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On December 14, 2001, the U.S. Environmental Pro-
tection Agency (EPA) issued a press release estab-

lishing an “interim” human testing policy for pesticides that
suspended EPA’s long-established policy of using human
testing data to establish pesticide tolerances or to determine
other human health-protective limits on chemical expo-
sures. The policy was restricted to the results of studies us-
ing human subjects sponsored by private companies (so-
called third-party studies).1 That press release signaled a de-
parture from previous EPA policy on human testing as indi-
cated by two 1998 statements issued by the EPA Office of
Prevention, Pesticides, and Toxic Substances, one of which
states that the protection of public health from adverse ef-
fects of pesticides can be achieved through reliance on ani-
mal testing and the use of the highest ethical standards.2 The
other is an internal memorandum indicating that EPA will
not consider a human study unless it meets the highest ethi-
cal standards (without specifying what those standards
should be). Prior EPA policies and guidance for the protec-
tion of public health encouraged the use of human data, giv-
ing such data priority over all other types of toxicity testing
data, without addressing specifically the issue of ethical
conduct.3 For example, EPA’s guidelines for developmental
toxicity risk assessment state: “Human data are preferred for
risk assessment.”4 Between January and October 1998, EPA
itself conducted or supported 43 research projects involving
human subjects and chemical exposures.

EPA’s policy suspending consideration of data from
third-party studies using human subjects resulted from sev-

eral concerns. One concern is that using human data as the
basis for pesticide tolerances would lead to less stringent
tolerances, placing public health at risk. Another concern is
that using human data is inconsistent with the protection of
children’s health through the additional safety factor re-
quired for tolerance-setting by the Food Quality Protection
Act (FQPA).5 A third concern is that clinical studies con-
ducted by contract laboratories on behalf of pesticide manu-
facturers (or other private companies) do not adhere to the
ethical standards for the protection of human subjects that
were established by the Federal Policy for the Protection of
Human Subjects, generally known as the Common Rule.6 A
final concern is that intentionally exposing human subjects
to chemicals is unethical, even if the goal of doing so is pub-
lic health protection.

Several arguments have been made in defense of using
human data. One argument is that using human data as the
basis for pesticide tolerances could lead to less stringent or
more stringent tolerances than those based on animal toxic-
ity data, depending on the chemical and the available data,
so relying solely on animal data has the potential to place
public health at risk. Another argument is that using human
data is completely unrelated to the need for or use of an addi-
tional safety factor to protect children’s health. A third argu-
ment is that human subjects studies that are neither con-
ducted nor funded by the federal government are not legally
required to be conducted in accordance with the Common
Rule; they are conducted in accordance with other interna-
tional guidance for the protection of human subjects, the
Declaration of Helsinki7 and Good Clinical Practice guide-
lines.8 A fourth argument is that intentionally exposing hu-
man subjects to substances to which the general population
is already exposed routinely is ethical because doing so has
the potential to establish safe conditions for exposures that
are already occurring. And finally, EPA is legally con-
strained from arbitrarily considering only a subset of the
toxicity data available to evaluate human health risks.

This Article will discuss the validity of arguments for and
against the use of toxicity data generated by intentionally
exposing human subjects to chemicals for the purpose of es-
tablishing regulatory limits on chemical exposures.
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Stringency of Chemical Safety Assessments Based on
Animal or Human Data

When setting safety standards for chemical exposures, it has
been standard EPA practice to identify a no-observed-effect
level (NOEL) for a particular chemical from human toxicity
data, where available, and then to divide it by an “uncer-
tainty factor” of 10 (generally) to yield a level of exposure
that would be considered protective of individuals who
might be more sensitive than those tested or observed.9 If no
human toxicity data are available for a chemical, EPA gen-
erally divides a NOEL identified from long-term toxicity
studies in laboratory animals by 100—10 to protect sensi-
tive individuals and 10 to account for the possibility that hu-
mans could be more sensitive than the species tested—to de-
termine an exposure level that is considered likely to be
without adverse effects in humans (including sensitive sub-
groups). Intuition might suggest, then, that a chemical’s
safety standard derived from animal studies would be at
least 10 times more stringent than if it were derived from hu-
man studies.

