific data and labeling, will
be processed as amendments in order to implement label changes
required by the RED.

1I. INSTRUCTIONS FOR RESPONDING
A. How and When %o Respond

This section provides directions for submitting timely and
adequate responses necessary to reregister preducts containing the
active ingredient covered by the RED. Registrants must follow

these steps exactly to avoid suspension of their products. all
preducts ocontailning the active ingredient im the RED [i.e.,
manufacsturing use products, snd use products and special local need

(BLN or Ssotion 24¢c) registrations] are subject to the requirements
of the RED. 7Figure 1 summarizes how and when to respond to the
RED. A step-by-step explanation follows.

. Are Expedited Label changes Required? 1In some
instances, EPA may conclude that certain changes to product
labels/labeling must be implemented rapidly. If the RED requires
expedited label/labeling changes, registrants must submit the itenms
below by the deadline specified in the RED. If expedited label
changes are not required, go to Step 2.

a. Applicatich for Registration (EPA Form 8570-1)., Complete



PESTICIDE REREGISTRATION HRANDBCOK
I. INTRODUCTION

A. Purpoge and Content of this Handbook

This Handbook provides instructions to registrants on how to
respond to the Reregistration Eligibility Document (hereafter
referred to as the "RED") and how to reregister products.

Section I is this introduction.

Section II contains step-by-step instructions which must be
followed by ragistrants responding to the RED.

Section III provides additicnal instructions on the format,
content and other aspects of generic data, preduct specific data
and labels/labeling which may be required to be submitted.

Detailed instructions are in the Appendix.
B. The Reregistration Eligibility Document (RED)

Under Section 4 of the Federal Insecticide, Fungicide and
Rodenticide Act (FIFRA), as amended in 1988, EPA is required to
reregister pesticides that were first registered hefore November 1,
1984. The RED describes in detail the subiect chemical, its uses
and its requlatory history; describes EPA's decision concerning the
eligibility of the uses of the chemical for reregistration; and
explains the scientific and regulatocry bases for this decision.
EPA's reviews, of the data by scientific discipline are available
upon raguest. Appendices to the RED contain: (1) a Data Dall-In
Notice which reguires submission of generic and product specific
data and which gives directions for responding, (2) a listing of
existing studies that satisfy genaric data requirements and (3} a
bibliography of the generic studies EPA has reviewed.

C. The Reregistration Process

Rersgistration involves a thorough review of the scientific
data base underlying a pesticide's registration. The purpose of
EPA's review is to reassess the potential hazards arising from the
currently registered uses of the pesticide, to determine whether
the data base is substantially complets or there is need for
additional generic data, and to determine whether the pesticide is
eligible for reregistration. This decision is issued as the RED.

' EPA's science reviews and information on the registered
uses considered for EPA's analyses may be obtained from: EPA,
Freedom of Information, 401 M st., S.W., Washington, D.C. 20460.



PIGURE 1.

BEOW AND WHEN TO RESPOND TO THE REREGISTRATION

BLIGIBILITY DOCUMENT (RED) FOR MANUPACTURING USE
PRODUCTS (MPs), END-USE PRODUCTS (EPs) and BPECIAL

LOCAL NEEDS REGISTRATIONS (8LNs).

STEP 1%

S8TEP 21
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\
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/
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No
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and a notice of
reregistration
will be issued.

h the labael

v
No further response
necsssary. Await
the ocutcome of
EPA's review.



and sign the form. 1In Section II, insert the phrase "Expedited
Amendment in Response to the Reregistration Bligibility Document
for (insert case name for chemical)." Applications for expedited
label changes will be processed as applications for amended
registration. Use only an original application form with a red
identifier number in the upper right-hand corner.

b. Pive (5) copies of revised draft label and labeling.
Refer to the RED for label/labeling changes and follow the
instructions in Section III.C. and the Appendix of this Handbook
for revising the label and labeling for each product.

gtep 2. Are data required? If the RED requires generic or

product spacific data, you must follow the directions in the data

call-in notice in the RED. All registrants must respond for all

products within 90 davs of receipt; products for wvhich an adequate

response is not received on time will be subject to suspesnsion. No
\'4 .

-

§tep 3. AreUses of a Pesticide Eligible for Reregistration?
If any uses of the active ingredient(s) covered by the RED are
eligible for reregistration, follow these instructions. If po uses
are eligible, pne further response may be needed (see page 5).

EPA's decision on the eligibility of each of the uses of the
active ingredient(s) is presented in the RED. If any uses of a
chemical are eligible for reregistration, registrants for
manufacturing-use products (MPs), end-use products (EPs) and
special local needs registrations (8LNs), must submit the items

below for each product within 8 months of the date of issuance of
the RED:

a. Application for Reregistration (use EPA Porm 8570-1).
Complete and sign the form. In Section II of that form, check the
box "Other"” and insert the phrase “Application for Reregistration.n
Use only an criginal application form with a red identifier number
in the upper right-hand ceorner.

b. Tive (3) copies of revised draft label and labeling.
Refer to the RED for labeling changes specific to the active
ingredient, follow the instructions 1in Section III.C. of this
Handbook and refer to the Appendix of this Handbook for guidance on
current requirements for labels and labeling. If there are
ineligible uses on the label or labeling, you may delete such uses
and avoid all requirements and consequences which may be associated
with ineligible uses (e.g, generic data requirements, cancellation,
suspension, etc.). If you delete certain uses now and those uses
become aligible for reregistration later, you nmust submit an
amendment application to add those uses back to the label.



C. HWhere to Respond
By U.S. Mail:

Document Processing DesX (insert distribution code)
Office of Pesticide Programs (H7504C)

Environmental Protection Agency

401 M Streeat, S.W.

Washington, D.C. 20460-0001

By express mail or by hand delivery:

Document Processing Desk (insert distribution coda)
Office of Pesticide Programs (H7504QC)

Room 266A, Crystal Mall 2

1921 Jefferson Davis Highway

Arlington, VA 22202

Thess mailing addresses and the following distribution codes
nust be used to assure the timely receipt and processing of your
submissions. Not using them may sigrificantly delay the handling
of your submissions:

RED=SRRD-xxX (where xxx is the case code given on the front of
the RED)--use this distribution code for all responses pertaining
to or containing generic¢ data. Such responses include the 90-day
response forms for generic data or hard copies of generic data.

RED-RD-PMxx (where xx is the Product Manager team number)--
use this distribution code for all responses pertaining to or
containing . Such responses would
include expedited lakeling amendments, 90-day responses to product
specific data requirements, hard copies of product specific data
and applications for reregistration.

III. SURMISSION OF DATA AND LABELS/LABELING

This section provides additional instructions concerning
responses required for generic data, product specific data and
labels/labeling.

A. Ganeric Data

During EPA's evaluation of an active ingredient for

reregistration, additional generic data requirements may be
identified that registrants must fulfill. 1In some instances these
data requirements would have to be satisfied before an active
ingredient or some of its uses could be declared eligible for
reregistration. In other cases, these new data requirements would
not affaect the eligibility of the active ingredient, but would be
necessary to confirm EPA's assessment of that chemical.



c. Product Specific Data. You must follewv the instructions
in the Data Call-In Notice in the RED and in Bection III of this
Handbook. Responses to the data call in are due within 30 days of
receipt of the RED and submission or citation of data is due within
8 months of the issuance of the RED.

d. Two (2) copies of the current Confidential Statement of
Formula {EPA Form £570-4, revised February 85). Two completed and
signed CSF forms must be submitted for the basic formulation and
for each alternate formulation. If CSFs are not provided for the’
alternate formulas, they will 'hot be reregistéred and will no
longer be acceptable. The Appendix of this Handbook has specific
instructions for completing the CSF form.

e. Certification wWith Respect to Citation of Data (EPA Porm
8570-31). This form must be completed, signed and submitted for
each product to assure that the data compensation provisions of
FIFRA are mat.

B. When No Response is Needed

If no uses of a pesticide are eligible for reregistration, it
is unlikely that you will be required to submit product specific
data or labeling. Uses of an active ingredient may be declared
ineligible for reregistration for two possible reasons:

--Available data indicate that one or more of the criteria for
an in-depth special review have been meat;

-=Additional generic data are required.

In the first instance, if the active ingredient is placed into
special review, reregistration activities associated with those
uses of the chemical are stopped until EPA makes a final
determination. At that time, EPA will indicate which uses may be
eligible for reregistration and which uses are to be cancelled. 1If
some or all of the previously ineligible uses become eligible for
reraegistration, EPA will start the reregistration process for
products containing only eligible uses.

In the second instance, based upon the review of studies for
an active ingredient during reregistration, additional generic data
(e.g., second- or third-tier studies) may be needed (see the RED).
In such cases, the chemical's uses will not be eligible for
reregistration until the additional generic data have been
submitted to and reviewed and found acceptable by EPA. If the data
are reviewed and found to be acceptable, EPA will indicate which
uses will be eligible for reregistration and will initiate
reregistration of products containing previously ineligible uses.
If the data are not submitted, products containing the active
ingredient may be suspended.



--Potentially toxic inerts (List 2) for which only limited

data are available, but such data or the chemical structure suggest
the potential for toxicity (includes about 60 chemicals).

--Inerts of unknown toxicity (List 3) for which no data or
bases for suspecting toxic effects are available (includes up to
2,000 chemicals). -

-=-Inerts of minimal concern (List 4) which are generally
regarded as innocuous (includes about 290 chemicals).

When a RED is issued and any uses of an active ingredient are
declared eligible for reregistration, all products containing that
active ingredient will be subject to reregistration. EPA will, as
part of the reregistration review, examine the inert ingredients of
each product prior to reregistration to ensure that they do not
present unreascnable risks. In reviewing the product chemistry
data, EPA will identify List 1 inerts. EPA will continue to
encourage registrants to eliminate any List 1 inerts present.
Reregistration of products containing only List 2, 3 or 4 inerts
'will be unaffected by the inerts strategy.

Consistent with the strategy on inerts, a product coantaining
a List 1 inert ingredient will pot Dde reregistered until a full
risk assessment of the product has been conducted, based on the
data called in for that inert ingredient. However, the existing
registration of a product containing a List 1 inert will remain
valid as long as the product bears the required label warning and
is in compliance with any outstanding DCI, or other activity under
the inerts strateqy.

Any product ocontaining a List 2, 3 or 4 inert may De
reregistered if it meets all cther requirements for reregistration.
As the inerts strategy is implemented and data for the Liat 2 and
3 inerts are reviewed, EPA may move these inerts to the other
Lists. If an inert were moved to List 1, products containing that
inert would become ineligible for reregistration. Inert
ingredients mnust also meet normal registration and tolerance
requirements, as applicable.

2. Acute Toxicity

The data call-in notice in the RED specifies the acute
toxicity data required for reregistration of each MP or EP. It

indicatas vhether any of the standard tests have been waived and,
it so, why.

If feasible, EPA will "batch" products that are similar with
respect to their acute toxicity so that one set of tests can
support reregistration of each baatch of products. This approach
will impose the least amount of testing necessary to adequately
support the registration and labeling for pesticide products. The



Any new data requirements and how they affect reregistration
eligibility of a chemical are discussed in the RED. If new generic
data requirements are imposed in a Data Dall-In Notice in the RED,
registrants must respond as described in that Notice. The RED also
contains instructions for completing these forms, a citation of
EPA's legal authority for requiring the new data, a listing of
options avajlable to registrants for satisfying the data
requirements and the name of the contact person for inquiries.

B. Product Specific Data

Product specific data may be required for the reregistration
of each pesticide product in three arsas--product chemistry, acute
toxicity and efficacy.

1. Product Chemistry

Following are instructions for submitting product-specific
data and a discussion of EPA's policy on inert ingredients.

a. Data

All data requirements for MPs, EPs and SINs (24c's) are
specified in the Data Call-In Notice in the RED. In addition:

-~If you cite data from another identical, registered
product, you must identify the EPA registration number of that
preoduct. .

--If the product-specific data submitted or cited do not
pertain to an identical formulation tc the product submitted for
reregistration, then new preduct-specific data are required to be
submitted by the deadline specified in the Data Call-In Notice.
The only exception is for products which EPA "“groupsa" together a
being similar enough to depend on the same data. Such groupings
are discussed in the appendix to the RED (for acute toxicity
purposes, for example), if it was feasible to do so.

b. Inert Ingredients

EPA has implemented a strategqy <for regulating inert

ingredients which affects the reregistration of pesticide products.
This strategy, issued on April 22, 1987 (52 FR 13305-13309) and
updated on November 22, 1989 (54 FR 48314-48316), adopted certain
policies designed to reduce the potential for adverse effects from
pesticide products containing intentionally added inert
ingredients. EPA divided the known inert ingredients into four
categories: '

-=Inerts of toxicological concern (List 1) for which available
data demonstrate toxic effects of concern (includes about 50
chemicals).



- Claims and Prodycts for Which Efficacy Data Generally
® Are Required

Submission of efficacy data at reregistration typically is
required for the following types of products:

1. preducts claimed to control microorganisms that
pese potential threats to public health;

2. products claimed to control vertebrate pests that
may directly or indirectly transmit diseases to
humans;

3. potentially very hazardous products for which EPA
determines that it is necessary to conduct a "risk-
benefits" analysis;

4. products of types for which EPA has reasons (e.q.,
consumer complaints, unliikely claims, unusual use
pattarns, etc.) to question claims; and

C. Labels and Labeling

To remain in compliance with FIFRA, the label and labeling of
each product must be revised to meet the requirements for
reregistration as described below. "Labeling” includes the
container label and-any written, printed or graphic matter that
accompanies the pesticide in U.S. commerce at any time (such as
technical bulletins, collateral labeling, etc.). Applications for
nev uses or labeling changes that do not pertain to reregistration
must be filed geparately from the application for reregistration
described in 8tep 3 earlier. Changes to labeling which must be
made for reregistration include, but are not limited to:

1. Labeling changes specified in the RED. Such changes may
include statements on RESTRICTED USE, groundwater hazards,
protective clothing/equipment, endangered species, environmental
hazards, etc.

