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AGENCY: Environnental Protection Agency (EPA).
ACTI ON: Final rule.

SUMVARY: Wth this final rule, EPA bans research for pesticides

i nvol ving intentional exposure of human subjects, when the subjects are
pregnant wonen or children. The rule further strengthens existing
protections for subjects in research conducted or supported by EPA by
prohi biting such research if it would involve intentional exposure of
human subj ects who are pregnant woren or children. The rule al so

ext ends new protections to adult subjects in research for pesticides
conducted by others who intend to submit the research to EPA when it

i nvol ves intentional exposure of human subj ects who are non-pregnant
adults, and creates a new, independent Human Studi es Review Board to
advi se the Agency on the ethical and scientific issues arising in such
research. This final rule focuses on third-party intentional dosing
human studi es for pesticides and sets the stage for further Agency
actions. In addition, in order to display the OVMB control nunber for
the information collection requirenents contained in this final rule,
EPA is amending the table of OVMB approval nunbers for EPA regul ations
that appears in 40 CFR part 9.

DATES: This rule is effective on April 7, 2006.

ADDRESSES: EPA has established a docket for this action under docket
identification (ID) number EPA-HQ OPP-2003-0132. Al docunents in the
docket are listed in the index for the docket. Although listed in the
docket index, sone information is not publicly available, i.e.,
Confidential Business Information (CBI) or other information whose
disclosure is restricted by statute. Certain other nmaterial, such as
copyrighted material, is not available through the el ectronic docket
and will be publicly available only in hard copy form Publicly
avai | abl e docket materials are available either electronically at
http://ww. regul ati ons. goV Eursemiziser] OF i n hard copy at the Public

I nformati on and Records Integrity Branch (PIRIB), Rm 119, Crystal Mll #2,
1801 S. Bell St., Arlington, VA This Docket Facility is open from 8:30
a.m to 4 p.m, Mnday through Friday, excluding |egal holidays. The
Docket tel ephone nunmber is (703) 305-5805.

FOR FURTHER | NFORVMATI ON CONTACT: WIliam L. Jordan, Mailcode 7501C
O fice of Pesticide Prograns, Environnmental Protection Agency, 1200
Pennsyl vani a Ave., NW, Washi ngton, DC 20460; tel ephone numnber: (703)
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305-1049; fax nunber: (703) 308-4776; e-nmil address:
jordan. wi || i am@pa. gov.

SUPPLEMENTARY | NFORVATI ON
|. General Information
A. What Does this Final Rule Do?

Wth this final rule EPA significantly strengthens and expands the
protections for subjects of "~ “third-party'' human research (i.e.
research that is not conducted or supported by EPA) by: (1) Prohibiting
new research involving intentional exposure of pregnant wonmen or
children, intended for subm ssion to EPA under the pesticide |aws; (2)
extendi ng the provisions of the Federal Policy for the Protection of
Human Subj ects of Research (the "~ Common Rule'') to other human
research involving intentional exposure of non-pregnant adults,

i ntended for subnission to EPA under the pesticide |aws; (3) requiring
submi ssion to EPA of protocols and related information about covered
human research before it is initiated; and (4) establishing an

i ndependent Human Studi es Review Board to review both proposals for new
research and reports of covered human research on whi ch EPA proposes to
rely under the pesticide | aws.

The final rule also: (1) Categorically prohibits any EPA research
i nvolving intentional exposure of human subjects who are pregnant wonen
or children to pesticides or any substances; and (2) adapts regul ations
of the Departnment of Health and Human Servi ces providing additiona
protections beyond those of the Common Rule to pregnant wonmen and
children as subjects in EPA observational research--i.e., research
whi ch does not involve intentional exposure to any substance. (Research
conducted by EPA is referred to as ~"first-party'' research, and
““second-party'' research refers to research supported by EPA but
performed by others.)