Michael Dourson and colleagues,10 in research sponsored
by the nonprofit corporation, Toxicology Excellence for
Risk Assessment (TERA), evaluated the chemical exposure
limits published on EPA’s Integrated Risk Information
System11 for which both human and animal data were avail-
able. The evaluation, authored by Dourson and several other
colleagues, showed that, of the values EPA calculated using
human data, 36% were lower (more stringent) than they
would have been if they had been derived using animal data,
even after dividing by the factor of 10 used to extrapolate
from animals to humans. EPA could not base 23% of the val-
ues on animal data at all because human studies identified a
completely different endpoint of toxicity or because EPA
judged the animal data available as insufficient or inappro-
priate. The TERA study suggests that eliminating the use of
human data could result in some standards that fail to protect
human health. Another comparison of human and animal
toxicity data showed that, for 30% of 150 pharmaceutical
compounds evaluated, there was no relationship between
the types of toxicity observed in humans and those seen in
animals.12 Equating the use of human data for chemical
safety assessment with less health protection and the use of
laboratory animal data (with correspondingly larger uncer-
tainty factors) with greater health protection is not sup-
ported by the available information specifically designed to
address this question.

The TERA analysis has been criticized on the basis that
many of the human studies considered were epidemiology
studies, not clinical studies involving the intentional dosing
of human subjects. EPA has not suspended the use of epide-
miology data. However, the TERA study also conducted an
analysis of the subset of chemicals with exposure limits de-

rived solely from clinical studies (33% of total) and found
essentially the same results. Moreover, the point is not
whether the human data are epidemiologic or intentional.
The point is that when no interspecies uncertainty factor is
applied, sometimes the resulting exposure limit is more
stringent than if it were based on animal data and sometimes
it is less stringent, because animal toxicity data are not per-
fect predictors of human toxicity. A more extensive evalua-
tion than that performed by the TERA study based on addi-
tional data and chemical classes might help clarify the ex-
tent to which their conclusion can be more broadly applied.

Human Data and Children’s Health Protection

The 1996 FQPA mandated that, in addition to the
interspecies and intraspecies uncertainty factors described
above, EPA must apply an additional safety factor of 10
when setting pesticide tolerances when children are known
to be more susceptible to pesticide toxicity than adults or
when there is no information available to prove otherwise.13

Organizations such as the Alliance for Human Research
Protection have asserted that the goal of pesticide compa-
nies’ development of human data “is to evade federal stan-
dards adopted for the protection of children under the 1996
Food Quality Protection Act [FQPA].”14 This statement
confuses the FQPA children’s safety factor, which cannot
be addressed through the development of human data us-
ing adult subjects, and the interspecies uncertainty factor,
which can.

The use of uncertainty factors and safety factors when
setting chemical exposure limits was intended by EPA to be
used as a default procedure when no data related to actual
sensitivity differences among species, individuals, or life
stages is available. All of the factors may be modified by
data. In the case of the FQPA safety factor, information dem-
onstrating that developing animals or children are not more
sensitive than adults or that developmental toxicity is not the
most sensitive endpoint can be used to support a factor of 3
or 1 instead of 10. For example, when EPA established a tol-
erance for myclobutanil, no FQPA safety factor was applied
because the pre-natal and post-natal toxicology database
was considered complete and the most sensitive endpoint
was reproductive toxicity, not developmental toxicity.

The interspecies uncertainty factor can be modified for
several reasons. If pharmacokinetic data are available to
demonstrate that a substance’s active metabolite is gener-
ated to a different extent in laboratory animals than in hu-
mans, the standard tenfold uncertainty factor can be re-
placed with an interspecies dose-response extrapolation.
For example, a pharmacokinetic model for isopropanol has
been developed to extrapolate the dose-response relation-
ship for isopropanol-induced neurobehavioral effects ob-
served in rats to humans. The interspecies uncertainty factor
can be removed in cases where human data support the ani-
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mal data upon which a safety assessment is based. For ex-
ample, the interspecies uncertainty factor was removed for
acephate because, although the acephate exposure limit was
based on rat data, supporting human in vivo and in vitro data
indicated that there were no species differences in adult sen-
sitivity. The interspecies uncertainty factor is not used at all
if a safety assessment is based on human data instead of ani-
mal data.