2. The format and content of labeling as described in 40 CFR
156.10. When further acute testing is needed, the currently
accepted precautionary stateaents will usually be retained until

testing is couplotod_and the data are reviewed.

3. Labeling changes required by Pesticide Regulatory (PR)
Notices, regulations, regulatory decisions and policies issued by
EPA which are relevant to the pesticide. Your product's labeling
must reflect any applicable requirements which are in effect at the
time the RED is issued. Some existing notices are referred to in
Section B. of the Appendix. :



main benefits of this approach are to minimize the need for animal
testing, reduce the expense to registrants to generate the tests
and decrease the resources EPA must spend on reviewing data.
Registrants may contact other registrants with products in the same
"batch" to decide whether to provide or depend on one set of data:;
alternatively, registrants may choose to conduct their own studies.

3. PRreduct Performance

Consult the Data Call-In section of the RED to determine
whether Product Performance data are required for your product.

Product performance (efficacy) data are generated in studies
designed to document how candidate pesticide formulations perform
as pest control agents. These data include tests run to determine
whether a formulation is lethal to certain pest species, to
document the effactiveness of the formulation in controlling pest
species in actual use situations, and to detearmine whether certain
claims beyond mere control of a pest (e.g., "six-month residual
effact " *kills Warfarin resistant house mice," etc.) are
Justified.

EPA has standard protocols for certain efficacy tests. In
general, standard methods have been developed for tests needed to
substantiate claims that have been made fragquently for pasticide
products. As the scope of potential pesticidal claims is extremely
broad, the Agency does not have standard methods for tests needed
to substantiate many pesticide claims, especially those that are
uncommon. The Product Performance Guidelines, Subdivision G, offer
general guidance for developing protocols for efficacy testing.
Proposed protocols should be submitted to EPA for review before
tests are initiated.

a. Efficacy Data Submission Waiver Policy

FIFRA gives the Administrator of EPA authority "to waive data
-requirements pertaining to efficacy" but does not require that
efficacy data requirements be waived for any class of pesticide
product registered under Section 3 of the Act. As a matter of
policy, EPA does not require submission of efficacy data to support
many types of pasticidal claims but does require submission of such
data for certain types of claims. As noted in 40 CFR 158.640, this
waiver applies to the gsubmission of efficacy data rathar than to
the generation of efficacy data. EPA expects sach registrant to
"angsure through testing that his products are efficacious when used
in accordance with commonly accepted pest control practices."

This general policy notwithstanding, EPA may, at any time,
require a registrant to submit efficacy data to support any claim
made for a product. EPA also may require that certain claims of

effectiveness be established bafore a Section 3 registration is
granted. :
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APPENDIX

Al

B..

Confidential Statement of Formula and Instructions
Instructions for Label Contents
Sample Label Formats--General Use & Restricwed Use

Label Regulations {40 CFR 156.10)



B. INSTRUCTIONS FOR LABEL CONTENTS

40 CFR 156.10 and Pesticide Regulatory (P.R.) Notices reguire
that specific labeling statements appear at certain locations on
the label. The sample label formats in Appendix C show where these
statements are to be placed. :

Item 1. PRODUCT NAME - The name, brand or trademark is required to
be located on the froent panel, preferably centered in the upper
part of the panel. The name of a product will not be accepted if
it is false or misleading. [40 CFR 156.10(b) )

Item 2. COMPANY NAME AND ADDRESS - The name and address of the
preducer, registrant or person for whom the product is produced are
required on the label and should be located at the bottom of the
front panel or at the sand of the label text. [40 CFR 156.10(c) )

Item 3. NET CONTENTS - A net contents statement is required on all
labels or on the container of the pesticide. The preferred
location is the bottom of the front panel immediately above the
company name and address, or at the end of the label text. The net
.contents must be expressed in the largest suitable unit, e.g., "1
pound 10 ounces" rather than "26 ounces." In addition to English
units, net contents may be expressed in metric units. {40 CFR
156.10(d))

Item 4. EPA REGISTRATION NUMBER ~ The registration number assigned
to the pesticide product must appear on the label, preceded by the
phrase "EPA Registration No.," or "EPA Reg. No." The registration
number must be set in type of a size and style similar to other
print on that part of the label on which it appears and must run
parallel to |it. The registration number and the required
identifying phrase must not appear in such a manner as to suggest
or imply recommendation or endorsement of the product by the
Agency. (40 CFR 156.10(e))

Item 5. EPA ESTABLISHMENT NUMBER - The EPA establishment number,
Preceded by the phrase “"EPA Est." is the final establishment at
which the product was produced, and may appear in any suitable
location on the label or immediate container. It must also appear

on the wrapper or outside container of the package if the EPA
establishment number on the immediate container cannot be clearly

read through such wrapper or container. (40 CFR 156.10(!)]

Item 6A. INGREDIENTS STATEMENT - An ingredients statement is
normally required on the front panel. The ingredients statement
must contain the name and percentage by weight of each active
ingredient and the total percentage by weight of all inert
ingredients. The preferred location is immediately below the
product name. The ingredients statement must run parallel with,
and be clearly distinguished from, other text on the panel. It
must not be placed in the body of other text. [40 CFR 156.10(q)]

Item 6B. POUNDS PER GALLON STATEMENT - For liquid agricultural



Instructions for cCompleting the confidential Statement of
Formula

The Confidential Statement of Formula (CSF) Form B8570-4 must
be used. Two legible, signed copies of the form are required.
Following are basic jinstructions:

a. All the blocks on the form must be filled in and answered
completely.

b. 1If any block is not applicakle, mark it N/aA.

¢. The CSF must be signed, dated and the telephone number of
the responsible party must be provided.

d. All applicable information which is on the product-
specific data submission must also be reported on the CSF.

e. All weights reported under item 7 must be in pounds per
gallon for liquids and pounds per cubic feet for solids.

f. Flashpeint must ke in degrees Fahrenheit and flame
extension in inches. :

g. For all active ingredients, the EPA Registration Numbers
for the currently registered socurce products must be reported under
celumn 12,

h. The Chemical Abstracts Service (CAS) Numbers for all
actives and inerts and all common names for the trade names must be
reported.

i. For the active ingredients, the percent purity of the
source products must be raported under column 10 and must be
exactly the same as on the source product's label.

j. All the weights in columns 13.a., and 13.b. must be in
pounds, Kilograms, or grams. In no case will volumes be accepted.
Do not mix English and metric system units {(i.e., pounds and
kilograms).

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

1. All items under columns 14.a. and 1l4.b. for the active
ingredients must represent pure active form.

m. The upper and lower certified limits for all active and
inert ingredients must follow the 40 CFR 158.175 instructions. An
explanation must be provided if the proposed limits are different
than standard certified limits. : _

n. When new CSFs are submitted and approved, all previously
submitted CSFs become obsclete for that specific formulation.



Item 7C. SKULL & CROSSBONES AND WORD "POISON"™ - On products
assigned a toxicity Category I on the basis of oral, dermal, or
inhalation toxicity, the word "Poison" shall appear on the label in
red on a background of distinctly contrasting color and the skull
and crossbones shall appear in immedjate proximity to the word
POISON. [40 CFR 156.10(h) (1)(i)].

Item 7D. STATEMENT OF PRACTICAL TREATMENT = A statement of
practical treatment (first aid or other) shall appear on the label
of pesticide products in toxicity Categories I, II, and III. [40
CFR 156.10(h) (1) (iii)]

Item 7E. REFERRAL STATEMENT -« The statament "see Side (or Back)
Panel for Additional Precautionary Statements” is required on the
front panel for all products, unless all required precautionary
statements appear on the front panel. [40 CFR 156.10(h) (1) (iii)].

Item 8. SIDE/BACK PANEL PRECAUTIONARY LABELING - The precautionary
statements listed below must appear together on the label under the
heading "PRECAUTIONARY STATEMENTS." The preferred location is at
the top of the side or back panel preceding the directions for use,
and it is preferred that these statements be surrounded by a block
- outlinae. Each of the three hazard warning statements must be
headed by the appropriate hazard title. [40 CFR 156.10(h)(2)]

Item 8A. HAZARD TO HUMANS AND DOMESTIC ANIMALS - Where a hazard
exists to humans or domestic animals, precautionary statements are
required indicating the particular hazard, the route(s) of exposure
and the precautions to bes taken to aveid accident, injury or
damage. . [40 CFR 1568.10{h) (2)(1i}]

Item 8B. ENVIRONMENTAL HAZARD - Where a hazard exists tc¢ non-
target organisms excluding humans and domestic animals,
precautionary statements are required stating the nature of the
hazard and the appropriate precautions to avoid potential accident,
injury, or damage. ({40 CFR 156.10(h) (2) (ii)}

Item 8C. PHYSICAL OR CHEMICAL HAZARD ~ FLAMMABILITY Precautionary
statements relating to flammability of a product are required to
appear on the label if it neets the criteria in the PHYS/CHEM
Labelingnnppcndix. The requirement is based on the results of the
flashpoint determinations and flame extension tests required to be
submitted for all products. These statements ara to be located in
the side/back panel precautionary statements section, preceded by
the heading "Physical/Chemical Hazards." Ncte that no signal word
is used in conjunction with the flammabjility statements.

Item 9A. RESTRICTED USE CLASSIFICATION - FIFRA sec. 3(d) requires
that all pesticide formulations/uses be classified for either
general or restricted use. Products classified for restricted use
may be limited to use by certified applicators or persons under
their direct supervision (or may be subject to other restrictions
that may be imposed by regqulation). If your product has been
classified for restricted use, then these requirements apply:



formulations, the pounds per gallon of active ingredient must be
indicated on the label. [40 CFR 156.10(h) (iv))

Item 6C. NAMES TO BE USED IN INGREDIENT STATEMENT - The acceptable
common name, if there is one, shall be used, followed by the
chemical nanme. If no common name has been established, the
chemical name alone shall be used. cChemicals related to the active
ingredient are allowed to be 1listed gpnly if efficacy data
supporting such claims are submitted or referenced. If such data
are provided, the related chemicals must be listed geparately and
not as a portion of the active ingredient.

Item 6D. INERT INGREDIENTS RECLASSIFIED AS ACTIVE INGREDIENTS - If
EPA has reclassified chemicals from inert ingredient status to
active ingredient status, registrants of affected products must
change the ingredient statement accordingly (See 52 FR 13307-8,
April 22, 1987). If such pesticides have food uses, tolerances
must either be established for such uses, or an exemption from the
requirement for tolerances must be obtained.

Item 6E. NOMINAL CONCENTRATION - The amount of active ingredient
declared in the ingredient statement mnust be the nominal
concentration of the product as defined in 40 CFR 158.1%3(i) and
described in P.R. Notice 91-2.

Item 7. WARNINGS AND PRECAUTIONARY STATEMENTS - Front panel
precautionary statements must be grouped together, preferably
within a block ocutline. The table below shows the minimum type
size requirements for various size labels.

Size of Label on
Front Panel

Signal Word
Minimum Type Size

"Keep Out of Reach
of Children"

in Square Inches =  All Capitals =~ = Minimum Tvpe Size
5 and under 6 point 6 point

above 5 to 10 10 point 6 point

-above 10 to 15 12 point 8 point

abovae 15 to 30 14 point 10 point

over 30 18 point 12 point

Item 7A. CHILD HAZARD WARNING STATEMENT - The statement "Keep Out

of Reach of Children" must be located on the front panel above the
signal word except whers contact with children during distribution
or use is unlikely. [40 CFR 1%6.10(h)(1)(ii))

Item 7B. SIGNAL WORD -~ The signal word (DANGER, WARNING, or
CAUTION) is required on the front panel immediately kelow the child
“hazard warning statement. (40 CFR 156.10(h)(1)(1)]. :



accordance with PR Notice 83-2, March 29, 1983.

Item 10B. STORAGE AND DISPOSAL BLOCK ~ All labels are required to
bear storage and disposal statements. These statements are
developed for specific containers, sizes, and chemical content.
These instructions must be grouped and appear under the heading
"Storage and Disposal® in the directions for use. This heading
must be set in the same type sizes as required for the child hazard
warning. Refer to P.R. Notices 83-3 and 84~-1 to determine the
storage and disposal instructions appropriate for your products.

Item 10C. DIRECTIONS FOR USE - Directions for use must be stated
in terms which can be sasily read and understood by the average
person likely to use or to supervise the use of the pesticide.
When followed, directions must be adequate to protect the public
from fraud and from personal injury and to prevent unreasonable
adverse effects on the environment. [40 CFR 156.10(i) (2)]

COLLATERAL LABELING .

Bulletins, leaflets, circulars, brochures, data sheets, flyers, or
other written or graphic printed matter which is referred to on the
label or which is to accompany the product are termed collateral
labeling. Such labeling may not bear claims or represantations
that differ in substance from those accepted in connection with
registration of the product. Collateral labeling must be made part
of the response to the RED and submitted for review.



1. All uses restricted. The following statements must be placed

in a black box at the top of the front panel of the label and
labaling:

a. The statement "Restricted Use Pesticide" must appear at
the top of the front panel of the label. The statemant
must be set in type of the same minimum size as required
for human hazard signal word (see table in 40 CFR

156.10(h) (1) (iv)]. No statements of any kind may appear
above this RUP statement.

b. The reason.for the the restricted use classification must
appear below the RUP statement. The RED will prascribe
this statement.

c. A summary statement of the terms of restriction must
appear directly below this reason statement on the front
panel. If use is restricted to certified applicators,
the following statemant is required: “For retail sale to
and use only by Certified Applicators or persons under
their direct supervision and only for those uses covered
by the Certified Applicator's Certification." The RED
will specify what statement must be used.

2. Bome but not all uses restricted. If the RED states that some
uses are clagsified for restricted use, and some are
unclassified, several courses of action are avajilable:

a. You may label the product for Restricted use. If you do
$0, Yyou may include on the label uses that are
unrestricted, but you may not distinguish them on the
label as being unrestricted.

b. You may delete all restricted uses from your label and
submit draft labeling bearing only unrestricted uses.

c.. You may “split™® your registration, i.e., register two
separate products with identical formulations, one
bearing only unrestricted uses, and the other bearing
restricted uses. To do so, submit two applications for
rersgistration, each containing all forms and necessary
labels. Both applications should be submitted
simultaneously. Note that the products will be assigned
separate registration numbers.