Finally, this rule forbids EPAto rely, in its actions under the
pesticide laws, on intentional-exposure hunan research that either
i nvol ves pregnant wonen or children or is otherw se considered
unet hical, except in narrowy defined circunstances. For exanple, if
children were at risk fromunsafe exposure to a substance, the Agency
woul d be permitted to rely on otherw se unacceptable research to
justify setting a nore restrictive standard to protect them

B. Legal Authority
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EPA is pronulgating this final rule to effectuate the express
mandate of the United States Congress as set forth in section 201 of
the Departnment of the Interior, Environnent, and Rel ated Agencies
Appropriations Act, 2006, Public Law No. 109-54 (Appropriations Act),
whi ch provi des appropriated funds for EPA and other federal departments
and agencies. In addition, today's final rule is authorized under
provi sions of the followi ng statutes that EPA admni ni sters: Section 3(a)
of the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA)
whi ch authorizes the Administrator to regulate the distribution, sale,
or use of any unregistered pesticide in any State " [t]o the extent
necessary to prevent unreasonabl e adverse effects on the environnent'
(defined at FIFRA section 2(bb), in pertinent part, as " any
unreasonable risk to man or the environnment, taking into account the
econom c, social, and environnental costs and benefits of the use of
any pesticide''); section 25(a) of FIFRA, which authorizes the
Adm nistrator to " “prescribe regulations to carry out the purposes of
[FIFRA],'' and section 408(e)(1)(C of the Federal Food, Drug, and
Cosnetic Act (FFDCA), which authorizes the Administrator to issue a
regul ati on establishing " "general procedures and requirenents to
i npl ement [Section 408].'"' In addition, EPA s expansion of its human
subj ect protection regulations to include additional subparts
suppl enmenting EPA' s codification of the Conmon Rule regarding first-
and second-party research are authorized pursuant to 5 U.S.C. 301 and
42 U.S. C. 300v-1(b).

C. Does this Action Apply to Me?

You may be potentially affected by this action if you conduct human
research on substances regul ated by EPA. Potentially affected entities
may include, but are not limted to, entities that conduct or sponsor
research involving intentional exposure of human subjects that may be
submtted to EPA under FIFRA or FFDCA. Al though EPA has in the past
recei ved such third-party research from pesticide registrants, other
entities could submt such information to EPA.

? Pesticide and other Agricultural Chem cal Mnufacturing
(NAI CS code 325320).

[[ Page 6139]]

This listing is not intended to be exhaustive, but rather provides
a guide regarding entities likely to be affected by this action. O her
types of entities not listed in this unit could also be affected. The
North Anerican Industrial Cassification System (NAICS) code has been
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provided to assist you and others in determ ning whether this action

m ght apply to certain entities. To determ ne whether you or your

busi ness may be affected by this action, you should carefully exam ne
the applicability provisions of 40 CFR part 26. |If you have any
guestions regarding the applicability of this action to a particul ar
entity, consult the person listed under FOR FURTHER | NFORMATI ON CONTACT

D. How Can | Access El ectronic Copies of this Docunent and C her
Rel ated | nformation?

You may access an el ectronic copy of this Federal Register docunent
and the associ ated el ectronic docket at http://ww.requlations. gov, Earoicisime
or you may access this Federal Register docunment electronically through
the EPA Internet under the " "Federal Register'' listings at http://
www. epa. gov/fedrgstr/. A frequently updated el ectronic version of the
Code of Federal Regulations (CFR) is avail able at
http://ww. gpoaccess. gov/ ecfr/. maroemeime:

1. Background
A. Sumrmmary of EPA CGoals for this Final Rule

EPA' s nost inportant statutory responsibility is to protect public
heal th and the environnment by regulating air and water pollutants,
pestici des, hazardous wastes, industrial chem cals, and other
envi ronment al substances. To neet this responsibility the Agency
considers a wide range of information about each substance, including
its potential to cause harm-i.e., its toxicity--and how and at what
| evel s people may be exposed to it--i.e., their exposure. By linking
i nformation about toxicity with estinmates of exposure, EPA can estimate
the risk a substance poses to exposed popul ati ons, and then decide
whet her and how best to regul ate rel eases of the substance into the
envi ronment .

EPA believes that in general it can best protect public health by
considering all available, relevant, scientifically sound informtion
including information devel oped through research with human subjects.
But at the same time, EPA wants to take action to ensure that research
conducted by EPA or for EPA, submitted to EPA, and relied on by EPA--
especially research with human subj ects--has been conducted ethically.

B. The Role of Human Research in EPA R sk Assessnents
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The Agency's understanding of potential risks to people is usually
based on many tests perforned with |aboratory animals. These tests
differ in the kinds of animals used, the duration of exposure, the age
of test animals, and the pathway of exposure-through food, air, or the
skin. Wen they are considered together, the results of all these
studi es provide a good general understanding of a pesticide' s potenti al
ef fects.

