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EPA is considering adopting FIFRA CBI
procedures for data submitted on
pesticide active ingredients and TSCA
CBI procedures for all other substances.
If necessary, EPA will develop
additional procedures to ensure that any
valid confidential business information
is protected from disclosure.

K. Reporting Requirements Under TSCA
8(e) and FIFRA 6(a)(2)

The following provides EPA’s
guidance on the reporting obligations
under the TSCA section 8(e) and FIFRA
section 6(a)(2) with respect to results
from certain priority-setting studies and
in vitro screening assays that industry or
others may conduct voluntarily or as
part of EPA’s EDSP. TSCA section 8(e)
requires that ‘‘[a]ny person who
manufactures, processes, or distributes
in commerce a chemical substance or
mixture and who obtains information
which reasonably supports the
conclusion that such substance or
mixture presents a substantial risk of
injury to health or the environment
shall immediately inform [EPA] of such
information’’ (15 U.S.C. 2607(e)).
Likewise, FIFRA section 6(a)(2) requires
registrants that, after registration of a
pesticide, have additional factual
information regarding unreasonable
adverse effects on the environment of
the pesticide to submit the information
to EPA ( 7 U.S.C. 136d(a)(2)).

EPA will likely adopt as part of its
EDSP both in vitro and in vivo assays
that assess selected hormonal
endpoints. Based on the current state of
the science, EPA considers the results of
endocrine disruptor in vitro screening
assays to be indicators of potential
endocrine activity. Whether performed
at the bench or in a high throughput
mode, results from in vitro assays may
suggest some mechanisms of endocrine
activity (e.g., hormone receptor binding,
binding plus transcription, cell
proliferation, steroidogenesis, etc.).
Thus, the results of these in vitro assays
are arguably within the scope of TSCA
section 8(e) and FIFRA section 6(a)(2).
At this time, however, EPA can not
conclude that the results of these in
vitro assays translate into an
understanding of particular health or
environmental hazards and risks in vivo.
Therefore, based on the current state of
the knowledge, EPA will not, at this
time, require submission of TSCA
section 8(e) or FIFRA section 6(a)(2)
reports containing only the results of
these in vitro assays. Registrants,
manufactures, or importers are,
nevertheless, encouraged to submit the
data voluntarily. If these test results are
included with other information
reportable under TSCA section 8(e) or

FIFRA section 6(a)(2), then they must be
reported.

L. Exemptions

There are several circumstances in
which exemptions from screening or
testing requirements are appropriate.
The FFDCA section 408(p) provides for
exemptions from its requirements if
EPA determines that a substance is
anticipated not to produce any effect in
humans similar to an effect produced by
a naturally occurring estrogen. Although
EPA has not determined when or under
what circumstances it will grant
exemptions from FFDCA 408(p)
requirements, examples of the types of
chemicals that might warrant such
exemptions include class 4 pesticide
formulation inerts—those inert
ingredients in pesticide formulations
judged by EPA to be virtually non-toxic
(for example cookie crumbs)—and
strong mineral acids and strong mineral
bases, which would likely interact with
tissue at the portal of entry giving rise
to localized lesions rather than systemic
effects. The strong reactivity of these
substances would cause interaction with
membranes and other biological
chemicals before the chemical reached
the endocrine receptors.

EPA is considering establishing a
petition process as a means of
establishing exemptions from screening.
The details of this process could be set
forth in the procedural rule EPA is
considering issuing for the EDSP. EPA
is asking for comments on criteria that
might form the basis for granting
exemptions.

Exemptions under FFDCA 408(p) are
not the same as exemptions under
FFDCA section 408(c). Please note also
that the term exemption as used under
FFDCA section 408(p) is different from,
and should not be confused with, the
use of this term under TSCA section
4(c). An exemption under FFDCA
section 408(p) means that testing
requirements do not apply. However,
under TSCA section 4(c) an exemption
is a mechanism for avoiding duplicative
testing. Under TSCA section 4(c) an
exemption can be granted when data are
being or have been generated by a
responsible party and, therefore, other
responsible parties can reimburse the
test sponsor for a portion of the cost. A
similar cost sharing provision exists for
data compensation among registrants
under FIFRA (see Unit VI.H. of this
notice). Unless otherwise indicated, the
term exemption used in this notice will
be used in the sense in which it is used
under FFDCA section 408(p), that is, a
waiver of all testing obligations.