Item 9B. MISUSE STATEMENT - All products must bear the misuse
statement, "It is a violation of Federal law to use this product in
a manner inconsistent with its labeling.® This statement appears

at the beginning of the directions for use, directly beneath the
heading of that section.

Item 10A. REENTRY STATEMENT - If a restricted entry interval (REI)
has been established by the Agency, it must be included on the
label. Additional worker protection statements may be required in
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§ 156.10

lations in this Purt. The contents of &
label must show clearly and promi-
nently the following:

{1) The name, brand, or trademark
under which the product is sold as pre-
tilt':l'il:ied in paragraph (b) of this sec-

on;

({1} The name and address of the
producer, registrant, or persen for

- whom produced as prescribed {n para-
graph (¢) of this section;

dii) The nest contents as prescribed
in paragraph (d) of this section;

(ivyi The product registration
number as prescribed in paragraph (e)
of this section;

(v) The producing establishment
number as prescribed in paragraph (f)
of this section;

(vl) An ingredient statement as pre-
tilt:rﬂ:iec! in paragraph (g) of this sec-

on;

(vil) Warning or precautionary state-
ments as prescribed in paragraph (h)
of this section;

(vill) The directions for use as pre-
lcr‘ilbed in paragraph (i) of this section;
an

{ix) The use classification(s) as pre-
scrided in paragraph (j) of this section.

(2) Prominence and legibility. (1) All
words, statements, graphic representa-
tions, designa or other information re-
quired on the labeling by the Act or
the regulations in this part must be
clearly legible to a person with normal
vision, and must be placed with such
conspicuousness (as compared with
other words, statements, designs, or
graphic matter on the labeling) and
expressed in such terms as to render it
iikely to0 be read and understood by
the ordinary individual under custom-

“ary oconditions of purchase and use.

(i) ALl required label text must:

(A) Be set in 6-point or larger type;

(B) Appear m%n 8 clear contrasting

(C) Not be obacured or crowded.

(3) Languape to de used. All required
1abel or labeling text shall appear in
the English language. However, the
Agency may require or the applicant
may propose additional text in other
languages as is conzsidered necessary to
protect the public. When additional
text in another language is necessary,
all labeling requirements will be ap-
plied equally to both the English and

40 CFR Ch. | (7.1-89 Editien)
r:‘her-h.nsuue versions of the label.

(4) Placement of Labdbel—(1) Genergl
‘The label shall appear on or be securs.
1y attached to the iImmediate contain.
er of the pesticide product. For pur.
poses of this Bection, and the miy
branding provisions of the Act, “se.
curely attached” shall mean that
label can reasonably be expected to
remain affixed during the foreseeable
conditions and period of use. If the im.
mediate contalner is enclosed within g
wTapper or outside container through
which the label cannot be clearly read,
the label must also be securely at.
tached to such outside wrapper or con-
tainer, if it {3 a part of the package a3
customarily distributed or sold.

(i) Tank cars and other bulk con.
tainers—(A) Transportation. While a
pesticide product is in transit, the ap-
propriate provisions of 49 CFR Parts
170-188, concerning the transportation
of hazardous materials, and specifical-
ly those provisions concerning the la-
beling, marking and placarding of haz.
ardous materials and the vehicles car.
rying them, define the basic Fedenal
requirements. In addition, when any
registered pesticide product is trans.
ported in a tank car, tank truck or
other mobile or portable bulk contain-
er, & copy of the accepted label must
be attached to the shipping papers,
and left with the consignee at the time
of delivery.

(B) Storage. When pesticide prod-
ucta are stored in bulk containers,
whether mobile or stationary, which
remain in the custody of the user, s
copy of the label of labeling, including
all appropriate directiona for use, shall
be sscurely attached to the container
in the immediate vicinity of the dis-
charge control valve. .

(8) False or misleading statements.
Pursuant to section 2(gX1XA) of the
Act, 8 pesticide or & device declared
subject to the Act pursuant to
§ 153.240, is misbranded if ita labeling
is false or misleading in any particular
inciuding both pesticidal and non-pes-
ticidal claims. Examples of statements
or representations in the labeling
which constitute misbranding include:

(1) A false or misleading statement
concerning the composition of the
product;
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cter has asserted s confidential
;u“lzgiw information claim concerning

(8) A COPY of each document, propos-
al, or other item of written material
concerning the Registration Standard
provided by the Agency to any person
or DAIY outside of government
(within 15 working days after the item
is made available to such person or

).
pa(.;t)yA copy of the Registration Stand-

u?:') wWith respect to a Registration
gtandard for which the Agency has
determined that s substantially com-
plete chronic health and teratology
data base exists, a copy of the FrpemaL
RzcisTER notice concerning svailabil-
ity of & proposed Refgistration Stand-
ard, and & copy of each comment re-
ceived [n response to that notice
(within 10 working days after receipt
by the Agency, or 15 working days i
the submitter has asserted a confiden-
tial business information claim con-
cerning the material).

(8) A copy of the ProrraL REGISTER
notice announecing the {ssuance of the

tion Standaréd (within 10
working days after the publication of
the notice).

(¢) Index of the docket. The Agency
will establish and keep current an
{ndex to the docket for sach Registra-
tion Standard. The index will include,
but is not limited to:

(1) A list of each meeting between
the Agency and any person or party
outside of government, containing the
date and subject of the meeting, the
names of participants and the name of
the person requesting the meeting.

(2) A list of each document in the
docket by title, source or recipient(s),
and the date the document was re-
ceived or provided by the Agency.

(d) dvatlability of docket and indi-
Agency will make avail-

rials piaced in the public docket to

§156.10

theae persons. Annuslly, EPA will re-
qQuire that persons on the list renew
their requests for inclusion on the liat.

(3) The Agency will {ssue annually in
the Froenarl REGISTER (In conjunction
with the annual schedule notice speci-
fied in §155.28) a notice announcing
the avallability of docket indicea,

(4) Each FroraaL RraoisTer notice of
availability of a Registration Standard
will announce the availabllity of the
docket index for that Standard.

0155.34 Notice of availabllity.

(a) The Agency will issue in the Fep-
ERAL REGISTER & Dotice announcing the
{ssuance and availability of Registra-
tion Standard which:

(1) Concerns a previcusly unregis-
tered active ingredient; or

(2) Concerns a previously registered
active ingredient, and the Registration
Standard states that registrants will
be required (under FIFRA section
3cX2XB)) to submit chronic health
(including, but not limited to, chronic
feeding, oncogenicity and reproduc-
tion) or teratology studies.

(b) Interested persons may submit
comments concerning any Registra-
tion Standard described by paragraph
(a) of this section at any time.

(¢) The Agency will issue In the Frp-
ErAL REcisTER & nNotice announcing the
availability of, and providing opportu-
nity for comment on, each proposed
Registration Standard which concerns
a previously registered active ingredi-
ent for which the Agency has deter-
mined that a substantially complete
chronic health and teratology dats
base exista. Following the comment
period and issuance of the Registra-
tion Btandard, the Agency will issue in
the Froraal RECISTER & Dotice of avall-
ability of the Registration Standard.

PART 156—LABELING REQUIRE-
MENTS FOR PESTICIDES AND DE-

AvrnorrTY: T UA.C. 134-1387.

9164.10 Labeling requirements.

(a) General—(1) Contents of the
label Every pesticide products shall
bear & label containing the informa-
tion specified by the Act and the regu-
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tent of the packages in a shipment fall
below the stated average content.

te) Product registration number.
‘I'h: registration number llli?’;: :‘;
the pesticide product st t.heh el
registration shall appear on the U
prmdeﬂ by the phrase “EPA Reg.
tration No.,” or the phrase be

No." The registration clln'ltn;{?:r shall to
set In type Of B o the label
rint on that part of the
St which It appears and shall run Ll
alle] to it. The registration number
and the required identifying phrase
shall not appear in such a manner as
to suggest or imply recommendation
or endorsement of the product by the
Agency.

() Producing establishments regils-
tration number. The producing estab-
lishment registration number preced-
ed by the phrase “EPA Est.”, of the
final establishment at which the prod-
uct was produced may appear in any
suitable location on the label or imme-
diate container. It must appear on the
wWrapper or outside container of the
package if the EPA establishment reg-
istration number on the immediate
container cannot be clearly read
through such wrapper or container.

(g8) Ingredient statementi—(1) Gener.
al. The label of each pesticide product
must bear a statement which contains
the name and percentage by weight of
each active ingredient, the total per-
centage by weight of all inert ingredi-
ents; and if the pesticide contains ar-
senic In any form, a statement of the
percentages of total and water-soluble

(2) Position of ingredient statement.
(1) The ingredient statement iz nor-
mally required on the front pane! of

40 CFR Ch. | (7-1-89 Rditien)

the label. If there s an outside con.

tainer or wWrapper through which the
ingredient statement cannot be clearly

read, the ingredient statement muat
also appear on such outside container
or wrapper. If the size or form of the
package makes it impracticable to
place the ingredient statement on the
front panel of the label, permission
may be granted for the ingredient
statement to appear elsewhere.

(i) The text of the ingredient state.
ment must run parallel with other
text on the panel on which it appears,
and must be clearly distinguishabie
tromtndmu:tnotbeph.cedlnthe
body of other text.

(3) Names to be uzed in tngredient
statement The name used for each n.-
gredient ahall be the accepted
common name, if there is one, fol.
lowed by the chemical name. The
€ominon name may be used alone only
if it is well known. If no common name
has been established, the chemical
name alone shall be used. In no case
will the use of & trademark or proprie-
tary name be permitted unless such
name has been accepted as & common
name by the Administrator under the
authority of section 25(cX8).

(4) Statements of perceniages. The
percentages of ingredients shall be
stated in terms of weight-to-weight.
The sum of percentages of the active
and the inert ingredients shall be 100,
Percentages shall not be expressed by
& range of values such as “23-25%." If
the uses of the pesticide product are
expressed as weight of active ingredi-
ent per unit area, s statement of the
weight of active ingredient per unit
volume of the pesticide formulation
shall also appear in the ingredient

. statement.

(8) Accurecy of staled percentages.
‘The percentages given shall be as pre-

- clse as possible reflecting good manu-
facturing

practice. 1f there may be un-
avoidable variation between manufac-
turing batches, the value stated for
each active ingredient shall be the
lowest percentage which may be
present.

(8) Deterioration. Pesticides which

change in chemical composition sig-
nificantly must meet the following la-

beling requirements:
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(i) A false or misleading statement
the effectiveness of the
product as a pesticide or device;

(it) A false or misleading statement
spout the value of the product for
purposes other than as & pesticide or

evice;
¢ (iv) A false or misleading comparison
with other pesticides or devices;

(v} Any statement directly or indi-
rectly implying that the pesticide or
. device is recommended or endorsed by
any agency of the Federal Govern-
ment;

(vi) The name of a pesticide which
contains two or more principal active
ingredients if the name suggests one
or more but not all such principal
sctive ingredients even though the
names 0f the other ingredients are
stated elsewhere in the labeling;

(vil) A true statement used In such a
way As tO give a false or mizlesding im-
pression to the purchaser; _

(viii) Label disclaimers which negate
or detract from labeling statements re-
quired under the Act and these regula.
tions;

(ix) Claims as to the safety of the
pesticide or its ingredients, including
statements such as “safe,” “nonpoison-
ou.'u “nonlnjuﬂom." uhmmn or
“pontoxic t0 humans and pets” with
or without such a qualifying phrase as
“when used as directed”; and

(x) Non-numerical and/or compars-
tive statements on the safety of the
product, including but not limited to:

(é) “Contains all natural ingredi-
en u:_

(B) “Among the least toxic chemi-
cals known"

(C) “Pollution approved”

(6) Final printed labeling. (1) Except
A8 provided in paragraph (aX8Xil) of

screened directly onto glass or metal
containers or large bag or drum labels.
Such reproductions must be of micro-
film reproduction quality.

(b) Name, drand, or trademark. (1)
The name, brand, or trademark under
which the pesticide product is sold
la.mbel aAppear on the front panel of the

(2) No name, brand, or trademark
may sppear on the Iabel which:

(1) Is {false or misleading, or

(1) Has not been approved by the
Administrator through registration or
supplemental registration as an addi-
tional name pursuant to § 152.132.

(¢) Name and address of producer,
registrant, or person for whom pro-
duced. An unqualified name and ad-
dress given on the label shall be con-
sidered as the name and address of the
producer. If the registrant’'s name ap-
pears on the label and the registrant is
not the producer, or if the name of the
person for whom the pesticide was
produced appears on the label, it must
be qualified by appropriate wording
such as “Packed for * * *,” “Distribut-
edby* * *"or“Soldby"* * * to show
that the name is not that of the pro-
ducer,

(d) Net weipht or measure of con-
tents. (1) The net weight or measurs
of content shall be exclusive of wrap-
pers or other materials and shall be
the average content unless explicitly
stated as & minimum quantity.

(2) I the pesticide iz a liquid, the
net content statement shall be in
terms of liquid measure at 88° F (20°C)
and shall be expressed In conventional
American units of fluid ounces, pints,
quarts, and galions.

(3) If the pesticide is solid or semi-
solid, viscous or pressurized, or is a
mixture of liquid and solid, the net
content statement shall be In terms of
weight expressed as avoirdupols
pounds and ounces.

(4) In all cases, net content shall be
stated in termas of the largest suitable
units, i.e., “1 pound 10 ounces” rather
than “38 ounces.”

(5) In addition to the required units
specified, net content may be ex-
pressed in metric units,

(8) Variation above minimum con.
tent or around an average iz permiasi-
ble only to the extent that it repre-
sents deviation unavoidable in good
manufacturing practice. Variation
below & stated minimum iz not permit-
ted. In no case shall the sverage con-
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that it is approved for use on infants
or snall children, may the Administrs-
tor walve thig requirement.