Ani mal studi es, however, are not the only source of relevant
information for characterizing potential risks of a substance.

Epi dem ol ogi cal studies, for exanple, provide valuable informtion
about the rel ationship between chem cal exposure and effects of

concern. Mnitoring studies that neasure concentrations of a substance
inair, water, food, or on surfaces al so provide valuable insights into
chem cal exposures. Sonetines, however, the relationship between
environnmental concentrations of a substance and potential human
exposure is unclear, and can be understood only through research

i nvol vi ng human subj ects. For exanple, a farner's actual exposure to a
pesticide he or she is applying will depend on his or her equipnent,
the kind and quantity of pesticide he or she uses, what protective
clothing or equi pnment he or she uses, and how many hours he or she

wor ks each day. To be able to take these factors into account, workers
will often wear nonitors in the field to neasure exposure levels in
their routine work. Research like this provides critical data for
defining protective standards for pesticide handlers and applicators.
Wthout these and simlar studies characterizing the exposures received
by individuals in the normal course of their work and daily life, the
Agency woul d not understand adequately either what types of application
equi prent and protective clothing to require for a pesticide, or how soon
harvesters or other workers could safely enter pesticide-treated areas.

Some hunman research, however, involves intentional exposure of
human subj ects--defined in this rule as exposure they would not have
experienced had they not participated in the research. One kind of
research invol ves exposing subjects to | ow doses of a substance to
measure how it is absorbed, distributed, netabolized, and excreted.
Humans process sonme substances differently fromanimals, and studies of
this kind can provide essential support for safety nonitoring prograns,
such as those which neasure the known netabolites of a substance in the
bl ood or urine of workers to estinmate their exposure to the substance.

Al t hough EPA has not required or encouraged it, sone third parties
have occasionally conducted and subnmitted to EPA reports of research
invol ving intentional exposure of human subjects to a substance to
identify or neasure its toxic effects. These studies occur in a
controlled I aboratory or clinical setting.
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Ani mal data al one can sonetines provide an inconplete or m sl eading
pi cture of a substance's safety or risks. Sonetines human research
shows people to be nore susceptible than animals to the effects of a
chem cal, and supports regul atory neasures nore protective than coul d
be justified by aninmal data alone. This has been the case, for exanple,
for arsenic, certain air pollutants, and the pesticide ingredients
met hyl isothi ocyanate (M TC) and hexaval ent chrom um Even when human
research does not show people to be nore sensitive than ani nmals,
scientifically sound human data devel oped under strict ethica
st andards can strengthen the basis for EPA regul atory actions.

C. Societal Concern over the Ethics of Human Research

Scientific experinentation with human bei ngs has al ways been
controversial. The history of human research contai ns well -known
exanpl es of unethical behavior in the name of science, which have | ed
to reforns in the way the governnent and others carry out and oversee
human research. Through these reforns, the standards for ethical human
research have evol ved to beconme progressively nore stringent and
protective of the subjects of the research. In the United States the
" Common Rule,'' a regulation followed by EPA and 17 federa
departnents and agencies, contains a wi dely accepted set of standards
for conducting ethical research with human subjects, together with a
set of procedures designed to ensure that the standards are net. See
Unit V.

For several years EPA has been at the center of an intense debate
about the acceptability of intentional dosing human toxicity studies
for pesticides, and about what to do with human studies that are
ethically deficient. In this debate some have argued that all research
i nvolving intentional exposure of human subjects to pesticides is
fundanmental Iy unethi cal and shoul d never be conducted or accept ed.

O hers, while acknow edgi ng the possibility of

[[ Page 6140]]

ethical human research with pesticides, have argued that EPA should
simply refuse to consider data fromethically problematic research in
its regulatory decisions. Those who hold this view interpret Agency
reliance on an ethically flawed study as an endorsenent of the

i nvestigators' behavior, and as encouragenent to others to engage in
simlarly unethical research. Sone al so argue that EPA s reliance on
ethically deficient human data could directly benefit the wong-doer.
For exanple, if EPA based a regul atory deci sion on a human study that

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (7 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

shows humans to be less sensitive than animals, the result mght be a
| ess stringent regul atory neasure, advantageous to the conpany that
conducted the study. If the key study was unethical, the conpany coul d
benefit fromits own m sconduct.