M. Use of Significant New Use Rules
(SNURs) Under TSCA

During the EDSTAC deliberations,
concern was expressed that under
certain circumstances less than the full
Tier 2 testing would be permitted on
chemicals based on their limited use
and exposure profile. For instance, a
pesticide registered for contained use
only may result in human exposure but
negligible or no environmental
exposure. Therefore, performing the 2-
generation mammalian reproductive
effects test may be all that is needed to
assess the hazards of this substance.
Granting permission to limit Tier 2
testing does not present a problem for
pesticides because pesticide registration
limits the uses of the pesticide to those
contained in the registration
application. If a pesticide registrant
wants to expand the uses and therefore
potentially the exposure to a pesticide,
the registrant must apply to register the
expanded uses. The same is not true for
chemicals under TSCA, since TSCA is
not a registration statute. Once a
commercial chemical is on the market it
can ordinarily be used freely for any
purpose resulting in exposures that
were not occurring at the time testing
requirements were promulgated. A
potential solution to this dilemma lies
in EPA’s authority under TSCA section
5(a)(2) to issue SNURs.

A SNUR defines certain uses of a
chemical as new uses. Before a
manufacturer or processor can use a
chemical for one of the defined new
uses, the manufacturer or processor
must notify EPA of such intention at
least 90 days before commencement of
the new use. A SNUR thus subjects an
existing chemical that triggers a new use
to the same review that a new chemical
receives. Submission and review of the
new use can be tied to the performance
of testing and submission of test data to
EPA if there is a test rule that covers that
chemical.

EPA is considering the development
of a SNUR based on a manufacturer’s
showing of limited use and exposure as
a condition for granting a waiver for
limited Tier 2 testing for TSCA
chemicals (i.e., permission to perform
fewer than the five tests in Tier 2 based
upon exposure considerations). If the
manufacturer’s claims for limited use
and exposure are refuted in the
significant new use rulemaking process
by someone who is already using the
chemical in such a manner, the SNUR
will not be valid and the manufacturer
will be required to perform the full
battery of Tier 2 tests required in the test
rule issued for that chemical under the
EDSP.
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N. Relationship Between the EDSP and
Related Actions Under TSCA

Several other testing actions under
TSCA may affect chemicals in the EDSP.
Actions planned or underway include
the Hazardous Air Pollutants (HAPs)
test rule (61 FR 33178, June 26, 1996)
(FRL–4869–1) as amended, the
Children’s’ Health test rule, the Agency
for Toxic Substances and Disease
Registry (ATSDR) test rule, the High
Production Volume (HPV) testing
initiative and the Screening Information
Data Set (SIDS) Program on HPV
chemicals. None of the EDSP Tier 1
screening assays is being considered for
by these actions. The SIDS and HPV
testing programs do not meet either the
screening or testing requirements of the
EDSP. The only likely overlap in testing
requirements is the 2-generation
mammalian test, which is proposed in
the HAPs rule and being considered in
the Children’s Health test rule and
ATSDR test rule. The reproductive
effects testing for these programs will
meet the Tier 2 mammalian
reproductive effects testing requirement
for the EDSP if the 1998 or later
guideline for a 2-generation mammalian
reproductive effects study is used. The
results from some of these testing
programs likely will be available before
final testing decisions are made under
the EDSP. It is possible that if the results
of the 2-generation test (with endocrine-
sensitive endpoints including thyroid)
generated under one of these other
testing programs is negative that only
the fish gonadal recrudescence assay
would need to be performed to satisfy
the testing requirements of the EDSP.
The correlation of various test results in
the validation study will provide more
information on which to make this
judgment. If the mammalian 2-
generation test were positive, the other
Tier 2 tests would have to be run
depending upon the exposure profile of
the chemical in question.

O. Analysis of Data in the EDSP

EPA discussed use of HTPS data for
priority setting for Tier 1 screening and
as part of the weight of evidence
consideration to determine when a
chemical should be tested in Tier 2.
These data may also used in
conjunction with other data to help
determine if adverse effects observed in
Tier 2 are due to endocrine disruption
or from another cause. The Tier 1 data
will also serve a dual purpose. They
will be used to make the determination
of which chemicals receive Tier 2
testing and will also be used to help
interpret positive results observed in
Tier 2 testing.

More detailed guidance regarding the
assessment of hazards due to endocrine
disruption must await both the results
of the standardization and validation
program and ongoing research. EPA
intends to review the need for revising
its standard evaluation procedures for
interpreting studies and its human
health and ecological risk assessment
guidelines as relevant data from these
programs become available.

VII. Issues for Comment
1. The FFDCA, as amended, requires

EPA to screen pesticides for estrogenic
effects that may affect human health.
EPA has decided that it is scientifically
appropriate to focus on EAT effects, not
just estrogenic effects. Is this an
appropriate scope for the EDSP?