(i} Staiemeni or practical treal-
ment—(A) Tozictty Category I A
statement of practical! treatment (first
aid or other) shall appear on the front
panel of the label of all pesticides fall-
ing into Toxicity Category 1 on the
baszis of oral, inhalation or dermal tox-
icity. The Agency may, however,
permit reasonable variations in the
placement of the statement of practi-
cal treatment is some reference such
as “See statement of pmt.icl.lotruthtfe-

ent on back panel” appears on the
gom panel near the word “Poison
and the skull and croasbones.

(B) Other toxicity calepories. The
statement of practical treatment is not
required on the front panel except as
described in paragraph (W X1XiiXA) of
this section. The applicant may, how-
ever, include such a front panel state-
mept st his option. Statements of
practical treatment are, however, re-
quired elsewhere on the label in
accord with paragraph (hX2) of this
section if they do not appear on the
front panel.

(v) Placement and prominence. All
the require front panel warning state-
ments shall be grouped together on
the label, and shall appear with suffi-
clent prominence relative to other
front panel text and graphic material
to make them unlikely to be over-
looked under customary conditions of

purchase and use. The {following table
shows the minimum type sise require-

40 CFR Ch. | (7-1-89 Kditien)

ts for the front panel w
;.tl.:numenu on various sives of labels:

Poirny

Size of label from in “
Pl in suare | Reguired -
o, al reach o
capnaie childiren
§ and uwe [ ] [
Above $ 0 10 10 8
Acove 0S| 12 s
Above 15 20 14 18
Ower 20 18 12

“Precautionary Statements” and
under appropriate subheadings of
“Hazard to Humans and Domestic Ani.
mals.,” “Environmental Hazard" and
“Physical or Chemical Hazard "

(1) Hazard to Aumans and domestic
animals. (A) Where a hazard exists to
humans or domestic animals, precau.-
tionary statements are required indi.
cating the particular hazard, the
route(s) of exposure and the precau.
tions to be taken to avoid accident,
injury or damage. The precautionary
paragraph shall be immediately pre-
eedr:l by the appropriate hazard signatl
wo

(B) The following table depicts typi-
cal precautionary statements. These
statements must be modified or ex.

panded to reflect specific hazards.
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@) In cases where it ia determined
(nat & cide formulation changes
pemical composition significantly.
the product must bear the following
gatement in B prominent position on
the label: “Not for sale or use after
]'rhe product must meet all label
up to the expiration time indi-
on the label.

() Inert ingredients. The Adminis-
trator maY require the name of any
ipert ingredient(s) to be listed in the

ent statement if he determines
that such ingredient(s) may pose &
to man or the environment.

(h) Wamings and precautiongry
statements. Required warnings and
precautionary statements concerning

(date
Y
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the general areas of toxicological
hazard including hazard to children,
environmental hazard, and physical or
chemical hazard fall into two groups;
those required on the front panel of
the labeling and those which may
appear elsewhere, Specific require.
ments concerning content, placement,
type aize, and prominence are given
below.

(1) Regquired front panel statements,
With the exception of the child
hazard warning statement, the text re-
quired on the front panel of the label
is determined by the Toxlcity Catego-
ry of the pesticide. The category is as-
signed on the basis of the highest
hazard shown by any of the indicators
in the table below:

Touicity categories
Hagrd nACHOR | ] n v
a.w.....,_....ml-lou’;ummn mammm..ﬂ:mmmw Grester than 5000 myg/
™5 -
palgtion (Cu .. UP 10 and Including 2 From .2 vy 2 mg/Maw ... From 2. fwu 20 mg/Mer ... Greater than 20 mg/ier.
mg/Wer.
el LD ———..| Up 10 and inchuding 200 Erom 200 #wu 2000 ......—.| From 2.000 vy 20,000...| Greater than 20,000
my/Rg
Eye aftects.. . Coroaive: comeal Cormesi opacity No comeal concity, No riation.
opacity ot reversible reversible within 7 rrigtion reversible
within 7 days. days: rkgton within 7 darye.
persinting for 7 deys.
Skin gflacts.. ... Corosive Sovers imtation: at 72 Modergie ritation gt 72 | Wiild or afight Fritation at
hours. hours. 72 hours.

(1) Humen hazard signal word—(A)
Toxicily Category 1. All pesticide prod-
ucts meeting the criteria of Toxicity
Category 1 shall bear on the front
panel the signal word “Danger.” In ad-
dition if the product was assigned to
Toxicity Category 1 on the basis of its
oral, inhalation or dermal toxicity (as
distinct from skin and eye local ef-
feets) the word “Poison"” shall appear
in red on a background of distinctly
contrasting color and the skull and
crossbones shall appear in immediate
proximity to the word “poison.” .

(B) Toxicity Category II. All pesti-
cide products meeting the criteria of
Toxicity Category II shall bear on the
m panel the aignal word “Warn.

(C) Toxicity Catepory III. All pesti-
cide products meeting the criteria of
Toxicity Category III shall bear on
the front panel the signal word “Cau-

(D) Tozicity Category IV. All pesti-
cide products meeting the criteria of
Toxicity Category IV shall bear on the
front panel the signal word "“Caution.”

(E) Use of signal words. Use of any
signal word(s) associated with a higher
Toxicity Category is not permitted
except when the Agency determines
that such labeling is necessary to pre-
vent unreasonable adverse effects on
man or the snvironment. In no case
shall more than one human hazard
signal word appear on the front panel
of a label. '

(i) Child hasaerd warming. Every pes-
ticide product laoel shall bear on the
front panel the statement “keep out of
reach of chiidren.” Only In cases
where the likelihood of contaci with
children during distribution, market.
ing, storage or use is demonstrated by
the applicant to be extremely remote,
or if the nature of the pesticide is such
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(B) The label bears a reference to
the directions for use in accompanying
leaflots or circulars, such as “See di-
rections in the enclosed circular:" and

(C) The Administrator determines
that it is not necessary for such direc.
tions to appear on the label.

(ii1) Ezceptions to requirement for
direction for use—{A) Detalled direc-
tions for use may be omitted from la-
beling of pesticides which are intended

for use only by manufacturers of prod-

ucts other than pesticide products in
their regular manufacturing processes,
provided that:

(I) The label clearly shows that the
product is intended for use only in
manufacturing processes and specifies
the type(s) of products involved.

(2) Adequate information such as

technical data sheets or bulletina, is
available to the trade specifying the
type of product involved and its
proper use in manufacturing process-
o8 .
(3) The product will not come into
the hands of the general public except
after incorporation into finished prod-
ucts; and

(4) The Administrator determines
that such directions are not necessary
to prevent unreascnable adverse ef-
fecta on man or the environment.

(B) Detailed directions for use may
be omitted from the labeling of pesti-
cide products for which sale is limited
to physicians, veterinarians, or drug-
gists, provided that:

(1) The label clearly states that the
product is for use only by physicians
or veterinarians;

(2) The Administrator determines
that such directions are not necessary
to prevent unreasonable adverse ef-
fecta on man or the environment; and

(1) The product is also a drug and
regulated under the provisions of the
Federal Food, Drug and Cosmetic Act.

1abeling of pesti-
¢ide products which are intended for
use only by formulators in preparing
pesticides for sale to the publie, pro-
vided that:

(1) There is information readily
available to the formulators on the
composition, toxicity, methods of use,
applicable restrictions or limitations,

40 CFR Ch. | (7-1-89 Rdition)

and effectiveneas of the product for
pesticide p )

(2) The label clearly states that the
product is intended for use only in
manufacturing, formulating, mixing,
Or repacking for use as & pesticide and
specifies the type(s) of pesticide prod-

‘ucts involved;

(3) The product as finally manufac-
tured, formulated, mixed, or repack-
aged is registered: and

(€) The Administrator determines
that such directions are not necessary
to prevent unreascnable adverse ef.
fects on man or the environment.

(2) Contents af Directions for Use.
The directions for use shall include
the following, under the headings “Dji.
rections for Use':

() The statement of use clasaifica-
tion as prescribed in paragraph (J) of
this section immediately under the
heading “Directions for Use.”

(i) Immediately below the state-
ment of use classification, the state-
ment “It {3 a viclation of Federal law
to use this product in & manner incon-
sistent with itz labeling.”

(i1f) The site(s) of application, as for
example the crops, animals, areas, or
objects to be treated.

(iv) The target pest(s) associated
with each site.

(v) The dosage rate associated with
each site and pest.

{vl) The method of application, in-
cluding instructions for dllution, if re-
qQuired, and type(s) of application ap-
paratus or equipment required.

(vil) The frequency and timing of ap-
plications necessary to obtain effective
results without causing unreasonable
sdverse effects on the environment.

(vill) Specific limitations on reentry
to areas where the pesticide has been
applied, meeting the requirements

reentry provided by 40
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) ”ﬁmmw hazards. Where a
“’l.demtonon target organisms
uding humans and domestic ani-
excl utionary statements are re-
ﬁd stating the nature of the
:,prd and the appropriate precau-
ns O aveld potential accident,
“"m or damage. Examples of the
m",w-d statements and the circum.
funoa under which they are required

fo(lf;r 1f a pesticide Intended for out-

door use contains an active ingredient

with 8 mammalian acute oral LD,, of

100 or less, the statement “This Pesti-
is Toxic to Wildlife" i3 required.

(B) If a pesticlde intended for out-
door use contains an active ingredient
with & fish acute LC,, of 1 ppm or less,
the statement “This Pesticide is Toxie
to Pish” is required.

(C) If a pesticide intended for out-
door use contains an active ingredient
with an avian acute oral LD, of 100
mg/kg or less, or & subacute dietary

§ 186.10

LCw of 500 ppm Or less, the statement
“This Pesticide is Toxic to Wildlife” &
required.

(D) 1If either accident history or field
studies demonstrate that use of the
pesticide may result in fatality to
birds, flah or mammals, the statement
“This pesticide is extremely toxic to
wildlife (fish)” is required.

(E) For uses involving foliar applica.
tion to agricultural crops, forests, or
shade trees, or for mosquito abate-
ment treatments, pesticides toxic to
pollinating insects must bear appropri-
ate label cautions,

(™ For all outdoor uses other than
aquatic applications the label must
bear the caution “Keep out of Iakes,
ponds or streams. Do not contaminate
water by cleaning of equipment or dis-
posal of wastes.”

(1) Physical or chemical hazards.
Waming statements on the lammabil-
ity or explosive characteristics of the
pesticide are required as follows:

(A} PrEssuaizan ConTaumEns _
Fuash pont #t o Deiow 20° F: i there is & flastiback at | Exvemely flammable. Contents under presssrs. Keep ewwy from
any vaive cpening. fre. sperks, and heated surfaces. Do not punciure o incinerate

rsting.
Fash point above 20° ¥ and not over 80° F or ¥ e | Flammable. Condents under pressure. Kesp sway #om teat
a

flame sxtarsion & mors than 18 in ong at

datance parks, and open feme. Do not punciure of ncinerale contsine.

ol 8 in from the fame. mnnm-noniwrmmm
Al othar prassurized contaners Coments under gressurs. DO NOt L6 or Siore neer heat or open
. fame. Do not puncese or inGinerte contaner. Exposure 0
femperstures above 130° F may cause burting.
) NONPRESSUMZED CONTANERS
At or below 20° Extromely famrable. Kesp sway fom e, sparks, and heated
Abtve 20° F and not over 00° F Flammable. Kesp sway rom hest snd open flams.
Above 30° F and not over 180° K Do not ues or siore Near Aest or apen Rame.

(1) Directions for Use—(1) General
requiremenis—(1) Adequacy and clar-
ity of directions. Directions for use
must be stated {n terms which can be
easily read and understood by the av-
erage person likely to use or to super-
vise the use of the pesticide. When fol-
lowed, directions must be adequate to
protect the public from fraud and
from personal injury and to prevent
unreasonable adverse effects on the
environment,

(1) Placement qf directions for use.
Directions may appear on any portion
of the label provided that they are
conspicuous enough to be easily read
by the user of the pesticide product.
Directions for use may appear on
printed or graphic matter which ac-
companies the pesticide provided that:

(A) If required by the Agency, such
printed or graphic matter is securely
attached t0 each package of the pesti-
cide, or placed within the outside
WIADDEr or bag;
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y Any limitations or restrictions on

(’nqul.l"d to prevent unreasonable
S verse effects, such as: |

(A) Required intervals between ap-
plication and harvest of food or feed
"'g: ‘Rotational erop restrictions.

(C) Warnings as required against use
on C€ crops, animals, objects, or

or adjscent to certain areas.

(D) (Reserved]

(E) For restricted use pesticides, a
statement that the pesticide may be
spplied under the direct supervision of
s certified applicator who is not phys-

present at the site of application

put nonetheless available to the

person applying the pesticide, unless

the Agency has determined that the

pesticide may only be applied under

the direct supervision of a certified ap-
tor who i3 physically present.

(™ Other pertinent information
which the Administrator determines
to be necessary for the protection of
man and the environment.

(j) Statement of Use Classificalion.
By October 22, 1976, all pesticide prod-
ucts must dear on their labels a state.
ment of use classification as described
in paragraphs (j) (1) and (2) of this
section. Any pesticide product for
which some uses are classified for gen-
eral use and others for restricted use
shall be separately labeled according
to the labeling standards set forth in
this subsection, and shall be marketed
as separate products with different
registration numbers, one bearing di-
rections only for general use(s) and
the other bearing directions for re.
stricted use(s) except that, if a product
has both restricted use(s) and general
use(s), both of these uses may appear
on a product labeled for restricted use.
Such products shall be subject to the
provisions of paragraph (JX2) of this

(1) General Use Clasrification. Pesti-
cide products bearing directions for
use(s) classified general shall be la-
beled with the exact words “Ceneral
Classification” immediately below the
heading “Directions for Use.” And ref.
erence to the general claszification
that suggests or implies that the gen-
eral utility of the pesticide extends
beyond those purposes and uses con-
tained in the Directions for Use will be

§ 136.10

considered a false or misleading state-
ment under the statutory definitions
of misbranding.