Even the intraspecies uncertainty factor can be modified
or removed if the toxicity of concern is derived from the
most sensitive human subgroup. EPA’s oral exposure limit
for nitrite has an intraspecies uncertainty factor of 1 because
it is based on methemoglobinemia observed in human in-
fants. EPA’s inhalation exposure limit for beryllium has an
intraspecies uncertainty factor of 1 because it is based on hu-
man beryllium sensitization and progression to chronic be-
ryllium disease, to which only a small percentage of the pop-
ulation (1% to 5%) appears to be susceptible.15

Thus there is no relationship between the interspecies un-
certainty factor and the FQPA safety factor used by EPA in
safety assessment. Generating data aimed at modifying the
former does not affect application of the latter. This differ-
ence has been well established by risk assessment practitio-
ners and regulatory entities.16

Ethical Standards for the Conduct of Studies Using
Human Subjects

Another of the concerns expressed by EPA and others about
the regulatory use of human data is whether recently con-
ducted “third-party” clinical studies with pesticides per-
formed in accordance with the provisions of the Declaration
of Helsinki and Good Clinical Practice have provided vol-
unteers with the same protections afforded by the Common
Rule, which is intended to protect volunteers participating in
federally conducted or funded studies.

The Declaration of Helsinki: Ethical Principles for Medi-
cal Research Involving Human Subjects was drafted and
adopted by the World Medical Association in 1964 and has
been amended several times, most recently in October
2000.17 The Declaration of Helsinki is “a statement of ethi-
cal principles to provide guidance to physicians and other
participants in medical research involving human sub-
jects.”18 Good Clinical Practice: Consolidated Guideline
was prepared by the International Conference on Harmoni-
sation of Technical Requirements for Registration of Phar-
maceuticals for Human Use19 and published by the U.S.
Food and Drug Administration (FDA) on May 9, 1997.20

Good Clinical Practice was published with the objective of
providing a unified standard for the European Union, Japan,
and the United States to facilitate the mutual acceptance of
clinical data by the regulatory authorities in these jurisdic-
tions. The Federal Policy for the Protection of Human Sub-
jects, generally referred to as the Common Rule, is specific
to the United States and was adopted by more than a dozen
U.S. agencies and departments (including EPA) in 1991,
based on regulations first issued by the U.S. Department of
Health and Human Services21 and the FDA22 in 1981 to pro-
tect human subjects. EPA codified the Common Rule at 40
C.F.R. part 26.

All three sets of guidance have in common the intent to
protect human subjects by assuring voluntary participation,
informed consent, and review by an independent review
board or ethics committee. The Declaration of Helsinki,
with its emphasis on general principles, is the shortest and
least detailed of the three documents. Many of the principles
of the declaration are covered in the Common Rule, which
also discusses specific requirements for compliance. The
Good Clinical Practice guidelines explicitly indicate that
their origin is in the declaration’s principles.23 Good Clini-
cal Practice is broader in scope than the Common Rule and
provides the most detailed guidance for those conducting
and sponsoring studies involving human subjects.

Because of the concern regarding the extent to which
third-party studies conducted in accordance with the Decla-
ration of Helsinki and Good Clinical Practice are also con-
sistent with the requirements of the Common Rule, Gail
Charnley and Jacqueline Patterson24 conducted a review of
recently conducted studies of pesticides. They reviewed all
of the studies using oral administration of pesticides to hu-
man subjects that were submitted to EPA for tolerance-set-
ting since passage of the FQPA, along with one additional,
earlier study. They found that, although some deviations
from Common Rule specifics were noted, all 15 studies of
12 pesticides reviewed were found to be in substantial com-
pliance with Common Rule provisos.25