On the other hand, human research has contributed enornously to
scientific understanding of the risks posed by nany substances in the
environment, and to sone of EPA's past regulatory actions. Wth this in
m nd, others argue that the Agency should consider all relevant and
scientifically sound information--not excluding ethically deficient
human dat a--because to do so will lead to better decisions, based on
assessnents that better reflect actual risks. Holders of this view
argue that the ethical deficiencies of the research are the
responsibility of the researchers, not of EPA They further argue that
EPA can do no additional harmto the subjects of the research by
relying on scientifically valid and rel evant data froman ethically
deficient study, whereas EPA's refusal to rely on such data could do
nothing to benefit the subjects of the research. Mreover, they assert
that while the Agency cannot undo what has al ready happened, EPA can
clearly express its disapproval of past unethical conduct. Hol ders of
this view al so stress the inportance of strengthening protections for
vol unteers who participate in future studies, while taking advantage of
all that past research can offer to benefit society.

D. EPA's Solicitation of Expert Advice

In response to public concerns over human research wi th pesticides,
EPA convened an advi sory conmittee under the joint auspices of the EPA
Sci ence Advisory Board (SAB) and the FIFRA Scientific Advisory Pane
(SAP) to address issues of the scientific and ethical acceptability of
such research. This cormmittee, known as the Data from Testing of Human
Subj ects Subconmittee (DTHSS), net in Decenber 1998 and Novenber 1999,
and conpleted its report in Septenber 2000. Their report is avail able
in the public docket for this rul emaki ng, and on the web at:
http://ww. epa. gov/ sci encel/ pdf/ec0017. pdf.

The DTHSS advi sory conmittee agreed unani nously on several broad
principles, including the follow ng:

? Any policy adopted should reflect the highest standards,
and special concern for the interests of vul nerabl e popul ati ons.

? The threshold of justification for intentional exposure of
human subjects to toxic substances should be very high

? The justification cannot be to facilitate commercia
interests, but only to safeguard public health.

? Not only the nature and magnitude of risks and benefits
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but their distribution nust be considered in assessing research protocols.

? Bad science is always unethical.

No cl ear consensus, however, energed fromthe conmittee on nany
ot her points, including either the scientific nmerit or the ethical
acceptability of studies to identify or neasure toxic effects of
pesticides in hunman subjects. A vigorous public debate conti nued about
the extent to which EPA should accept, consider, or rely on third-party
i ntentional dosing human studies for pesticides.

In Decenber 2001, EPA asked the advice of the National Acadeny of
Sciences (NAS) on the many difficult scientific and ethical issues
concerning intentional human dosing studies. At EPA' s request, the NAS
convened a comrittee to provide the requested advice. The conmittee net
publicly in Decenber 2002, and again in January and March 2003. After
| ong and thoughtful consideration of the full range of issues, the
comrittee released its final report, " “Intentional Hunman Dosing Studies
for EPA Regul atory Purposes: Scientific and Ethical Issues,'' in
February 2004. Their report is available at:
http://ww. nap. edu/ books/ 0309091721/ ht M /. EaroiEmsime

The NAS reconmendati ons addressed what standards shoul d gui de the
conduct of future human research and whet her or not EPA should rely on
the results of ethically deficient human studies. The NAS Report
concl uded that the answers to these questions should start fromthe
exi sting standards for the ethical treatnent of human research enbodi ed
in the Common Rul e. The NAS Report then offered nunerous
recommendat i ons, supported by detailed rationales, for howto apply the
principles of the Common Rule to the particular issues confronting EPA
EPA has relied heavily on the advice of this commttee in devel oping
this rule. The NAS Report discusses the full range of types of hunman
studies available to EPA and the full breadth of statutory prograns
under which they night be consi dered.

E. Bal ancing Conflicting Societal Goals

EPA's mission is to nake the best possible regulatory decisions to
protect public health and the environnment. EPA does not want to ighore
potentially inmportant information that might benefit its assessnents
and deci sion-nmaking. At the sane tine, the Agency's conduct shoul d
encourage high ethical standards in research with human subjects. If
all research with human subjects always net the highest contenporary
et hi cal standards, these goals could all be pursued together. But
sonmetines they conflict.

Two salient issues illustrate the difficulty in striking an
appropri ate bal ance between societal goals in conflict. First, the
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Agency nust deci de what standard to apply to assess the ethica
acceptability of research perfornmed before the new rule takes effect.
The choices are: To apply today's standards of ethical conduct to
research performed in the past, or to judge past research against the
ethical norns prevailing when it was conduct ed.