(2) Restricted Use Classifeation.
Pesticide products bearing direction
for use(z) classified restricted shall
bear statements of restricted use clas-
sification on the front panel as de-
scribed below:

(1) Front panel statement aof restrict-
ed use classtfication (A) At the top of
the front panel of the label, set in type
of the same minimurm sizes as required
for human hazard signal words (see
table in paragraph (hX1Xiv) of this
section), and appearing with sufficient
prominence relative to other text and
graphic material on the front panel to
make it unlikely to be overlooked
under customary conditions of pur-
chase and use, the statement “Re-
stricted Use Pesticide” shall appear.

(B) Directly below this statement on
the front panel, a summary statement
of the terms of restriction imposed as
a precondition to registration shall
appear. If use is restricted to certified
applicators, the following statement is
required: “For retall sale to and use
only by Certified Applicators or per-
sons under their direct supervision and
only for those uses covered by the Cer-
tified Applicator's certification.” 1f,
however, other regulatory restrictions
are imposed, the Administrator will
define the appropriate wording for the
terms of restriction by regulation.

(40 FR 128268, July 3. 1975; 40 FR 31329,
Aug. 1, 1975; 40 PR 30871, Aug. 21, 1975, aa
amended at 43 FR 8788, Feb. 9, 1973. Redes-
ignated and amended at 33 FR 18891, 18869,
May 4. 1988)
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Generic Data Calli-In






No generic data are being called-in
for:

hydroxytetracycline monochydrochloride
and oxytetracycline calcium






APPENDIX G

Product Specific Data Call-In



This Notice is divided into six sections and seven
Attachments. The Notice itself contains information and
instructions applicable to all Data Call-In Notices. The
Attachments contain specific chemical information and
instructions., The 38ix sections of the Notice are:

Section I - Why You Are Receiving Thia Notice
Section II Data Required By This Notice

Section III - Compliance With Requirements Of This
Notice

Consequences Of Failure To Comply With
This Notice

Registrants’ Obligation To Report
Possible Unreascnable Adverse Effacts
Inquiries And Responses To This Notice

Secticn IV

Section V

Section VI

The Attachments to thig Notice are:

QaEE QYoo

SECTION I. HHY XOU ARE RECEIVING THIS NOTICE

The Agency has reviewed existing data for this active
ingredient 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 active ingredient.

SECTION II. DAIA REQUIRED BY THIS NOTICE

II-A. DAIA REQUIRED

The product specific data required by this Notice are
specified in Attachment C, Requirements Status and Registrant's
. Depanding on the results of the studies required in

Reapopse Form
this Notice, additional testing may be required.
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% UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
N WASHINGTON, D.C. 20460

AL

PATA CALL-IN NOTICE

MAR 30 193

OFFICE OF
PESTICIDES AND TOXIC
SUBSTANCES

Dear Sir or Madam:

This Notice requires you and other registrants of pesticide
products containing the active ingredient identified in
Attachment A of this Notice, the Data Call-In Chemical 3Status
Sheet, to submit cextain product specific data as noted herein 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 Section III below. Your response must state:

1. How you will comply with the requirements set forth in
" this Notice and its Attachments A through G; or

2. Why you believe you are exempt from the requirements
listed in this Notice and in Attachment C,
f

r

(see section III-B); or

3. Why you believe EPA should not require your submission
of product specific data in the manner specified by
this Notice (see section III-D).

If you do not respond to this Notice, or if you do not _
satisfy EPA that you will comply with its requirements ox should
be exempt or excused from doing so, then the registration of your

product {(s) subject to this Notice will be subject to suspension.
We have provided a list of all of your products subject to this

Notice in Attachment B, Data Call-In Response Form, as well as a
list of all registrants who were sent this Notice (Attachment F).

The authority for this Notice is section 3(c) (2) (B) of the
Federal Insecticide, Fungicide and Rodenticide Act as amended
(FIFRA), 7 U.8.C. section 136a(c) (2) (B). Collection of thias
information is authorized under the Paperwork Reduction Act by
OMB Approval No. 2070-0107 (expiration date 12-31-392).

@ Printed on Recycled Paper



your products. This and other bases for issuance of NOIS due to
failure to comply with this Notice are presented in Section IV-A
and IV-B.

III-B. N T ¥

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 (¢}
request a data waiver(s),.

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 aspecific data
requirements of this Notice is contained in Section III-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 Rata-Call-In Response
Form, and the Red ments Status and Registra a Re} pe Forn
Attachment B and Attachment C. The Rata Call-In Response Form must
be submitted as part of every response to this Notice. 1In
addition, one copy of the i
Respongse Form must be submitted for each product listed on the Data

= unleas the voluntary cancellation option is
selected or unless the product is identical to another (refer to
the instructions for completing the Rata Call-In Response Form in
Attachment B). Please note that the company’s authorized
representative is required to sign the first page of the Data Call-
in Response Forn and d n
Form (if this form is required) and initial any subsequent pages.
The forms contain separate detailed instructions on the reaponse
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 A.

1. Yoluntary 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 : + indicating your
elaction of this option. Voluntary cancellation is item number S
on the - . If you cheoose this option, this

is the only form that you are required to complete.

If you chose to voluntarily cancel your product, further sale
and distribution of your product after the effective date of

cancellation must be in accordance with the Existing Stocks
provisions of this Notice which are contained in Section IV-C.



II-B. SCHEDULE FOR SURBMISSION QOF DATA

You are reguired to submit the data or otherwise satisfy the
data requirements specified in Attachment C, Regujrements Status
and Registrant’s Response Form, within the timeframes provided.

Ir-C. IESTING PROTOCOL

All studies required under this Notice must be conducted in
accordance with test standards outlined in the Pesticide Aassessment
Guidelines for those studies for which guidelines have been
established.

Thesa EPA Guidelines are available from the National Technical
Information Service (NTIS), Attn: Order Dask, 5285 Port Royal Road,
Springfield, Va 22161 (tel: 703-487-4650) .

Protocols approved by the Organization for Economic
Cooperation and Development (OECD) are also acceptable if the QECD-
recommended test standards conform to those specified in the
Pesticide Data Requirements regulation (40 CFR § 158.70). When
using the OECD protoccls, 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, 1750 Pennsylvania Avenue N.W.,
Washington, D.C. 20006.

All new studies and proposed protocols submitted in response
to this Data Call~In Notice must be in accordance with Good
Laboratory Practices [40 CFR Part 160.3(a) (6)].

Unless otherwise noted herein, this Data Call-In does not in

A'S
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 affacted products.

SECTION IIX. COMPLIANCE WITH REQUIREMENTS OF THIS NOTICE
III-A. SCHEDULE FOR RESPONDING TO THE AGENCY

The appropriate responses initially required by this Notice
for product specific data must be submitted to the Agency within 90
days after your receipt of this Notice. Failure to adequately
respond to this Notice within 90 days of your raceipt will be a
basis for issuing a Notice of Intent to Suspend (NOIS) affecting



The time frames in the Requirements Status angd Registrant’s
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. 1If
the data are not submitted by the deadline, each registrant is
subject to receipt of a Notice of Intent to Suspend the affected
reagistration(s).,

If you cannot submit the data/reports to the Agency in the
time required by this Notice and intend to seek additional time to
meet the requirements{s), you must submit a request to the Agency
which includes: (1) a detailed description of the expeacted
difficulty and (2) a propesed schedule including alternative dates
for meeting such recuirements on a stap-by-step basis. You must
explain any technical or laboratory difficulties and provide
documentation from the laboratory performing the testing. While
EPA is considering your request, the original deadline remains.
The Agency will respond to your request in writing. If EPA dces
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 not be considered if the request for extension is
not made in a timely fashion; in no event shall an extensiocn
request be considered if it is submitted at or after the lapse of
the subject deadline.

Registrants may opnly 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 guat be noted in the agreement toc cost share by the
registrant selecting this option. 1If you choose to enter into an
agreement to share in the cost of producing the required data but
will not be submitting the data yocurself, you must provide the name
of the registrant who will be submitting the data. You must also
provide EPA with documentary evidence that an agresement has been
formed. Such evidence may be your letter offering to djoin in an
agraament and the other registrant’s acceptance of your offer, or a
written statement by the parties that an agresment axists. The

agreement to produce the data need not specify all of the terms of
the final arrangement between the parties or the mechanism to
resclve the terms. Section 3(c) (2) (B) provides that if the parties
cannot resolve the terms of the agreement they may resclve their
differences through binding arbitration.

_ . v _—
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



2. i L £ R i I o
Notice There are various options available to satiasfy the preduct
specific data requirements of this Notice. These opticns are
discussed in Secticon III-C of this Notxce and comprzse optlona 1
through 6 on the Req amen < 3 L ra Response
and item numbers 7a and 7b on the QgLg_QnLl_Ig__ggggngg_gg;g
Deletion of a2 use(s) and the low volume/minor use option are not
valid options for fulfilling product specific data requirements,

3. £ v . Waivers for
product specific data are discussed in Section III-D of this Notice
and are covered by option 7 on_the Regquirementg Status and -

i ! . If you choose one of these options,
you must submit both forms as well as any other information/data
pertaining to the option chosen to address the data requirement.

I1I-C SATISFYING THE DATA REQUIREMENTS OF THIS NOTICE

If you acknowledge on the Rata Call-In Responge Form that you
agree to satisfy the product specific data requirements (i.e. you
- aslect item number 7a or 7b), then you must salect ono of the six
options on the 3

related to data production for each data :aquzrement. !our 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 1tem 9 in the instructions for

These six opt;ons arazliated immediatoly bolow-with informat;on-zn
parentheses to guide registrants to additional instructions
provided in this Secticn. The options are:

(1) I will generate and submit data within the specified
timeframe (Developing Data)

(2) I have antered into an agreement with one or more
registrants to develop data jointly (Cost Sharing)

{3) I have made offers to coat-share (0Offers to Cost Share)

{(4) I am submitting an existing study that has not been
submitted previously to the Agency by anyone (Submitting
an Existing Study)

(5) I am submitting or citing data to upgrade a astudy
classified by EPA as partially acceptable and upgradeable
(Upgrading a Study)

(6) I am citing an existing study that EPA has classified as
acceptable or an existing study that has been submitted
but not reviewed by the Agency (Citing an Existing Study)

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



To meet the requirements of the DCI Notice for submitting an
existing study, W i i

met:

a. You must certify at the time that the existing study is
submitted that the raw data and specimens from the study are
available for audit and review and you must identify where
they are available. This must be done in accordance with
the requirements of the Good Laboratory Practice (GLP)
regulation, 40 CFR Part 160. As stated in 40 CFR 160.3(j)

" f[r]aw data’ means any laboratory worksheets, records,
memoranda, notes, or exact copies thereof, that are the result
of original cbservations and activities of a study and are
neceasary for the reconstruction and evaluation of the report
of that study. 1In the event that exact transcripts of raw
data have been prepared {(e.g., tapes which have been
transcribed vaerbatim, 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
cbservations, and recorded data from automated instruments.”
The term "specimena®", according to 40 CFR 160.3(k), means "any
material derived from a test system for examination or
analyasis."

b. Health and safety studies completed after May 1984 must
also contain all GLP-required quality assurance and quality
control information, pursuant to the requirements of 40 CFR
Part 160. Registrants must also certify at the time of
submitting the existing study that such GLP information is
available for post-May 1984 studies by including an
appropriate statement on or attached to the study signed by an
authorized official or representative of the registrant,

c. You must certify that each study fulfills the acceptance
¢criteria for the Guideline relevant to the study provided in
the FIFRA Accelerated Reregistration Phase 3 Technical
Guidance and that the study has been conducted according to

the Pesticide Assesament Guidelines (PAG) or meetas the purpose
of the PAG {(both available from NTIS). A atudy not conducted
according to the PAG may be submitted to the Agency for

consideration if the registrant believes that the study

clearly meets the purpose of the PAG., The registrant is
referred to 40 CFR 158.70 which states the Agency’s policy
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, including copies of any supporting information or data.
It has been the Agency’s experience that studies completed
prior to January 1970 rarely satisfied the purpose of the PAG
and that necessary raw data are usually not available for such
atucdies,



unsucceasful, ycu 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 haa determined that as a general policy, absent
other relevant considerations, it will not suspend the ragistratien
of a product of a registrant who has in good faith sought and
continues to seek to enter into a joint data development/cost
sharing program, but the other registrant (s} developing the data
has refused to accept your offer. To¢ qualify for this option, you
must submit documentation to the Agency proving that you have made
an offer to another registrant (who has an ocbligation to submit
cdata) to share in the burden of developing that data. You must.
alsc submit to the Agency a completed EPA Form B570-32,
Certification of Offer to Cost Share in the Development of Data,
Attachment G. In addition, you must demonstrate that the cther
registrant to whom the offer was made has not accepted your offer
to enter into a costsharing 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 requxrad by th;a Notice by submitting a Qg;;_gg;;_;g_ﬁggggggg

committing to davalop and submit'the data roquirod by this Notice.

In order for you to avoid suspension under this option, you
may not withdraw your offer to share in the burdens of developing
the data. In addition, the other registrant must fulfill its
commitment to develop and submit the data as required by thia
Notice. 1If the other registrant fails to develcop the data or for
some other reason is subject to suspension, your registration as
wall as that of the other registrant will normally be subject to
initiation of suspension proceedinga, unless you commit to submit,
and do submit the required data in the specified time frame. 1In
such cases, the Agency generally will not grant a time extension
for submitting the data.

i -~ If you choose to
submit an existing study in reasponse to this Notice, you must

determine that the study satisfies tha requirements imposed by this
Notice. You may only submit a atudy 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 yod 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
noet valid and needs to be repeated.



toxicology studies generally will have been classifiad as “"core-
guideline” or "core minimum."” For all other disciplines the
classification would be "acceptable." With respect to any studies
for which you wish to select this option you must provicde the MRID
numper of the study you are citing and, if the study has been
reviewed by the Agency, you must provide the Agency’s
clasgsification of the study.

If you are citing a study of which you are not the original
data submitter, you must submit a completed copy of EPA Form

8570-31, Certification with Respect to Data Compensation
Requirements.