The detailed evaluation identified some deviations from
Common Rule specifics. These included failing to identify
the study explicitly as “research,” using instead such de-
scriptors as “experiments, trial and/or tests of a chemical
substance” (9 of 15 studies); inconsistent identification of
test substances as pesticides on consent forms (but not in
volunteer information), using instead such descriptors as
“chemical compound,” “study drug,” or “drug under test”
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(2 of 15 studies); and including statements to the effect that
if volunteers withdraw for other than medical reasons re-
lated to the study, the payment may be reduced at the discre-
tion of the study director (14 of 15 studies). This latter type
of statement has been interpreted by some as constituting
coercive language that serves to discourage a subject’s free-
dom of choice to withdraw from a study for whatever reason
the subject chooses, without penalty.26 The Common Rule
requires that informed consent forms include a statement to
the effect that participation in a study is voluntary and that a
“subject may discontinue participation at any time without
penalty or loss of benefits to which the subject is otherwise
entitled.”27 The informed consent information in all 15 stud-
ies did include a statement indicating that subjects are free to
withdraw from the study at any time without needing to jus-
tify the decision, however. Finally, the consent forms used
by two laboratories (performing 13 of the 15 studies evalu-
ated) specify arbitration measures to be followed in the case
of injury to the volunteer. This requirement has been inter-
preted by some as exculpatory language,28 which is ex-
pressly prohibited by the Common Rule. It is not exculpa-
tory language, however, because it does not release the test-
ing laboratory or pesticide manufacturer from liability. It
simply specifies an agreed-upon forum for enforcement of
the volunteer’s rights. (The consent forms indicate that
“English courts shall have sole jurisdiction over any dispute
which may arise out of it.”) In the United States, the U.S. Su-
preme Court ruled against “suspicion of arbitration as a
method of weakening the protections afforded in the sub-
stantive law,” noting that such suspicion “has fallen far out
of step with our current strong endorsement of the federal
statutes favoring [arbitration as a] method of resolving dis-
putes,” Shearson/American Express, Inc. v. McMahon.29

The conclusions of Charnley and Patterson have been
criticized because the extent to which the studies evaluated
are representative of the universe of pesticide testing studies
using human subjects is not known. The sample evaluated
comprised all of the oral pesticide studies submitted to EPA
since 1996 and before EPA suspended the use of human data
(along with one earlier study) for the purpose of toler-
ance-setting. The existence of additional studies that may
not have been conducted in accordance with the Common
Rule and that were not submitted to EPA cannot be ruled out.

Ethics of Intentionally Exposing Humans to Chemicals
for Regulatory Purposes

There are many ethical issues surrounding the intentional
exposure of humans to chemicals for regulatory purposes
about which reasonable people can disagree. One question
is whether it is ethically possible to conduct a clinical study
using human subjects to whom no obvious direct personal
benefits accrue as a result of intentional chemical expo-
sures. Unlike studies of pharmaceuticals, which presumably
have the potential to treat a medical problem, clinical stud-
ies of chemicals that are purposely introduced into the envi-

ronment or that occur unintentionally as the result of human
activity are frequently perceived as benefitting only the pro-
ducers of the chemicals. Healthy volunteers who choose to
be exposed to a drug under development during phase I
safety trials may reap the hedonic or altruistic rewards of
knowing that people’s lives might be saved or improved if
the drug works as intended. However, they receive no direct
medical benefit and some 70% of drugs tested in humans
never reach the marketplace to provide medical benefits to
society.30 Whether volunteers who choose to be exposed to a
pesticide or environmental contaminant reap the same psy-
chologic rewards is debated. In both cases, society may ben-
efit, companies may profit, and volunteers may be finan-
cially compensated for their inconvenience. The subject of
motivation is not addressed by the Common Rule.
Ironically, phase I pharmaceutical testing is designed to pro-
duce toxicity in volunteers intentionally so that the potential
effects of a drug can be identified and avoided; pesticide
testing avoids toxicity to the extent possible, relying on
subclinical indicators of exposure instead.

Additional ethical issues that have been raised relate to
whether the consent forms used in the pesticide clinical
studies were truly understood by volunteers and whether the
amount of money paid to volunteers constituted inappropri-
ate inducement. Those issues seem to these authors to be no
different for studies involving pesticides than they do for
phase I clinical trials of pharmaceuticals. The laboratories
conducting the pesticide studies are the same laboratories
that routinely conduct phase I studies on behalf of pharma-
ceutical companies (pharmaceutical testing is thus also
“third-party”); they apply the same standards of consent
form comprehension and scale for financial compensation
without regard to the nature of the substance to be tested.