2. Are there classes of chemicals
besides the ones identified in Unit VI.L.
of this notice that should be exempted
(excluded) from the EDSP? What criteria
and what burden of proof should be
applied to claims of persons seeking to
exempt chemicals from screening? What
type of process should EPA establish?

3. As discussed in Unit IV.E. of this
notice, EPA is proposing a
compartment-based (or set-based)
approach to priority setting as a way of
accommodating the real world situation
of uneven data. Under the compartment-
based approach, EPA will group the
chemicals into sets based on the
existence of factual information in a
given area. Thus, priority ranking can be
made fairly among chemicals, i.e.,
chemicals will compete for priority with
other chemicals on the basis of
comparable data and will not be
assigned lower priority for lack of
information. Are these principles and
the compartment-based approach to
priority setting reasonable? Are there
alternatives to the compartment-based
approach which EPA should consider?

4. As recommended by EDSTAC, EPA
is proposing that polymers with an
average number molecular weight
greater than 1,000 daltons be excluded
from priority setting and screening
unless they are pesticide chemicals or
unless their monomers, oligomers, or
leachable components are shown to
have endocrine-disrupting potential in
Tier 1 screening. Is this approach
scientifically sound?

5. EPA is developing a relational data
base to assist in setting priorities for
screening. The relational data base is
intended to import existing data and
information and allow its synthesis, as
well as the estimation of certain
parameters through modeling. EPA and
EDSTAC consider the relational data
base to have great value in helping to
identify the specific compartments

under the compartment-based priority-
setting approach. The data base will also
be helpful in selecting chemicals for the
first and subsequent rounds of
screening. The data fields currently in
the data base are defined in Chapter 4
of the EDSTAC Final Report. What
additional data fields or types of data
should EPA include as it further
develops the relational data base?

6. EPA is soliciting industry’s
cooperation in supplying chemicals for
the HTPS. Is this an appropriate role for
industry and is industry willing to do
so?

7. EPA plans to screen and, if
appropriate, test representative mixtures
to which large or identifiable segments
of the population are exposed. The high-
priority mixture categories include:
Chemicals in breast milk,
phytoestrogens in soy-based infant
formulas, mixtures commonly found at
Superfund sites, common pesticide/
fertilizer mixtures found in ground and
surface water, disinfection byproducts,
and gasoline. EPA plans to screen and
test one representative mixture from
each category.

a. Can standardized representative
mixtures be developed? If so, how
should the chemical combinations,
ratios, and doses be selected for
mixtures?

b. Is the proposal a reasonable way to
address the practicality of screening and
testing mixtures?

c. Are the six categories of mixtures
the most appropriate to address first?

d. Are there other mixture categories
that should be included in addition to,
or instead of those identified (e.g.,
Should fish tissue contaminants be one
of the first mixtures)?

e. If a mixture is positive in Tier 1,
should the whole mixture be tested in
Tier 2 or should EPA attempt to identify
the active component(s) and test it
(them) in Tier 2?

8. EPA has identified a screening
battery consisting of in vitro and in vivo
assays to address EAT effects. Will the
battery, once validated, be capable of
detecting such effects in a consistent
and reliable manner?

9. EPA is planning to require that the
Tier 1 screening in vivo assays be
conducted at one dose, with appropriate
use of range finding studies and other
information (i.e., HTPS results) to
inform dose selection. The single-dose
approach was adopted to save testing
resources. The SAB/SAP in a
preliminary consultation raised concern
about relying on only one dose level and
suggested that EPA require a minimum
of two doses and preferably three to
ensure that tests did not result in false
negatives. Does the potential risk of
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false negatives outweigh the cost
savings of running the Tier 1 screening
in vivo assays with only one dose?

10. EDSTAC could not identify
existing practical vertebrate endocrine
disruptor screening assays that
incorporated exposure in utero or in
ovo. Do such screening assays exist?

11. Is adequate coverage of the thyroid
provided in the recommended Tier 1
screening battery? Does the Tier 1
screening battery provide adequate
coverage of non-receptor mediated
pathways?

12. EPA is proposing a Tier 2 testing
battery to delineate dose-response
relationships of chemicals that yield
positive results in the screening battery.
Do the tests provide sufficient rigor to
identify adverse effects and establish
dose response for disruption of the
EAT?

13. Will the Tier 2 tests be adequate
to detect all known EAT endpoints in
chemicals that bypass Tier 1 screening?

14. Tier 2 tests will identify the
adverse effects due to endocrine
disruption as well as reproductive and
developmental effects caused by non-
endocrine mechanisms of toxicity.
Thus, it may not be possible to
determine that a substance is an
endocrine disruptor if it bypasses tier 1
screening. Is it important to be able to
identify substances as endocrine
disruptors from the standpoint of
conducting a hazard assessment?