Registrants who select one of the above 6 options must meet
all of the requirements described in the instructions for

completing the Data Call-In Responge Form and the Requirements
Status and Regjistrant’'s Responge

Form, as appropriate.

III-D REQUESTS FOR DATA WAIVERS

If you request a waiver for product specific data because
you believe it is inappropriate, you must attach a complete
justification for the request, including technical reasons, data
and references to relevant EPA regulations, guidelines or policies.
{Note: any supplemental data must be submitted in the format
required by PR Notice 86~5). This will be the opnly oppeortunity to
state the reasons or provide information in support of your
regquest. If the Agency approves your waiver request, you will not
be required to aupply 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 Raquirements Status and

. Product specific data requirements for
product chamistry, acute toxicity and efficacy (where appropriate)
are required for all products and the Agency would grant a waiver
only under extraordinary circumstances. You should alsc be aware
that submitting a waiver request will pot autcmatically extend the
due date for the study in question. Waiver requests submitted
without adequate supporting rationale will be denied and the
original due date will remain in force.

The Agency may issue a Notice of Intent to Suspend products
subject to this Notice due to failure by a registrant to comply
with the requirements of this Data Call-In Notice, pursuant to
FIFRA section 3(c) (2) (B). Events which may be the basis for
isasuance of a Notice of Intent to Suspend include, but are nct
limited to, the following:



If you submit an existing study, you must certify that the
study meets all requirements of the criteria outlined above.

If you know of a study pertaining to any requirement in this
Notice which does not meet the criteria outlined above but does
contain factual information regarding unreasonable adverse effects,
you must nctify the Agency of such a study. If such study is in
the Agency’s files, you need only cite it alomng with the
notification. If not in the Agency’s files, you must submit a
summary and copies as required by PR Notice B6-5.

Option 5. Upgrading a Study -- If a study has been classified
as partially 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 satisfiaed, 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 ia important to note that not all
studies classified as supplemental are upgradeable. If you have
questions regarding the classification of a study or whether a
study may be upgraded, call or write the contact person listed in
Attachment A. If you submit data to upgrade an existing study you
must satisfy or supply information to correct al) 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 EPFA.
Your submission must also specify the MRID number(s) of the atudy
which you are attempting to upgrade and must be in conformance with
PR Notice 86«5,

Do not submit additional data for the purpose of upgrading a
study classified as unacceptable and determined by the Agency as
not capable of being upgraded.

This option should alsoc be used to cite data that has been
previously 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 submitting an existing study, as specified in
Option 4 above, apply to all data submissions intended to upgrade
studies. Additionally your submission of data intended to upgrade
studies must be accompanied by a certification that you comply with
each of those criteria as well as a certification regarding
protocol compliance with Agency requirements.

option €, Citing Exiasting Studies -- If you choose to cite a
study that has been previocusly submitted to EPA, that study nmust

have been previously classified by EPA as acceptable or it must be
a study which has not yet been reviewed by the Agency. Acceptable



for issuance of a Notice of Intent to Suspend. The grounds for
suspension include, but are not limited to, failure to meet any of
the following:

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

2. EPA requirements regarding the submission of protocols,
including the incorporation of any changes required by the
Agency following review.

3. EPA requirements regarding the reporting of data,
including the manner of reporting, the completeness of
results, and the adequacy of any required supporting (or raw)
data, including, but not limited to, requirements referenced
or included in this Notice or contained in PR 86-5, All
studies must be submitted in the form of a final report; a
preliminary report will not be considered to fulfill the
submission requirement.

IV-C EXISTING STOCKS OF SUSPENDED OR CANCELLED PRODUCTS

EPA has statutory authority to permit continued sale,
distribution and use of existing stocks of a pesticide product
which has been suspended or cancelled if doing so would be
consistent with the purposes of the Act.

The Agency has determined that such disposition by registrants
of existing stocks for a suspended registration when a section
3(c) (2) (B) data request is outstanding would generally not be
consistent with the Act’s purposes. Accordingly, the Agency
anticipates granting registrants permiasion to sell, distribute, or
use existing stocks of suspended product (s) only in excepticnal
circumstances. If you believe such disposition of existing stocks
of your product(s) which may be suspended for failure to comply
with this Notice should be permitted, you have the burden of
clearly demonstrating to EPA that granting such permission would be
consistent with the Act. You must also explain why an "existing
stocks” provision is necessary, including a statement of the
quantity of existing stocks and your estimate of the time required
for their sale, distribution, and use. Unless you meet this burden
the Agency will not consider any request pertaining to the
continued sale, distribution, or use of your existing stocks after
suspension.



1, Fajlure to respond as recuired by this Notice within 90 days of
your receipt of this 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. Failure to submit on the required schedule an adequate progress
report on a gstudy as required by this Notice.

4. Failure to submit on the required schedule acceptable data as
required by this Notice.

5. Failure to take a required action or submit adequate
information pertaining to any option chosen to address the data
requirepents (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
conditions of submitted studies, as required by Section III-C of
this Notice.

7. Withdrawal of an offer to share in the cost of developing
required 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 fallure of a registrant on
whom you rely for a generic data exemption either to:

a. inform EPA of intent to develop and submit the data
rec:uir-d by this Notice on a M_Qalun_aamm_mm_md

b. fulfill the commitment to develop and submit the data as
required by this Notice; or

c. otherwise take appropriate steps to meet the requirementé
stated in this Notice, unless you commit to submit and do

submit the required data in the specified time frame.

9. Failure to take any required or appropriate steps, not
menticned above, at any time following the issuance of this Notice.

"IV-B. DRASIJ FOR DETERMINATION THAT SUBMITTED STUDX IS
UNACCEPTARLE

. The Agency may determine that a study (even if submitted
within the required time) is unacceptable and constitutes a basis



the voluntary cancellation or generic data exemption option is
chosen, only the Rata Call-In Responge Form need be submitted.

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

Sincerely yours,

Daniel M, Baroloe, Director
Special Review and
Reregistration Diviaion

Attachments

Q"M o qQop
1




If you request a voluntary cancellation of your product(s) as
a response to this Notice and your product is in full compliance
with all Agency requirements, ¥you will have, under most
eircumstances, one year from the date your 90 day response to this
Notice is due, to sell, diastribute, or use existing stocks.
Normally, the Agency will allow persons other than the registrant
such as independent distributors, retailers and end users to 3sell,
distribute or use such existing stocks until the stocks are
exhausted. Any sale, distribution or use of stocks of voluntarily
cancelled products containing an active ingredient for which the
Agency has particular risk concerns will be determined on case-by-
case basis.

Requesta for voluntary cancellation received aftex the 90 day
response period required Dy 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 50 day response was
due unlegss ycu demonstrate to the Agency that you are in full
compliance with all Agency requirements, including the requirements
of this Notice. For example, if you decide to voluntarily cancel
your registration six months before a 3 year study is scheduled to
be submitted, all progress reports and othar information necessary
to establish that ycu 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 stocka
provision.

SECTION V. REGISTRANTS’ OBLIGATION TO REPOQRT POSSIRLE
UNREASONABLE ADVERSE EFFECTS

Registrants are reminded that FIFRA section 6(a) (2) states
that if at any time after a peaticide 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 affects 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 NOIICE

If you have any questions regarding the requirements and
procedures established by this Notice, call the contact person {(s)

iisted in Attachment A, the -

All responses to this Notice (other +han voluntary
cancellation requests and generic data exemption claims) must
include a completed Data Call-In Response Foim and a completed
Raquirementys St s and Registrant’s Regponsa YOI (Att!Ch.NQﬂt B
for generic data and Attachment C for product specific data) and
any other documents recquired by this Notice, and should be
submitted to the contact person(s) jdentified in Attachment A, If







ATTACHMENT A

Product Specific DCI Chemical Status Sheet



INQUIRIES AND RESPONSES TO THIS NOTICE

Any questicns in regards to this RED, should be directed to
- Mario F. Fiol, Chemical Review Manager, Reregistration Branch,
Special Review and Reregistration Division, at (703) 308 - 8049%. .

1f you have any questions regarding the product specific data
requirements and procedures established by this Notice, please
contact Benjamin C. Chambliss (703) 305 - 6900.

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

Benjamin C. Chamblisa, Product Manager 21
Herbicide and Pungicide Branch
Registration Division (H7505C)

Office of Pesticide Programs

U.S. Environmental Protection Agency

401 M Street, S.W,

Washington, D.C. 20460

RE: HYDROXYTETRACYCLINE MONOHYDROCHLORIDE
AND OXYTETRACYCLINE CALCIUM



ATTACHMENT A

HYDROXYTETRACYCLINE MONOHYDROCHLORIDE
AND
OXYTETRACYCLINE CALCIUM

PRODUCT SPECIFIC DATA CALL-IN CHEMICAL STATUS SHEET

INTRODUCTION

You have been sent this Product Specific Data Call-In Notice
because you have products <containing  hydroxytetracycline
monohydrochloride and oxytetracycline calcium.

This ifi - ,
contains an overview of data required by this notice, and point of
of contact for inquiries pertaining to the reregistration of
hydroxytetracycline monohydrochloride and oxytetracycline calcium
products. 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 B), (3) the Requirements

Status and Registrant’s Form (Attachment C), (4) EPA’s &rouping of
End-Use Products for Meeting Acute Toxicology Data Requirements for
Reregistration (Attachment D), (5) EPA Acceptance Criteria

{Attachment E), (6) List of Registrants Receiving this Notice
(Appendix F), and (7) the Cost Share and Data Compensation Forms
{(Attachment G} in replying to this Hydroxytetracycline
Monchydrochloride and Oxytetracycline Calcium Product Specific Data
Call-In. Instructions and guidance accompany each form.

DATA REQUIRED BX THIJ NOTICE

The additional data requirements needed to complete the
product specific database for hydroxytetracycline monohydrochloride
and oxytetracycline calcium are contained in the Requirements

! (Attachment C). The Agency has
concludad that additional data on hydroxytetracycline
monohydrochloride and oxytetracycline calcium are needed for
specific products. While product specific data requirements were
imposed in the 1988 Registration Standard, a complete listing is
provided in Attachment C. If you, as a regiatrant of a
hydroxytetracycline monohydrochloride and/or oxytetracycline
calcium product, responded to the 1988 Registration Standard and
submitted the data relating to your specific product, simply choose
response number 6 and cite the MRID number that was assigned to
your study. Otherwise, these data are required to be submitted to
the Agency within the time-frame listed. These data are needed to
complete the reregistration of all eligible hydroxytetracycline
monohydrochloride and oxytetracycline calcium products.






ATTACHMENT B

Product Specific Data Call-In Response Forms (Form A)
plus Instructions
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INSTRUCTIONS FOR COMPLETING THE "DATA CALL-IN RESPONSE™ FORM FOR

PRODUCT SPECIFIC DATA

Item 1-4. Already completed by EPA.

Ttem 5.

Item 6.

Item 7a.

Item 7b.

If you wish to voluntarily cancel your product, answer
"yes". 1If you choose this opticon, 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 cof cancellation must be in accordance with the
Existing Stocks provision of the Data Call-In Notice
(3ection IV-C).

Not applicable since this form calls in product specific
data only. However, if your product is identical to
another product and you qualify for a data exemption, you
must respond with "yes" to Item 7a (MUP) or 7B (EUPF) on
this form, provide the EPA reregistration numbers of your
source (s); you would not complete the requirements
status and registrant’s response™ form., Examples of such
products include rspackaged products and Special Local
Needs ({Section 24c) products which are identical to
federally registered products.

For each manufacturing use product (MUP) for which you
wish to maintain registration, you must agree to satisfy
the data requirements by respoending "yes.”

For each end use product (EUP) for which you wish to
maintain registration, you must agree to satiasfy the data
requirements by responding "yes." if you are requesting
a data waiver, anawer "yes" here; in addition, on the
"Recquirements Status and Registrant’s Response” form
under Item 9, you must respond with option 7 (Waiver
Request) for each study for which you are requesting a
waiver. See item 6 with regard to identical products and
data exemptions. :

Items B-11l.Self-explanatory.

Note:

You may provide additional information that does not fit
on this form in a signed letter that accompanies this
form. PFor example, you may wish to report that your
product has already been transferred to another 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.






ATTACHMENT C

Product Specific Data Call-In Requirements Status and
Registrant’s Response Forms (Form B) plus Instructions



product is similar. Enough to ancther 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 ny be
subject to suspension.

I have made offers to share in the cost to develop data
(Offars 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 " Certification of offer to Cost Share
in the Development Data”™ form. I am including a copy of my
offer and prooof of the other registrant’'s receipt of that
offar,. I 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. I understand that other terms under Option 3 in
the Data Call-In Notice (Section III-C.l,) apply as well.

By the specified dua date, I will submit an existing study
that has not been submitted previously tc the Agency by anyone
(submitting an Existing Study). I certify that this study
will meet all the requirements for submittal of existing data
outlined in option 4 in the Data Call~In Notice (Section III-
C.1l.) 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
alsc certify that I have determined that this study will f£ill
the data requirement for which I have indicated thia choice.

By the specified due date, I will submit or cite data to
upgrade a study classified by the Agency as partially
acceptable and upgrade (upgrading a study). I will submit
evidence of the Agency’s review indicating that the study may
be upgraded and what information is required to do so. I will
provide the MRID or Accession number of the study at the due
date. I understand that the conditions for this Option
outlined Option 5 in the Data Call-In Notice (Section III-
C.1l.) apply. |

By the specified due date, I will cite an existing study that
the Agency has classified as acceptable or an existing study
that has heen submitted but not reviewed by the Agency (Citing
an Existing 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 cited
study was conducted on my product, an identical product or a
product which EPA has "grouped" with one or more other
producta for purposes of depending on the same data. I may
also choose this option if I am citing my own data. 1In either



INSTRUCTIONS FOR COMPLETING THE "TREQUIREMENTS STATUS AND
REGISTRANT’S RESPONSE"™ FCRM FOR FPRODUCT SFECIFIC DATA '

Item 1-3 Completed by EPA. Note the unique identifier number

Ttem

Item

Item

Item

Item

item

1.

assigned by EPA in item 3, This number must be used in
the transmittal document for any data submissions in
rasponge 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 chemistry are now listed under 40 CFR 158.1535
through 158.180, Subpart c.