Another ethical question with regard to human testing of
agricultural pesticides by their manufacturers is whether
they comport with the requirements of the Nuremberg Code
by yielding “fruitful results for the good of society, unpro-
curable by other methods or means of study.”31 Supporting
the fruitful results for the good of society argument is the no-
tion that generating human data increases public health pro-
tection by establishing conditions of safe usage for pesti-
cides that support productive harvests and affordable
produce32 and that reduce risks from high levels of naturally
occurring toxicants and allergens in stressed food plants.33

Most of the U.S. population is exposed to some trace levels
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of multiple pesticides on produce consumed (whether
anthropogenic or naturally occurring). Many are also ex-
posed occupationally during the application of anthro-
pogenic pesticides to produce prior to harvest or through
dermal contact with naturally occurring pesticides. Estab-
lishing conditions of safe ambient and occupational expo-
sure to those substances seems an appropriate public health
measure for the good of society.

Whether such societal benefits are unprocurable by other
methods or means of study is a different question. Standard
toxicity testing protocols using laboratory rodents are con-
sidered adequate for establishing safe exposure limits for
most chemicals under most conditions. Nonetheless, be-
cause rodents are not perfect surrogates for people, regula-
tory and other organizational guidance for establishing such
exposure limits give priority to results obtained from obser-
vations of humans. When human observations are unavail-
able, results from laboratory animals are preferred but are
treated as uncertain (see discussion, accompanying footnote
9 in the text, of the use of uncertainty and safety factors).
Where toxicity produced in laboratory animals is consis-
tent—qualitatively and quantitatively—with that observed
or produced in humans, basing chemical exposure limits for
public health protection on laboratory animal results is eas-
ily justifiable. But if the comparative sensitivity of animals
and humans is not known, using animal data can be only a
default for human data; humans may be more or less sensi-
tive than animals, so there is no guarantee that human testing
results will show less sensitivity or lead to less stringent ex-
posure limits.

An argument related to the procurability question is that
of power, or the statistical reliability of studies using a small
number of subjects (as did the pesticide studies). As EPA’s
science advisors put it: “Bad science is always unethical; re-
search protocols that are fundamentally flawed, such as
those with sample sizes inadequate to support reasonable in-
ferences about the matter in question, are unjustifiable.”34 In
other words, studies that include a small number of human
subjects are judged to be unethical because they cannot pro-
vide the precision needed to know with confidence that the
observed effect is real and not a reflection of natural interin-
dividual variation. Others disagree. The biostatistician, Dr.
Robert Sielken, argues that biological significance is more
important than statistical significance. Biological signifi-
cance implies that an observed event has important toxico-
logical consequences that are relevant to the particular issue
being considered. He points out that power is a function of
both interindividual variability and intraindividual variabil-
ity, i.e., the extent to which measurements vary at different
times within the same individual. Power thus depends both
on the number of subjects tested but also on the number of
measurements made before and after exposure. Sielken esti-
mates that the study designs generally used for pesticides
have power substantially in excess of 90% to detect changes
of 20% or more in the biological indices studied.35

Privately sponsored clinical studies of pesticides con-
ducted by contract laboratories on behalf of pesticide manu-
facturers are proprietary by nature. Because they are propri-
etary, they are not directly subject either to the usual peer re-
view procedures or to oversight by nongovernmental con-
sumer protection organizations. Suspicion with regard to
their ethical conduct and the underlying motives of their
sponsors is thus not unexpected. Such studies are, however,
subject to several legal requirements and EPA must review
these studies and accept them as valid before the results are
used in risk assessment. For example, the Federal Insecti-
cide, Fungicide, and Rodenticide Act (FIFRA)36 prohibits
any person “to use any pesticide in tests on human beings
unless such human beings (i) are fully informed of the na-
ture and purpose of the tests and of any physical or mental
health consequences which are reasonably foreseeable there
from, and (ii) freely volunteer to participate in the test.”37 It
also requires pesticide registrants to report adverse effects
information about their registered pesticide products to
EPA.38 This requirement includes reporting adverse effects
observed in tests with human subjects.39 Case law has long
established that performing medical or other invasive pro-
cedures on an individual without that individual’s informed
consent constitutes assault, battery, and trespass.40 “In-
formed consent” has many definitions, but generally re-
quires a full explanation to the subject of the test to be per-
formed and its possible consequences.41 In the United King-
dom, where a number of the recent clinical studies of pesti-
cide were conducted, National Health Service guidance for
the conduct of studies using human subjects for regulatory
purposes refers companies to the international Good Clini-
cal Practice guidelines.42