15. If the results of the 2-generation
test (with endocrine-sensitive endpoints
including thyroid) generated under one
of these other testing programs is
negative what additional screening or
testing should be required to
demonstrate that the chemical is not an
endocrine disruptor?

16. FFDCA gives EPA authority to test
pesticides and substances ‘‘that are
cumulative to the effect of a pesticide.’’
EPA is interested in receiving comment
on how the term ‘‘cumulative to the
effect of a pesticide’’ should be applied
in defining additional substances which
can be tested under FFDCA.

17. How should EPA define
substantial population as used in
FFDCA section 408(p) and SDWA
section 1457?

8. Is EPA’s proposal to adopt FIFRA
cost sharing provisions for data received
under FIFRA and TSCA cost sharing
provisions for all other substances
feasible and practical?

19. Is EPA’s proposal to adopt FIFRA
CBI procedures for active pesticide
ingredients and TSCA CBI procedures
for all other substances feasible and
practical? TSCA makes health and
safety data freely available. The
chemical portion of chemical substances

comprising formulated products is
confidential under both statutes.

20. Should EPA permit chemicals to
receive less than the full Tier 2 testing
battery under certain circumstances?
Should EPA issue a SNUR for TSCA
chemicals that are subject to limited
Tier 2 testing?

21. Should EPA issue a procedural
rule codifying many of the procedures
discussed in Unit VII. of this notice?

VIII. References

The Agency’s actions are supported
by the references listed in this unit and
cited in this notice. These references are
available in the public record for this
notice under docket control number
OPPTS–42208 in the TSCA Docket, see
the ‘‘ADDRESSES’’section in this notice.

1. Anderson, S., S. Pearce, P. Fail, B.
McTaggert, R. Tyl, and L.E. Gray (1995)
‘‘Validation of the alternative
reproductive test protocol (ART) to
assess toxicity of methoxychlor in rats.’’
The Toxicologist, 15, pp. 164.

2. Anderson, S., S. Pearce, P. Fail, B.
McTaggert, R. Tyl, and L. Gray (1995b)
‘‘Testicular and adrenal response in
adult Long-Evans Hooded rats after
antiandrogenic vinclozolin exposure.’’
Journal of Andrology, 16, pp. 43.

3. Baxter, W.L., R.L. Linder, and R.B.
Dahlgren, (1969) ‘‘Dieldrin Effects in
Two Generations of Penned Hen
Pheasants.’’ Journal of Wildlife
Management, 33(1), pp. 96–102.

4. Bellabarba, D., S. Belisle, N. Gallo-
Payet, and J.G. Lehoux (1988)
‘‘Mechanism of Action of Thyroid
Hormones During Chick
Embryogenesis.’’ American Zoologist,
28, pp. 389–399.

5. Bjerke, D., and R. Peterson (1994)
‘‘Reproductive toxicity of 2,3,7,8
tetrachlorodibenzo-p-dioxin in male
rats: Different effects of in utero versus
lactational exposure.’’ Toxicology and
Applied Pharmacology, 127, pp. 241–
249.

6. Brown, D.D., Z. Wang, A.
Kanamori, B. Eliceiri, J.D. Furlow, and
R. Schwartzman (1995) ‘‘Amphibian
metamorphosis: a complex program of
gene expression changes controlled by
the thyroid hormone.’’ Recent Progress
in Hormone Research, 50, pp. 309–315.

7. Cruickhank, J.J., and J.S. Sim (1986)
‘‘Morphometric and Radiographic
Characteristics Of Tibia Bone of Broiler
Chickens with Twisted Leg Disorders,’’
Avian Diseases, 30(4), pp. 699–708.

8. Dahlgren, R.B., and R.L. Linder
(1971) ‘‘Effects Of Polychlorinated
Biphenyls On Pheasant Reproduction,
Behavior and Survival.’’ Journal of
Wildlife Management, 35(2), pp. 315–
319.

9. Edgren, R. (1984) ‘‘Issues in animal
pharmacology.’’ Pharmacology of the
contraceptive steroids. Ed J. Goldzieher,
Raven Press, Ltd., New York.

10. Emlen, Jr., J.T. (1963)
‘‘Determinants of Cliff Edge and Escape
Responses In Herring Gull Chicks in
Nature.’’ Behaviour, 22, pp. 1–15.