The study title associated with the guideline reference
number is identified.

The use patters {(s) of the peaticide associated with the
product specific requirements is (are) identified. For
most product specific data requirements, all use patterns
are covered by the data requirements. 1In the case of
efficacy data, the required studies only pertain to
products which have the use sites and/ or pests
indicated.

The substance to be tested is identified by EPA. For
product specific data, the product as formulated for sale
and distributicon is the test substance, except in rare
cases. :

The due date for submission of each study is identified.
1t is normally based on 8 montha after issuance of the
Reregistration Eligibility Documents unless EPA
determines that a longer time period is necessary.

Enter Only one of the following response codes for each
data requirement to show how you intend to comply with
the data regquirements listed in thia table. Fuller
descriptions of each option are contained in the Data
Call-In Notice. '

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
cutlined in the Data Call-ln Notice.

T have entered intc an agreement with one or more registrants
to develop data jointly (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 ny
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Items

NOTE:

case, I will provide the MRID or Accession number (s) number
(a) for the cited data on a "Product Specific Data Report"
form or in a similar format. If I cite another
registratrant’s data, I will submit a completed "Certification
With Respect To Data Compensation Requirements”™ form.

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 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 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 alsc understand that the
deadline for submission of data as specified by the original
data cal-in notice will not change.

10-13. Self-explanatory.

You may provide additional information that does not fit
on this form in a signed letter that accompanies this
form. For example, you may wish to repeort that your
product has already been transferred to ancther 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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ATTACHMENT D

EPA‘s Grouping of End-Use Products for Meeting Acute
Toxicology Data Requirements for Reregistration



meet the data requirements for each product. The second form,
"Requirements Status and Registrant’s Response”", lists the product
specific data required for each product, including the standard six
acuta 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 3o. If a registrant 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 (Option 4), Upgrading an Existing Study (Optien §5)
or Citing an Existing Study (Opticn 6). If a registrant depends on
another’s data, he/she must choose among: Cost Sharing (Option 2),
Offers to Cost Share (Option 3) or Citing an Existing Study (COption
6). If a registrant does not want to participate in a batch, the
choices are Options 1, 4, 5 or 6. However, a registrant should
know that choosing not to participate in a batch does not preclude
other registrants in the batch from citing his/her studies and
offering to cost share (Option 3) those studies.

Table I shows one batch including 2 products containing the
active ingredient hydroxytetracycline monchydrochloride.

TABLE I

1 618-102 21.§ Rydroxyteatracycline | Soluble Concentrate
Monchydrochloridae

618-103 21.6 Rydroxytatracycline | Soluble Concentrate
Monohydrochloride

Table II lists 3 products that were either considered not to
be similar for purposes of acute toxycity or the Agency lacked
sufficient information for decision making and were not placed in
any batch. Registrants of these products of these products are
responsible for meeting the acute toxicity data requirements for
each product.

TABLE II

. e -
1618-103 21.6% Bydroxytatracycline Powdarx
Monohydrochloride _
518-104 31.6% Oxytatracycline Calcium Powder
£1946-01 50% Hyd:oiytct:ncyclin. Powder
maﬂ ochloride
o S ————




ATTACHMENT D

" HYDROXY YCLINE _MON R ORIDE _ AND
YTETRACYCLINE END~- PRODUCTS FOR TING ACUTE TOXICITY
ATA REQUI FOR ISTRATION

In an effort to reduce the time, resources and number of
animals needed to fulfill the acute toxicity data requirements for
reregistration of end-use products containing the active
ingredients hydroxytetracycline monohydrochloride and
oxytetracycline calcium, the Agency has batched products which can
be considered similar for purposes of acute toxicity. Factors
congidered 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,
aercsol, wettable powder, granular, etc.), and labeling (e.g.,
signal word, use classification, precautionary labeling, etc.).
Note that the Agency is not describing batched products as
"substantially gimilar” gince some products within a batch may not
be considered chemically similar or have identical use patterns.

Batching has been accomplished using the readily available
information described above. Frequently acute toxicity data on
individual end-use products has been found to be incomplete.
Notwithstanding the batching process, the Agency reserves the right
to require, at any time, acute toxicity data for an individual end-
use product should the need ariase.

Registrants of end-use products within a batch may choose to
cooperatively generate, submit or cite a single battery of sgix
acute toxicological studies to represent all the products within
that batch. It is the registrant’s option to participate in the
process with all the other registrants, only some of the other
registrants, or only their own products within a batch, or to
generate all the required acute toxicological studies for each of
their own products. If a registrant chooses to generate the data
for a batch, he/she must use one of the products within the batch
as the test material. If a registrant chooses to rely upon
previously submitted acute toxicity data, he/she may do so provided
that the data base is complete and valid by today’s standards (see

acceptance criteria in Appendix G, Attachment E), 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.

In deciding how to meet the product specific data
requirements, registrants must follow the directions given in the
Data Call-In Notice and its attachments appended to the RED. The
DCI Notice contains two response forms which are to be completed
and submitted to the Agency within 90 days of receipt. The first
form, "Data Call~-In Response”, asks whether the registrant will






ATTACHMENT E

EPA Acceptance Criteria






SUBDIVISION D

Guideline Study Title
Series 61 Product Identity and Composition

Series 62 Analysis and Certification of Product Ingredients
Series 63 Physical and Chemical Characteristics



8. {(continued)

Flow chart with chemical equations for each intended
chemical reaction

Duration of sach step of process

Description of purification procedureas

Description of measures taken to assure quality of final
product

9. Discussion of formation of impurities based on established
T chemical theory addressing (1) each impurity which may be
present at > 0.1% or was found at > 0.1% by product analyses
and (2) certain toxicologically significant impurities
(see #3)



6l Product Identity and Composition

ACCEPTANCE CRITERIA

Does your study meet the following acceptance criteria?

1.

2.

Name of technical material tested (include product name and
trade name, if appropriate)

Name, nominal concentration, and certified limits (upper and
lower) for each active ingredient and each intentionally-
added inert ingredient

Name and upper certified limit for each impurity or each
group of impurities present at > 0.1% by weight and for
certain toxicologically significant impurities (e.q.,
dioxins, nitrosamines) present at <0.1% _

Purpose of each active ingredient and each intentionally~
added inert

Chemical name from Chemical Abstracts index of Nomenclature
and Chemical Abstracts Service (CAS) Registry Number for each
active ingredient and, if available, for each intentionally-
added inert

Molecular, structural, and empirical formulas, molecular
weight or weight range, and any company assigned experimental
or internal code numbers for each active ingredient
Description of each beginning material in the manufacturing
process

EFA Registration Number if registered; for other
beginning materials, the following:

Name and address of manufacturer or supplier

Brand name, trade name or commercial designation
Technical specifications or data sheets by which
manufacturer or supplier describes composition,
properties or toxicity

Description of manufacturing process

Statement of whether batch or continuocus process
Relative amounts of beginning materials and order in
which they are added

Deacription of equipment

Description of physical conditions (temperature,
pressure, humidity) controlled in each step and the
parameters that are maintained

Statement of whether process involves intended chemical

reactions




62 Analysis and Certification of Product Ingredients

ACCEPTANCE CRITERIA

The following criteria apply to the technical grade of the active
ingredient being reregistered. Use a table to present the
information in items 6, 7, and 8.

Does yocur study meet the following acceptance criteria?

Five or more representative samples (batches in case of
batch process) analyzed for each active ingredient and all
impurities present at > 0.1%

Daegree of accountability or closure > ca 58%

Analyses conducted for certain trace toxic impurities at
lower than 0.1% {examples, nitrosamines in the case of
products containing dinitroanilines or containing secondary
or tertiary amines/alkanclamines plus nitrites;
polyhalogenated dibenzodioxins and dibenzofurans) [Note
that in the case of nitrosamines both fresh and stored
samples must be analyzed.]

Complete and detailed description of each step in analytical
methcd used to analyze above samplas

Statement of precision and accuracy of analytical method
used to analyze above samples

Identities and quantities  (including mean and standard
deviation) provided for each analyzed ingredient

Upper and lower certifiad limits proposed for each active
ingredient and intentionally added inert along with
explanation of how the limits were determined

Upper certified limit proposed for each impurity present at
2 0.1% and for certain toxicologically significant
impurities at <0.1l% along with explanation of how limit
determined

Analytical methods to verify certified limits of each
active ingredient and impurities (latter not required if
exenmpt from requirement of tolerance or if generally
recognized as safe by FDA) are fully described

Analytical methods (as discussed in #9) to verify certified
limits validated as to their precision and accuracy



61 Product Identity and Composition

GUIDANCE FOR SUMMARIZING STUDIES

The following criteria apply to the technical grade of the active
ingredient being reregistered. Ttems 1, 2, 3, and 5 can be
gatisfied for most registered products by submission of the
Certified Statement of Formula Ingredients Page (EPA Form 8570-4).
Itema 7 and 8 can be satisfied for most technical grade active
ingredients (TGAIs) by submission of a flow chart with chemical
equations for each intended chemical reaction. The flow chart
should include complete chemical structures and names for each
reactant and product of all the reactions.

1. Name of technical material (include product name and trade name,
if appropriate).

2. Description of each active and intentionally-added inert
ingredient, including name, concentration, and certified limits.

3. Name and upper limit for all impurities present at > 0.1% and
those toxicologically significant impurities present at <0.1%,

4. The purpose of each active and intentionalliy~added inert
ingredient.

5. Chemical name and Registry Number for each active and
intentionally-added inert ingredient (if available).

6. Molecular, structural, and empirical formulas, molecular weight,
and any experimental or internal code number for each active
ingredient.

7. Description of each beginning material in the manufacturing
process.

8. Description of manufacturing process. _

9. Discussion of formation of impurities based on established
chemical theory.



63 Physical and Chemical Characteristics
ACCEPTANCE CRITERIA

The following criteria apply to the technical grade of the active
ingredient being reregistered.

Does your study meet the following acceptance criteria?

€3-2 Color
Verbal description of coloration (or lack of it}
Any intentional coloration also reported in terms of
Munsell color system

63=-3 Physical State
Verbal description of physical state provided using terms
such as "solid, granular, volatile liquid"”
Based on visual inspection at about 20-25° C

63-4 QOdor
Verbal description of odor (or lack of it) using terms
such as "garlic-like, characteristic of aromatic
compounds®
Observed at room temperature

63-5 Melting Point
Reported in C°
Any observed decomposition reported

63-6 Beiling Point
____ Reported in C°
Pressure under which B.P. measured reported
___ Any cbserved decomposition reported
63-7 Denaity, Bulk Density, Specific Gravity
— Measured at about 20=25" C
—_— Density of technical grade active ingredient reported in
g/ml or the specific gravity of liquids reported with
raference to water at 20° C. [Note: Bulk dens%ty of
registered products may be reported in lbs/ft’ or
lbs/gallon.]



62 Analysis and Certification of Product Ingredients

GUIDANCE FOR SUMMARIZING STUDIES

The following criteria apply to the technical grade of the active
ingredient being reregistered.

10'

Number of representative samples analyzed for all active
ingredients and all impurities at > 0.1%.

Degree of accountability or closure in analyses in item #1.

Chemical names of toxic impurities which were analyzed for
levels <0.1%.

Brief description(s) of analytical method(s) used to meagure
active ingredients and impurities in items #1 and #3.

Statement of precision and accuracy of method(s) in item #4.

Chemical name and <quantities cbserved (range, mean, standard
deviation) for each ingredient (actives and impurities)
analyzed in item #1.

Proposed upper and lower certified limits for each active
ingredient and intentionally added inert with brief explanaticn
of how limits were determined.

Proposed upper certified limit for each impurity present at
>=0.1% and certain toxicologically significant impurities at
<0.1% with brief explanation of how limits were determined.

Brief description of analytical method(s) used to verify
certified limits (if same methods as item #4, may reference
latter).

Statement of precision and accuracy of method(s) in item #95
{may reference item 5 if applicable).



63 Physical and Chemical Characteristics

GUIDANCE FOR SUMMARIZING STUDIES

The following criteria apply to the technical grade of the active
ingredient being reregistered.

@ e W N

9.
10.
11,
12,

Description of color.
Description of physical state.
Description of cdor.

Indication
Indication
Indication
Indication
Indication
Indication
Indication
Indication

of

of
of
of
of
of
of
of

melting point (in C°).

boiling point (in C7).

density, bulk density, and specific gravity.
solubility.

vapor pressure.

dissociation constant.

octanol/water partition coefficient.

FH.

Description of stability.



€3-8 Solubility
Determined in distilled water and representative polar and

non-polar solvents, including those used in formulations
and analytical methods for the pesticide

Measured at about 20-25" ¢

—

Reported in g/100 ml (other units like PPm acceptable if
sparingly soluble)

€3-9 Vapor Pressgure

ber——

—

Measured at 25° C (or calculated by extrapolation from
Measurements made at higher temperature if pressure too
low to measure at 25° C)

Experimental procedure described

Reported in mm Hg (torr) or other conventional units

63-10 Dissociation Constant

Experimental method described
Temperature of measurement specified {(preferably
about 20 ~ 25°* Q)

63-11 Octanol/water Partition Coefficient

Measured at about 20-25° C
Experimentally detarmined and description of procedure
provided (preferred method-45 Fed. Register 77350)
Data supporting reported value provided

Measured at about 20 - 25° ¢
Measured following dilution or dispersion in distilled
water

63-13 Stability

——

Sensitivity to metal ions and metal determined
Stability at normal and elevated temperatures
Sensitivity to sunlight determined






SUBDIVISION F

Guideline Study Title
81-1 Acute Oral Toxicity in the Rat
8l-2 Acute Dermal Toxicity in the Rat, Rabbit or Guinea Pig
81-3 Acute Inhalation Toxicity in the Rat
81-4 Primary Eye Irritation in the Rabbit
81-5 Primary Dermal Irritation Study
81-6 Dermal Sensitization in the Guinea Pig

81-7 Acute Neurotoxicity in the Hen
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81~1 Acute Oral Toxicity in the Rat
GUIDANCE FOR SUMMARIZING STUDIES

The form of pesticide tested, e.g. solid, liquid, percent
AI in technical, end-use product, etc.