Codes of ethical research conduct regul ate the behavi or of
i nvestigators before and during the research. It is reasonable to
expect investigators to follow ethical codes that prevail when they do
their work; but EPA believes it is unreasonable to expect themto
anticipate and foll ow standards that may be devel oped after their work
is done. EPA believes that scientifically neritorious research that
adhered to accepted high ethical standards when it was conducted shoul d
not be set aside because ethical standards have subsequently changed.
EPA al so believes that ethical standards are likely to continue to
change in the future and that if and when they do, such a change shoul d
not invalidate or nake unacceptabl e otherw se neritorious research
conducted now, in conformty with high ethical standards of today.

QO her parts of the U S. governnent, and other countries, have arrived
at a simlar position.

In the final rule, EPA has inplenmented the applicable
recommendati on of the NAS, and will accept scientificatiated before the
rul e becones effective unless there is clear and convinci ng evi dence
that it was fundanentally unethical or significantly deficient with
respect to the ethical standards prevailing when the research was conduct ed.

The second salient issue concerns whether it is ever justified to
rely on a

[[ Page 6141]]

report of scientifically sound research judged to be unethical. To
illustrate this problem assune that EPA received a report of
scientifically valid research involving intentional exposure of
children, which is defined by this rule as unacceptable. But assumne
this study shows that the | evel of exposure to the tested substance
safe for children is 5 parts per billion (ppb), whereas all other
information avail able from ani mal studies and ethical human studies
suggests that children woul d be safe if exposed at levels up to 90 ppb.
A regul atory standard of 5 ppb based on the unacceptabl e study woul d
adequately protect exposed children; a standard which did not rely on
t he unacceptabl e study would be set at 90 ppb, and woul d not adequately
protect exposed children.

In such a situation, what should the Agency do? If EPA refused to
rely on the unethical research in this exanple, it would set its
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standard at 90 ppb and woul d not adequately protect exposed children
Moreover, if the final rule always prohibited reliance on data from
research involving intentional exposure of children, even in this
exceptional case, using the data to justify a level at 5 ppb would be a
plain violation of a regulation that could be subject to | egal chall enge.

The et hical and responsi bl e course, EPA believes, would be to rely
on the data to set a fully protective standard, while strongly
condemni ng unet hi cal research conduct and inposing appropriate
adm ni strative sanctions. Mreover, the nunber of people who woul d
benefit from EPA' s regulatory intervention could be far greater than
t he nunber of subjects involved in the research. Thus EPA has retai ned
t he proposed exception, to pernmit it to take legally defensible action
to protect public health in this kind of exceptional situation.

EPA expects a circunstance like this exanple to arise only rarely,
if at all. But however rarely it mght occur, any decision to rely on
unaccept abl e data, should only be made with great care, with ful
opportunity for public discussion, and in reliance on expert advice. As
di scussed further later, the final rule both provides for the essenti al
public health protection exception, narrowy defined, and neets al
these additional criteria.

[11. EPA s Proposed Human Studi es Rul emaki ng and General Public Conments

Summary: This unit reviews the general public comments on EPA's
proposed rul emaki ng. The detail ed coments are addressed in subsequent
units of this preanble.

An extensive review of the historical devel opnent of ethica
standards for the conduct of human research and the events | eading up
to the promul gation of this final rule appeared in the preanble to the
proposed rule, available in the public docket for this action.

Today's final rule is the first to energe fromthe process which
began with publication of an Advance Notice of Proposed Rul emaking in
the Federal Register on May 7, 2003 (68 FR 24410) (FRL-7302-8). On
February 8, 2005 (70 FR 6661) (FRL-7695-4), EPA published and invited
public comment on a Federal Register notice announcing its plan to
establish a conmprehensive framework for deciding whether to consider or
rely on certain types of research with human subjects.

On Septenber 12, 2005 (70 FR 53838) (FRL-7728-2), EPA published in
the Federal Register a notice of proposed rul emaking to strengthen the
protections for people who participate as subjects in human research
The Agency proposed to ban intentional dosing human testing for
pesti ci des when the subjects are pregnant wonen or children, to

formalize and further strengthen existing protections for subjects in
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human research conducted or supported by EPA, and to extend new
protections to adult subjects in human research for pesticides,

i nvol ving intentional exposure of human subjects and conducted by
others who intend to submt the research to EPA. The proposal al so
cont ai ned provisions to establish an independent Hunman Studi es Revi ew
Board responsible for review ng proposals to conduct new, intentional-
exposure human research under the pesticide | aws and EPA decisions to
rely on the results of certain types of conpleted human research inits
actions under the pesticides |aws.