11. Fleming, W.J., G.H. Heinz, and
C.A. Schuler (1985a) ‘‘Lethal and
Behavioral Effects of Chlordimeform in
Bobwhite.’’ Toxicology, 36, pp. 37–47.

12. Fleming, W. J., G.H. Heinz, J.C.
Franson, and B.A. Rattner (1985b)
‘‘Toxicity of Abate 4E (Temephos) in
Mallard Ducklings and the Influence of
Cold.’’ Environmental Toxicology
Chemistry, 4, pp.193–199.

13. Fort, D. J., and E.I. Stover (1997)
‘‘Development of Short-Term, Whole-
Embryo Assays to Evaluate Detrimental
Effects on Amphibian Limb
Development and Metamorphisis.’’
Xenopus laevis. Environmental
Toxicology and Risk Assessment:
Modeling and Risk Assessment (Sixth
Volume), ASTM STP 1317, Dwyer, F.J.,
T.R. Doane, and M.I. Hinman (Eds.),
American Society for Testing and
Materials, Philadelphia, PA, pp. 376–
390.

14. Fox, G.A. (1976) ‘‘Eggshell
Quality: It’s Ecological and
Physiological Significance In a DDE-
Contaminanted Common Tern Colony.’’
Wilson Bulletin, 88(3), pp. 459–477.

15. Fox, G.A., A.P. Gilman, D.B.
Peakall, and F.W. Anderka (1978)
‘‘Behavioural Abnormalities of Nesting
Lake Ontario Herring Gulls.’’ Journal of
Wildlife Management, 42, pp. 477–483.

16. Freeman, B.M., and M.A. Vince
(1974) ‘‘Development of the Avian
Embryo.’’ A Behavioral and
Physiological Study, John Wiley and
Sons, New York, NY, pp. 362.

17. Gonzalez, M.D., F. Lopez, and E.
Aguilar (1983) ‘‘Involvement of
prolactin in the onset of puberty in
female rats.’’ Journal of Endocrinology,
101, pp. 63–68.

18. Gray, L.E., Jr., J. Ostby, J. Ferrell,
G. Rehnberg, R. Linder, R. Cooper, J.
Goldman, V. Slott, and J. Laskey (1989)
‘‘A dose-response analysis of
methoxychlor-induced alterations of
reproductive development and function
in the rat.’’ Fundamental and Applied
Toxicology, 12, pp. 92–108.

19. Gray, L.E., W.R. Kelce, E.
Monosson, J.S. Ostby, and L.S.
Birnbaum (1995a) ‘‘Exposure to TCDD
during development permanently alters
reproductive function in male LE rats
and Hamsters: Reduced ejaculated and
epididymal sperm numbers and sex
accessory gland weights in offspring
with normal androgenic status.’’



71567Federal Register / Vol. 63, No. 248 / Monday, December 28, 1998 / Notices

Toxicology and Applied Pharmacology,
131 (1), pp.108–118.

20. Gray, L.E., J. Ostby, C. Wolf, D.
Miller, W. Kelce, C. Gordon, and L.
Birnbaum (1995b) ‘‘Functional
developmental toxicity of low doses of
2,3,7,8 tetrachlorodibenzo-p-dioxin and
a dioxin-like PCB (169) in Long Evans
rats and Syrian hamsters: Reproductive,
behavioral and thermoregulatory
alterations.’’ Organohalogen
Compounds, 25, pp. 33–38.

21. Hannon, W., F. Hill, J. Bernert et
al. (1978) ‘‘Premature thelarche in
Puerto Rico: a search for environmental
estrogenic contamination.’’ Archives of
Environmental Contamination and
Toxicology, 16, pp. 255–262.

22. Hayes, T.B. (1997a) ‘‘Amphian
metamorphosis: An integrative
approach.’’ American Zoologist, 37, pp.
121–123.

23. Hayes, T.B. (1997b) ‘‘Steroids as
potential modulators of thyroid
hormone activity in anuran
metamorphosis.’’ American Zoologist,
37, pp. 185–194.

24. Hershberger, L., E. Shipley, and R.
Meyer (1953) ‘‘Myotrophic activity of
19-nortestosterone and other steroids
determined by modified levator ani
muscle method.’’ Proceedings, Society
of Experimental Biology and Medicine,
83, pp. 175.

25. Hoffman, D.J. (1990)
‘‘Embryotoxicity and Teratogenicity of
Environmental Contaminants to Bird
Eggs.’’ Revision of Environmental
Contamination and Toxicology, 115,
pp.39–89.