There are additional important areas of ethical debate that
are not addressed here, such as how to consider data from
earlier studies conducted in a manner that may have been
ethical at the time but that is inconsistent with today’s estab-
lished ethical requirements.

Agency Authority to Exclude Probative Evidence

In the absence of specific statutory language, it is highly
questionable whether agencies have general or inherent le-
gal authority to exclude relevant and probative evidence for
reasons that are outside the scope of their statutory mandate.
Federal courts are given broad authority to create new evi-
dentiary privileges that exclude evidence “in the light of rea-
son and experience.”43 There is no such mandate in the Ad-
ministrative Procedure Act (APA)44 or elsewhere in admin-
istrative law, however, that permits agencies to refuse to
consider relevant and probative evidence in order to serve
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tional Academy of Sciences Committee on the Use of Third-Party

Toxicity Research With Human Research Participants (Mar. 19,
2003)).

36. 7 U.S.C. §§136-136y, ELR Stat. FIFRA §§2-34.

37. Id. §136j(a)(2)(P), ELR Stat. FIFRA §12(a)(2)(P).

38. Id. §136d(a)(2), ELR Stat. FIFRA §6(a)(2).
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2d 436 (Saskatchewan Ct. App. Canada).
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public policies that are not part of their statutory mandate.
On the contrary, general principles of administrative law re-
quire agencies to base their decisions on the “record as a
whole,”45 and a consideration of “relevant factors” but to ex-
clude considerations other than those that the U.S. Congress
intended for them to weight.46 It is considered “arbitrary and
capricious” under the APA for an agency to refuse to con-
sider relevant scientific evidence for a reason that a court
considers extraneous or outside of the agency’s proper stat-
utory mandate.47

Applying these general principles, courts have frequently
found that EPA may not refuse to consider scientific evi-
dence unless there is a basis for doing so in the Agency’s
statutory mandate. For example, in Chlorine Chemistry
Council v. U.S. Environmental Protection Agency,48 the
U.S. Court of Appeals for the District of Columbia (D.C.)
Circuit rejected an attempt by EPA to refuse to consider reli-
able, peer-reviewed scientific evidence showing that chlo-
roform was unlikely to be carcinogenic below a certain
threshold exposure level in establishing a limit on the con-
centration of chloroform in drinking water.49 Analogous to
EPA’s “interim” policy suspending the use of human sub-
jects data, in Chlorine Chemistry Council the D.C. Circuit
rejected EPA’s argument that its decision did not represent
its final conclusion but was only an “interim” decision. The
court held that the Agency’s refusal to consider evidence
was arbitrary and capricious50 and in violation of the Safe
Drinking Water Act (SDWA),51 which requires that the Ad-
ministrator use “the best available, peer-reviewed science
and supporting studies conducted in accordance with sound
and objective scientific practices.”52 Similarly, the same
D.C. Circuit also found in National Treasury Employees
Union v. Horner,53 that the Agency’s failure to “examine the
relevant data” was arbitrary and capricious.54