EPA recei ved approxi mately 50,000 coments during the 90-day public
comrent period. The vast mgjority of the coments were submtted by
private individuals as part of e-nmail and letter-witing canpai gns. The
remai ni ng uni que conments canme fromindividual s and organi zati ons
representing a range of stakehol ders including pesticide conpani es,
farm groups and ot her pesticide users, and environnental and public
heal th advocacy groups. EPA has revi ewed, summarized, and responded to
these conments in the Response to Comments docunent available in the
docket for this rule. In addition, this unit summarizes the mgjor
t henes rai sed by the comments on the proposal, and expl ains how EPA has
addressed themin the final rule.

Comment: All human research with pesticides is fundanentally unethi cal

Response: EPA agrees with the advice it has received, as discussed
inUnit Il1., fromits advisory conmttees. The SAB/ SAP Data from
Testing of Human Subjects Subcommittee agreed that although ethica
human research with pesticides was possible, the threshold of
justification should be set very high. The NAS Committee |ikew se
counsel ed care, recommendi ng many specific conditions which should be
satisfied, but nonethel ess acknow edged the possibility of ethica
research when those conditions were net. On that basis EPA has gone
forward with this final rule.

Conment : Comments objected to the Agency's rul emaki ng on the ground
that it would pronote unethical research on human subjects by pesticide

conpani es.
Response: EPA expects its tougher new rules will elimnate all
unet hi cal research and will decrease the overall nunber of future

i ntentional dosing studies conducted for pesticides. The additional
science and ethics reviews by EPA and the Human Studi es Revi ew Board
shoul d elim nate any proposed unethical research

Over the period 1996 to 2001, EPA received approxi mately 33
i ntentional dosing studies of all types annually. These incl uded
studi es nmeasuri ng worker exposure; the efficacy of insect repellents;
studi es of absorption, distribution and excretion that hel p EPA assess
exposure; and studies of systemc toxicity. O these 33, only 4 a year,

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (12 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

on average, involved intentional exposure of human subjects to neasure
m nor, reversible systemc toxic effects. (System c effects are those
that occur within the body, such as trenbling, nausea, or headaches
resulting fromchenical changes in the nervous system) See the
Econom ¢ Anal ysis, Appendix B

Since 1996 we have recei ved about 26 intentional dosing, systenic
toxicity studies on humans. After this rule is finalized, we expect
that nunmber to decrease froman average of 3 a year to as fewas 0 or 1
per year. W expect that nunber of non-toxicity intentional dosing
studies to remain about the sane.

Comment: The proposal was uncl ear.

Response: Many conments on the proposed rule reflected confusion
about which provisions applied to EPA and which to regulated third
parties, and about how the standards applying to the conduct of new
research by EPA or third parties differed fromthe standards applying
to EPA decisions to consider

[[ Page 6142]]

compl eted research. These different elements were mngled in sone
subparts of the proposed rule, contributing to this confusion. A
concerted effort has been nmade in the final rule to elimnate these
potential causes of confusion, by sharpening the focus of each subpart
and groupi ng subparts in three broad groups:

? Rules applying to EPA' s conduct and support of new
research with hunman subjects.

? Rules applying to certain types of new third-party
research for pesticides with hunan subjects.

? Rules applying to EPA in its regulatory capacity.

Comment: Ethical standards can be evaded sinply by denying intent
to submt the results of the research to EPA

Response: The final rule, like the proposal, extends the Common
Rul e requirenments only to third-party research intended for subni ssion
to EPA under the pesticide | aws, FIFRA and FFDCA. EPA believes this is
appropri ate because there has not been adequate consideration of the
policy consequences of extending the provisions of the final rule to
i nvestigators who have no intent to provide their research results to
EPA and woul d ot herwi se have no reason to be aware of these requirenents.