26. Hoffman, D.J., G. J. Smith, and
B.A. Rattner (1993) ‘‘Biomarkers of
Contaminant Exposure in Common
Terns and Black-Crowned Night Herons
in the Great Lakes.’’ Environmental
Toxicology and Chemistry, 12, pp.
1095–1103.

27. Hoffman, D.J., M.J. Melancon, P.N.
Klien, C.P. Rice, J.D. Eisemann, R.K.
Hines, J.W. Spann, and G.W. Pendleton
(1996) ‘‘Developmental Toxicity of PCB
126 (3,3’,4,4’,5-Pentachlorobiphenyl) in
Nestling Amercian Kestrels (Falco
sparverius).’’ Fundmentals of Applied
Toxicology, 34, pp. 188–200.

28. Hostetter, M., and B. Piacsek
(1977) ‘‘The effect of prolactin
deficiency during sexual maturation in
the male rat.’’ Biology of Reproduction,
17, pp. 574–577.

29. Huhtaniemi, I., A. Amsterdam,
and Z. Naor (1986) ‘‘Effect of postnatal
treatment with a gonadotropin-releasing
hormone antagonist on sexual
maturation of male rats.’’ Biology of
Reproduction, 35, pp. 501–507.

30. Interagency Coordinating
Committee on the Validation of
Alternative Methods (1997) ‘‘Validation

and Regulatory Acceptance of
Toxicological Test Methods.’’ National
Institutes of Environmental Health
Sciences, Research Triangle Park, NC
27709

31. Jefferies, D.L., and J.L.F. Parslow
(1976) ‘‘Thyroid Changes in PCB-Dosed
Guillemots and Their Indication of One
of the M echanisms of Action For These
Materials.’’ Environmental Pollution, 10,
pp. 293–311.

32. Kelce, W.R., C. Stone, S. Laws,
L.E. Gray, J. Kemppainen, and E. Wilson
(1995) ‘‘Persistent DDT metabolite p,p’
DDE is a potent androgen receptor
antagonist. Nature, 375(15), pp. 581–
585.

33. Kelce, W.R., C. Lambright, L.E.
Gray Jr., and K. Roberts (1997)
‘‘Vinclozolin and p,p’ DDE alter
androgen-dependent gene expression: in
vivo confirmation of an androgen
receptor mediated mechanism.’’
Toxicology and Applied Pharmacology,
142, pp. 192–200.

34. Korenbrot, C.C., I. Huhtaniemi,
and R. Weiner (1977) ‘‘Preputial
separation ass an external sign of
pubertal development in the male rat.’’
Biology of Reproduction, 17, pp. 298–
303.

35. Kubiak, T.J., H.J. Harris, L.M.
Smith, T.R. Schwartz, D.L. Stalling, J.A.
Trick, L. Sileo, D. Docherty, and T.C.
Erdman (1989) ‘‘Microcontaminants and
Reproductive Impairment of the
Forster’s Tern on Green Bay, Lake
Michigan —1983.’’ Archives of
Environmental Contamination and
Toxicology, 18, pp. 706–727.

36. Maguire, C.C., and B.A. Williams
(1987) ‘‘Response of Thermal Stressed
Bobwhite to Organophosphorous
Exposure.’’ Environmental Pollution, 47,
pp. 25–39.

37. Martin, P.A. (1990) ‘‘Effects of
Carbofuran, Chlorpyrifos, and
Deltamethrin on Hatchability,
Deformity, Chick Size, and Incubation
Time of Japanese Quail (Coturnix
japonica) Eggs.’’ Environmental
Toxicology and Chemistry, 9, pp. 529–
534.

38. Martin, P. A., and K.R. Solomon
(1991) ‘‘Acute Carbofuran Exposure and
Cold Stress: Interactive effects in
Mallard Ducklings.’’ Pesticide
Biochemistry and Physiology, 40, pp.
117–127.

39. McArthur, M.L.B., G.A. Fox, D.B.
Peakall, and B.J.R. Philogene (1983)
‘‘Ecological Significance of Behavioral
and Hormonal Abnormalities in
Bredding Ring Doves Fed an
Organochlorine Chemical Mixture.’’
Archives of Environmental
Contamination and Toxicology, 12, pp.
343–353.

40. McLachlan, J.A., R.R. Newbold,
H.C. Shah, M.D. Hogan, and R.L. Dixon,
‘‘Reduced fertility in female mice
exposed transplacentally to
diethylstilbestrol (DES).’’ Fertility and
Sterility, 38, 1982, pp. 364–371.

41. McNabb, F.M.A. (1988)
‘‘Peripheral Thyroid Hormone
Dynamics in Precocial and Altricial
Avian Development.’’ American
Zoologist, 28, pp. 427–440.