The number of animals/dose/sex tested,

Dosing route and regimen.

Vehicle used

Doses tested and resgults

Individual observations on day of dosing and for at
least 14 days.

Summarization of body weights

Summarization of gross necropsy

Significance of changes from the Acceptance Criteria



81-1 Acute Oral Toxicity in the Rat
ACCEPTANCE CRITERIA

Does your study meet the following acceptance criteria?

1. Identify material tested (technical, end-use product, etc)
2. At least 5 young adult rats/sex/group
3. Dosing, single oral may be administered over 24 hrs.
4.*  Vehicle control if other than water.
5. Doses tested, sufficient to determine a toxicity category
or a limit dose (5000 mg/kg).
6 Individual observations at least once a day.
7. Observation period to last at least 14 days, or until all
test animals appear normal whichever is longer.
8. Individual daily observations.
9 Individual body weights.
10. Gross necropsy on all animals.

Criteria marked with a * are supplemental and may not be required
for every study.



81-2 Acute Dermal Toxicity in the Rat, Rabbit or Guinea Pig
GUIDANCE FOR SUMMARIZING STUDIES

1. The form of pesticide tested, e.g., sclid, liquid, percent AI
in technical, end-use product, etc.
2, The number of animals/sex/dose
3. Weight range of animals
4., Verification of single, dermal exposure
S. Duration of dermal exposure
6. Statement of vehicle control
7. Dogses tested and results
8. Preparation of application site
9. Area of application site (percent body surface)
10, Occlusion of test material on application gite
11. Individual observations on day of dosing and for at
leagt 14 days or until all animals appear normal (whichevaer is
longer}.
12. Summarization of body weights
13. Summarization of gross necropsy
14. Significance of changes from Acceptance Criteria



g1-2 Acute permal toxicity in the Rat, Rabbit or Guinea Pig

ACCEPTANCE CRITERIA

Does your atudy meet the following acceptance criteria?

Criteria

Identify material tasted {technical, end-use product, etc)

At least 5 animals/sex/group

rats 200-300 g, rabbits 2,0-3.0 kg or guinea pigs 350~
450 gm.

posing, single darmal.

Dosing duration at 1east 24 hours.

vehicle contzol, only if roxicity of venicle is unknown.
Doses tested, sufficient to determine 2 toxicity category
or a limit dose {2000 mg/kg) .

Application site clipped ©T shaved at 1east 24 hours
pefore dosing

Application site at least 10% of body aurface area.

Application site covered with a porous nonirritating cover

to retain test material and to prevent ingestion.
Individual observations at least once 3 day.
Obsexrvation period t© last at least 14 days.
tndividual pody weights.

Gross necropsy on all animals.

marked with a * are supplemental and may not pe required

for every study.
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81-3 Acute Inhalation Toxicity in the Rat
GUIDANCE FOR SUMMARIZING STUDIES

The form of pesticide tested, e.g., solid, liquid, percent AI
in technical, end-use product, etc.

Statement of the inhalability of test substance

The number of animals/sex/dose

Duration of inhalation axposure

Number of chamber air changes/hour and the percent oxygen
content of chamber air

Ranges for chamber air temperature and relative humidity

Air flow rate

Analytical concentrations of test material in breathing zone
Rasults of aercsol particle-size detarmination

Doses tested (or limit dose of Smg/L or highest attainabla)
Individual observations on day of dosing and for at least 14
days.

Summarization of body weights

Summarization of gross necropsy

Significance of changes from Acceptance Criteria



81-3 Acute Inhalation Toxicity in the Rat

ACCEPTANCE CRITERIA

Does your study meet the following acceptance criteria?

LS

|

Identify material tested (technical, end-use product, etc)
Product is a gas, a solid which may produce a significant
vapor hazard based on toxicity and expected use or contains
particles of inhalable size for man (aerodynamic diameter
15 um or less).

At least 5 young adult rats/sex/group

Dosing, at least 4 houra by inhalation.

Chamber air flow dynamic, at least 10 air changes/hour, at
leaat 19%% oxygen content.

Chamber temperature, 22° C (+2), relative humidity 40-60%.
Monitor rate of air flow :

Monitor actual concentrations of test material in breathing
zone,

Monitor aerodynamic particle size for aerosols.

Doses tested, sufficient to determine a toxicity category
or a limit dose (S5 mg/L actual concentration of respirable
substance) .

Individual cbservations at leasat once a day.

Observation period to last at least 14 days.

Individual body weights.

Gross necropsy on all animals.
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8l-4 Primary Eye Irritation in the Rabbit
GUIDANCE FOR SUMMARIZING STUDIES

The form of pesticide tested, e.g., solid, liquid, percent Al
in technical, end-use product, etc.

State if material is corrosive, cause severe dermal irritation
or has a pH of <2 or >il.5

Number of adult rabbits tested

State method of dosing, i.e., instillation into the
conjunctival sac of one eye per animal

Dose administered

Note whether solid or granular test material has been ground to
a fine dust

State whether eyes were washed and at what time post
ingtillation (not less than 24 hours)

State whether eyes were examined and graded for irritation
before dosing and at what periods after dosing

Individual daily observations afterwards, until eyes are normal
or for 21 days

Significance of changes from Acceptance Criteria



81-4 Primary Eye Irritation in the Rabbit

ACCEFPTANCE CRITERIA

Does your study meet the following acceptance criteria?

1. Identify material tested {technical, end-use product, etc)
2. Study not required if material is corrosive, causes severe
dermal irritation or has a pH of £ 2 or > 11.3.

3. 6 adult rabbits

4. Dosing, instillation intc the conjunctival sac of one eye
per animal.

5. Dose, 0.1 ml if a liquid; 0.1 ml or not more than 100 mg if
a solid, paste or particulate substance.

6. Solid or granular test material ground to a fine dust.

7. Eyes not washed for at least 24 hours.

8. Eyes examined and graded for irritation before dosing and
at 1, 24, 48 and 72 hr, then daily until eyes are normal or
21 days (whichever is shorter).

9.* individual daily cbservations.

Criteria marked with a * are supplemental and may not be required
for every study.



81-5 Primary Dermal Irritation Study
GUIDANCE FOR SUMMARIZING STUDIES

The form of pesticide tested, e.g., solid, liquid, percent AI
in technical, end-use product, etc.

State if material is corrosive, has a pH <2 or >11.5, or has a
dermal LD 50 <200 mg/kg

Number of adult animals tested

Amount applied .

Duration of dermal exposure

Preparation of application site (shaved or clipped at gpecified
time before dosing)

Area of application site

Method for occlusion of application site

Note removal of test material and if skin was washed with water
State times post application when site was graded for
irritation

Individual observations for day of dosing and individual
daily observations thereafter

Significance of changes from Acceptance Criteria.



81-5 Primary Dermal Irritation Study
ACCEPTANCE CRITERIA

Deces your study meet the following acceptance criteria?

1. Identify material tested (technical, end-~use product, etq)
2. Study not required if material is corrosive or has a
pH of €2 or > 1l1.5.
3. 6 adult animals.
4. Dosing, single dermal.
5. Doaing duration 4 hours.
6. Application site shaved or clipped at least 24 hours prior
to dosing
7. Application site approximately 6 cm.
8 Application site covered with a gauze patch held in place
with nenirritating tape
9. Matarial removed, washed with water, without trauma to
application site
10. Application site examined and graded for irritation at 1,
24, 48 and 72 hr, then daily until normal or 14 days
{whichever is shorter).
11.* Individual daily observations.

Criteria marked with a * are supplemental and may not be recquired
for every study.
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81-6 Dermal Sensitization in the Guinea Pig
GUIDANCE FOR SUMMARIZING STUDIES

The form of pesticide tested, e.g., solid, liquid, percent AI
in technical, end-use product, etc.

State if material is corrosive or has pH <2 or >11.5.

State specific method utilized

Complete description of specific method

Reference for the specific method employed

Note adherence of the protocol to that in the reference for
the specific method utilized

State the positive control tested

Significance of changes from Acceptance Criteria



81-6 Dermal Sensitization in the Guinea Pig
ACCEPTANCE CRITERIA

dose your study meet the following acceptance criteria?

1. Identify material tested (technical, end-use product, etc)
2, Study not required if material is corrosive or has a
PH of <2 or > 11.5.

One of the following methods is utilized;

Freund’s complete adjuvant test

Guinea pig maximization test

Split adjuvant technique

Buehler test

Open epicutanecus test

Mauver optimization tast

Footpad technique in guinea Pig

Complete description of test

Reference for test.

3.

[ T N
| »

document,
Positive control included (may provide historical data

conducted within the last § montha)

-~

Criteria marked with a * are supplemental and may not be required
for every study.






81-7 Acute Neurotoxicity in the Hen
ACCEPTANCE CRITERIA

Does your study meet the following acceptance criteria?

1. Study performed on an organophosphate cholinesterase
innibiting compound.

2. Tachnical form of the active ingredient tested.

3.% Pogitive control utilized.

4. Species utilized, domestic laying hen B8-14 months of age.

5. Dosing oral by gavage or capsule {dermal or inhalatiocn

may be used).

6. An acute oral LD is determined.
7. Dose tested equal to an acute oral LD or a limit test of
5000 mg/kg.
8.*  Dosed animals may be protected with atropine and/or 2-
PAM.
9. Sufficient teat animals so that at least € survive.
10. Negative (vehicle) control group of at leaat 6 hens
11.* Positive control of at least 4 hens. (if used)
12. Test dose repeated if no signs of delayed neurotoxicity
observed by 21 days after dosing.
13. Observation period 21 days after each dose.
14. Individual daily observations.
15, Individual body weights.
16, Individual necropsy not required.
17. Histopathology performed on all animals. Tissue to be

fixed in sin preferably using whole animal perfusion
techniques. At least three sections of each of the
following tissues:
brain, including medulla oblongata
spinal cord; upper cervical, mid-thoracic and
lumbro-sacral regions
tibial nerve; proximal regions and branches
aciatic nerve

Criteria marked with a * are supplemental and may not be required
for every study.






ATTACHMENT F

List of Registrants sents this DCI
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ATTACHEMENT G

Product Specific Data Call-In Cost Share and
Data Compensation Forms






United States Environmental Protection Agenc
n Washington, DC 20480 g Y |rom Approved
'." CERTIFICATION OF OFFER TO COST |OM8 No. 20700106
) SHARE IN THE DEVELOPMENT OF DATA

Approval Expires 12-31-92

Public reporting burden for this collection of information is astimated to average 15 minutes per response, including
time for reviewing instructions, searching existing data scurces, gathering and maintaining the data needed, and
compieting 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, Infermation Policy
Branch, PM-223, U.S. Environmental Protection Agency, 401 M St., SW., Washington, DC 20460: and to the Cfice
of Management and Budget, Paperwork Reduction Project (2670-0106), Washington, DC 20503.

Please fill in blanks below.

Company Name Company Numbaer
Chamicsi Nama EPA Chemical Number
| Certity that:

My company is willing to develp and submit the data required by EPA under the authority of the Federal
Insecticide, Fungicide and Rodenticide Act (FIFRA), if necessary. However, my company would prefer to
enter into an agreement with one or more registrants to davelop jointly or share in the cost of developing
data.

My firm has offered in writing to enter into such an agreement. That offer was irrevocable and included an
offer 1o be bound by arbitration decision under section 3(cH2)(BXiii} of FIFRA if final agreement on all
terms could not be reached otherwise. This offar was made to the following firm(s) on the following
date(s):

Name of Firm(s) Date of Otfer

Cenification:
I certify that | am duly authorized 10 represent the company name above, and that the statements that | have mads on
this form and all attachments therein are true, accurate, and compiets. | acknowiedge that any knowingly faise or
misieading statement may be punishable by fine or imprisonment or both under applicable law,

Signature of Compeny’'s Authorized Rapresentative Date

Name and Tiue (Please Type or Print)

EPA Form 8570-32 (5-81) Repiaces EPA Form 8580-8, which Is cbsciets

1
\—_E_PA form 8570-31 (-9






US Environmental Protection Agency
- Washington, DC 20480

Registration Standard tor: | EPA Fegistration Nurmber

| certify that the statements | have m
frue, accurate, and complete.
statement may be punishabie by

Farm roved
WEPA Product Specitic oM #3570.3057
Data HEEOI't Expires 11.30.89
Testing not | am compiying with (For EPA Use
required for my Oata Requirements by - Only)
Registration product listed Submitting Data Accessian
Guideline No. Name of Tast abave Citing MR 1D No. {Attacheq) AuMbers
{Chack pelow) (Checx beiow) assigred
Sec. 158.120
Product
Chemistry
61.1 idantity of Ingradients ]
§1-2 Statement of compesition
81-3 DQiscussion of farmation of ingredients
82-1 Praiiminary analysis
52-2 Certification of limits
62-3 Anaiytical methods for enforcement limits
632 Calor
63-3 Physical state
£3-4 Odor
63-% Meiting point
43-5 Boiling point
53-7 Density, bulk-dansity, or specific gravity
53-8 Solubiiity
83-9 Vapor pressure
83-10 Dissociation constant
83-11 Octanc|/water partition coetficient
5312 pH
83-13 Stability
6314 Oxidizing/reducing reaction
83.1% Flammability
83-18 Explodability
83-17 Storage stability
8318 Viscosity
83-19 Miscibility
63-20 Corrogion Characteristics
83-21 Disiectric breakdown voitage
Sec. 158.135
Toxicology
81-1 Acuts oral toxicily, rat
a1-2 Acute dermal woxicity, rabbit
81-3 Acurie inhalation toxicity, rat
814 Primary sye imtaiion, rabbit
81.8 Primary devmal ritation
18 Dermal senalitzation
Certification

ade on this form and all attachments thereto are
I acknowledge that any knowingly faise or misleading
fine or imprisonment or both under applicable law.

Typed Name and Tit

Y Signature

EPA Form 8580-¢ ~

*-88) Previgus edition is cbsciets.