EPA is also required by FIFRA and the Federal Food,
Drug, and Cosmetic Act (FFDCA)55 to consider all relevant,
reliable information in making a regulatory decision. The
FFDCA directs EPA to “consider, among other relevant fac-
tors:” (1) “the validity, completeness, and reliability of the
available data from studies of the pesticide chemical and
pesticide chemical residue”; (2) “the nature of any toxic ef-
fect shown to be caused by the pesticide chemical or pesti-
cide chemical residue in such studies”; and (3) “available in-
formation concerning the relationship of the results of such
studies to human risk.”56 Likewise, FIFRA requires EPA as
part of the re-registration process to “conduct a thorough ex-
amination of all data submitted under this section . . . and of

all other available data found by the [EPA] Administrator to
be relevant.”57 Before those laws were enacted, EPA had a
similar policy that stated: “Universally accepted scientific
principles require that all relevant information, not an arbi-
trarily selected subset, be considered in making regulatory
decisions.”58 Thus both scientific and legal principles de-
mand that the factual basis for a rule or decision must in-
clude all relevant information and justification as to why
certain information may not have been relied upon as the ba-
sis for the decision. Excluding some types of human clinical
data from consideration as part of pesticide tolerance-set-
ting or other establishment of enforceable chemical expo-
sure limits violates these well-established principles.

The issue of EPA’s arbitrary exclusion of “third-party”
human subjects evidence was raised in March 2003 in
CropLife America v. U.S. Environmental Protection
Agency.59 The court did not resolve that issue, however, rul-
ing on the narrower procedural grounds that EPA’s action
constituted a “binding regulation issued without notice and
the opportunity for comment” and required EPA to return to
its “previous practice of considering third-party human
studies on a case-by-case basis . . . unless and until it is re-
placed by a lawfully promulgated regulation.”60

In its suspension of consideration of data from third-party
studies, EPA arbitrarily excludes human subjects studies
conducted or supported by nongovernmental entities while
refraining from excluding its own studies, on the implicit
basis that its own studies are ethically conducted and
third-party studies are not. EPA determines that the human
subjects studies it sponsors are conducted ethically by hav-
ing the sponsored laboratories represent to EPA that the
studies were performed consistent with the requirements of
the Common Rule. There is no existing mechanism for inde-
pendent audit (although nothing prevents EPA from audit-
ing). EPA thus takes on face value that its own studies are
ethical while refusing to accept studies represented by oth-
ers as being conducted according to alternative ethical guid-
ance such as Good Clinical Practice (or, for that matter, ac-
cording to the Common Rule). Moreover, §12 of FIFRA de-
fines certain standards for the ethical conduct of studies un-
der that statute. For example, the conduct human clinical
testing of pesticides is unlawful unless the test subjects are
fully informed and freely volunteer for the tests.61 EPA thus
has the statutory authority to reject a particular study on the
basis of those standards, but not to make up other standards
for refusing to consider studies that are not grounded in
the statute.

Conclusions and Recommendations

There are legal, scientific, and ethical issues related to the
regulatory use of data from intentionally exposed human
subjects that are not easily resolvable and that are under de-
bate in several forums. For example, at the request of EPA,
the National Academy of Sciences has convened a commit-
tee to address scientific and ethical considerations related to
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third-party-sponsored research using human participants.62

That committee has met four times and is expected to pro-
duce recommendations by the end of 2003. EPA issued an
Advanced Notice of Proposed Rulemaking on May 7,
2003,63 announcing the Agency’s plan to “conduct rule-
making about criteria and standards EPA would apply in de-
ciding the extent to which it will consider or rely on various
types of research with human subjects to support its ac-
tions.”64 The notice also requests public comments and sug-
gestions on a broad range of issues relating to that subject. In
addition, as mentioned above, the D.C. Circuit Court has
ruled that EPA’s action suspending the use of third-party
human subjects data constitutes a rule promulgated without
benefit of public notice and comment.

Because the benefits of intentional human exposure to
chemicals are complex and not easily characterized, over-
sight of all studies using human subjects (regardless of
sponsor) by strong and verifiably independent institutional
review boards is very important. Review boards should es-
pecially oversee the selection of competent and demograph-
ically representative volunteers and determine that consent
information is clearly understood and that compensation
is not exploitative. Where such data are to be used in a
quantitative manner by EPA for regulatory purposes, a
transparent mechanism for standardized oversight, in-
cluding study auditing, is recommended. That mecha-
nism might be achieved by extending the Common Rule to
privately sponsored studies and by implementing the rec-
ommendation of the National Bioethics Advisory Commis-
sion for a national oversight system for all research involv-
ing human subjects.65
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