42. Moccia, R.D., G.A. Fox, and A.
Britton (1986) ‘‘A Quantitative
Assessment of Thyroid Histopathology
of Herring Gulls (Larus Argentatus)
From the Great Lakes and a Hypothesis
on the Causal Role of Environmental
Contaminants.’’ Journal of Wildlife
Diseases, 22(1), pp. 60–70.

43. Nelson, K., T. Takahashi, N.
Bossert, D. Walmer, and J. McLachlan
(1991) ‘‘Epidermal growth factor
replaces estrogen in the stimulation of
female genital-tract growth and
differentiation.’’

44. O’Connor, J.C., et al. (1996) ‘‘An
in vivo battery for identifying endocrine
modulators that are estrogenic or
dopamine regulators.’’ Fundmentals of
Applied Toxicology, 33, pp.182–195.

45. Ramely, J., and C. Phares (1983)
‘‘Delay of puberty onset in males due to
suppression of growth hormone.’’
Neuroendocrinology, 36, pp. 321–329.

46. Ramirez, V., and C. Sawyer (1964)
‘‘Advancement of puberty in the female
rat by estrogen.’’ Endocrinology, 76, pp.
1158–1168.

47. Rattner, B.A., J.M. Becker, and T.
Nakatsugawa (1987) ‘‘Enhancement of
Parathion Toxicity to Quail by Heat and
Cold Exposure.’’ Pesticide Biochemistry
and Physiology, 27, pp. 330–339.

48. Rattner, B.A., L. Sileo, and C.G.
Scanes (1982) ‘‘Hormonal Responses
and Tolerance to Cold of Female Quail
following Parathion Ingestion.’’ Pestide
Biochemistry and Physiology, 18,
pp.132–138.

49. Raynaud, J.P. et al. (1984) The
Prostate, 5, pp.299–311.

50. Salamon, V.(1938) ‘‘The effect of
testosterone propionate on the genital
tract of the immature female rat.’’
Endocrinology, 23, pp.779–783.

51. Shaban, M., and P. Terranova
(1986) ‘‘2-Bromo-I-ergocryptine
mesylate (CB–154) inhibits prolactin
and luteinizing hormone secretion in
the prepubertal female rat.’’ Biology of
Reproduction, 34, pp. 788–795.

52. Summer, C.L., J.P. Giesy, S.J.
Bursian, J.A. Render, T.J. Kubiak, P.D.
Jones, D.A. Verbrugge, and R.J. Aulerich
(1996) ‘‘Effects Induced by Feeding
Organochlorine-Contaminated Carp
From Saginaw Bay, Lake Huron, To
Laying White Leghorn Hens. II.
Embryonic and Teratogenic Effects.’’



71568 Federal Register / Vol. 63, No. 248 / Monday, December 28, 1998 / Notices

Journal of Toxicology and
Environmental Health, 49, pp. 409–438.

53. Tori, G.M., and L.P. Mayer (1981)
‘‘Effects of Polychlorinated Biphenyls
on the Metabolic Rates of Mourning
Doves Exposed to Low Ambient
Temperatures.’’ Bulletin of
Environmental Contamination and
Toxicology, 27, pp. 678–682.

IX. Public Record and Electronic
Submissions

The official record for this notice, as
well as the public version, has been
established for this notice under docket
control number OPPTS–42208
(including comments and data
submitted electronically as described in
this unit). A public version of this
record, including printed, paper
versions of electronic comments, which
does not include any information
claimed as CBI, is available for
inspection from 12 noon to 4 p.m.,
Monday through Friday, excluding legal
holidays. The official record is located
at the address in Unit I.B.3. of this
notice.

Electronic comments can be sent
directly to EPA at:

oppt-ncic@epa.gov.

Electronic comments must be
submitted as an ASCII file avoiding the
use of special characters and any form
of encryption. Comment and data will
alsobe accepted on disks in Wordperfect
5.1/6.1 or ASCII file format. All
comments and data in electronic form
must be identified by the docket control
number OPPTS–42208. Electronic
comments on this notice may be filed
online at many Federal Depository
Libraries.

List of Subjects

Environmental protection, Chemicals,
Drinking water, Endocrine disruptors,
Hazardous substances, Health and
safety, Pesticides and pests.

Authority: 21 U.S.C. 346a(p); 42 U.S.C.
300j–17; 7 U.S.C. 136a; 15 U.S.C. 2604.

Dated: December 21, 1998.

Lynn R. Goldman,
Assistant Administrator for Prevention,
Pesticides and Toxic Substances.
[FR Doc. 98–34298 Filed 12–23–98; 9:49 am]

BILLING CODE 6560–50–F

ENVIRONMENTAL PROTECTION
AGENCY

[OPPTS–42207; FRL–6052–8]

Endocrine Disruptor Screening
Program; Priority-Setting Workshop

AGENCY: Environmental Protection
Agency (EPA).
ACTION: Notice.

SUMMARY: This notice invites public
participation in a workshop to discuss
the development of a priority-setting
system for the selection of chemicals for
testing in the Endocrine Disruptor
Screening Program (EDSP). The
recommendations of the Endocrine
Disruptor Screening and Testing
Advisory Committee (EDSTAC) and the
Agency’s subsequent Statement of
Policy contain a set of principles and a
general strategy for setting priorities for
testing. The Agency is now commencing
the detailed design phase of the priority-
setting system and seeks public input on
the design of the system.
DATES: The workshop will be held on
Wednesday, January 20, 1999, from 10
a.m. to 5 p.m. and Thursday, January 21,
1999, from 9 a.m. to 4 p.m. Comments
may be submitted during the workshop
or after the workshop until February 22,
1999.
ADDRESSES: The workshop will be held
at the Crystal City Marriott Hotel, 1999
Jefferson Davis Hwy., Arlington, VA;
telephone (703) 413–5500, toll-free
reservation line (800) 228–9290.

Comments should be sent to Patrick
Kennedy or James Darr and to the
OPPTS Document Control Officer.
Comments may be sent electronically or
by mail to: Patrick Kennedy, e-mail
address: kennedy.patrick@epa.gov or
Jim Darr, e-mail address:
darr.james@epa.gov; Office of Pollution
Prevention and Toxics (7406),
Environmental Protection Agency, 401
M St., SW., Washington, DC 20460.

Each comment must bear the docket
control number OPPTS–42207. All
comments should be sent in triplicate
to: OPPT Document Control Officer
(7407), Office of Pollution Prevention
and Toxics, Environmental Protection
Agency, 401 M St., SW., Room G–099,
East Tower, Washington, DC 20460.

Comments and data may also be
submitted electronically to: oppt.
ncic@epa.gov. Follow the instructions
under Unit V. of this notice. No
Confidential Business Information (CBI)
should be submitted through e-mail.

All comments which contain
information claimed as CBI must be
clearly marked as such. Three sanitized
copies of any comments containing

information claimed as CBI must also be
submitted and will be placed in the
public record for this rulemaking.
Persons submitting information on any
portion of which they believe is entitled
to treatment as CBI by EPA must assert
a business confidentiality claim in
accordance with 40 CFR 2.203(b) for
each such portion. This claim must be
made at the time that the information is
submitted to EPA. If a submitter does
not assert a confidentiality claim at the
time of submission, EPA will consider
this as a waiver of any confidentiality
claim and the information may be made
available to the public by EPA without
further notice to the submitter.
FOR FURTHER INFORMATION CONTACT: For
information related specifically to the
workshop: Patrick Kennedy, telephone:
(202) 260–3916, e-mail address:
kennedy.patrick@epa.gov or Jim Darr,
telephone: (202) 260–3441, e-mail
address: darr.james@epa.gov; Office of
Pollution Prevention and Toxics (7406),
Environmental Protection Agency, 401
M St., SW., Washington, DC 20460. For
general information or copies of the
ESTAC Report: TSCA Hotline,
Environmental Assistance Division
(7408), Office of Pollution Prevention
and Toxics, Environmental Protection
Agency, 401 M St., SW., Washington,
DC 20460; telephone (202) 554–1404,
TDD (202) 554–0551; e-mail address:
TSCA-Hotline@epa.gov.
SUPPLEMENTARY INFORMATION:

I. Background

The Agency first set forth the basic
components of the EDSP in an August
11, 1998 (63 FR 42852) (FRL–6021–3)
Federal Register notice. A more detailed
Statement of Policy has been developed
and is published elsewhere in this issue
of the Federal Register.

The EDSP has five major components:
1. Sorting, in which chemicals are

classified according to the availability of
information on each chemical’s
endocrine-disrupting potential.

2. Priority setting, in which EPA will
determine the priority order for entry
into Tier 1 screening.

3. Tier 1 screening, a battery of in
vitro and in vivo assays designed to
identify those chemicals that are not
likely to interact with the estrogen,
androgen, or thyroid hormone systems
(EAT).

4. Tier 2 testing, a battery of assays
designed to determine whether a
chemical may have an effect in humans
similar to that of naturally occurring
hormones and to identify, characterize,
and quantify those effects for EAT
effects.