EPA al so di sagrees that the approach used in the final rule nmakes
it easy to evade ethical standards for research by denying the intent
to submt. Several elenents in the final rule interact to ensure the
application of appropriate standards. First is the explicit presunption
inthe rule that all research subnitted by a pesticide registrant was
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i ntended for subm ssion to EPA. Specific, credible docunentation woul d
have to be provided to rebut this presunption; a denial of intent,
standi ng al one, could not serve as a rebuttal

Second, if a submitter successfully rebutted the presunption of
intent, it would nmake little practical difference, and would certainly
not conpel the Agency to accept unethically conducted research. Under
the final rule, whether or not it was intended for subm ssion to EPA
when research was initiated, and whether or not it was otherw se
subject to the requirenments of subpart K (1) After the effective date
of the rule, all reports of human research subnitted to EPA under the
pesticide laws are required by subpart Mto be acconpani ed by
docunent ati on of ethical conduct of the research, (2) all conpleted
post-rul e intentional -exposure research, on which the Agency intends to
rely in actions under the pesticide |laws, is required by subpart P to
be reviewed by the Human Studi es Review Board, and (3) all post-rule
i ntentional -exposure research considered under the pesticide laws is
subj ect under subpart Qto the Conmmon Rule as the ethical standard of
acceptability.

Consequently, the likelihood that unethical research will be used
by EPA in actions under its pesticide laws is very small--only when it
is determned that the data are crucial to support nore protective
public health actions would the Agency consi der such data.

Comment: Linmitation to research involving intentional exposure of
human subj ects excl udes many ki nds of studies.

Response: Most third-party human research for pesticides conducted
by or for EPA, or intended for subm ssion to EPA, neets the rule's
definition of research involving intentional exposure, and thus will be
subject to the requirenments of subpart K But whether or not research
is subject to subpart K, all reports of all post-rule human research
subnmitted to EPA are required by subpart Mto be acconpani ed by
docunent ati on of ethical conduct.

Conmrent : Prohi bitions of new research involving intentional exposure
of pregnant wonen, fetuses, and children are subject to exceptions.

Response: The rule provides for no exceptions under any
circunstances to the bans on the conduct of new research involving
i ntentional exposure of pregnant wonen, fetuses, and children as
subjects. The final rule has been revised for clarity; the prohibitions
have been noved to subparts B (applying to EPA) and L (applying to
third parties,) where they stand al one, and they have been reworded to
enphasi ze that they apply notw thstandi ng any ot her provisions anywhere
in 40 CFR part 26.

Conmrent : The prohi bition on considering human subjects research
i nvolving intentional exposure of pregnant wonen, fetuses, and children
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applies only to regulatory decisions, and not to such non-regul atory
agency actions as risk assessnents.

Response: The final rule has been changed fromthe proposal to nake
this prohibition applicable to all Agency actions taken under the
pesticide | aws.

Comment: The proposed exception pernmitting EPA to consider
unet hi cally obtai ned data when to do so would be " “crucial to
protection of public health'' undermines all other provisions of the
rule. Anything froma nore accurate risk assessnent to increased
agricultural production could be interpreted as ~“crucial to protection
of public health,'" and used to justify reliance on unethical data.

Response: Such a broad interpretation was never intended by the
Agency, but EPA acknow edges that its intentions were not perfectly
clear fromthe | anguage of the proposal. The final rule retains a
““public health exception,'' but it is reworded to nake it very clear
that it could never be invoked to support a |less stringent regul atory
out cone than could be justified wi thout consideration of the unethica
resear ch.

Conment: Many provisions of the Common Rule allow for exceptions to
its requirenments at the discretion of the Adninistrator or
Institutional Review Boards (IRBs); these exceptions should not be
all owed for third-party research

Response: EPA agrees that sone exceptions in the Common Rule are
not appropriate for the kinds of third-party human research covered by
this rule. In mirroring the core protections of the Conmon Rule as they
apply to third parties in subpart K of the final rule, EPA has
elimnated or narrowed nmany of these exceptions, as discussed in detail
in Unit VII.

I V. Reorgani zation of the Rule Structure

Sunmary: To clarify the various requirements in the proposal and
how they apply to first, second, and third parties, the Agency has
extensively reorgani zed the final rule. The new organi zati on regroups
the provisions of the proposal into several new subparts.

In this final rule, EPA's codification of the Cormon Rul e remains
in force with no changes except to designate it as subpart A of part
26. Followi ng today's action, the text of 40 CFR 26. 101 through 26. 124
remai ns identical to the codifications of the Coomon Rule by the other
federal departnents and agencies that have promulgated it.

The remai ning subparts in the final rule, each discussed in a later
unit of this preanble, are grouped as foll ows:

? Subparts A through D apply to EPA as an investigator or
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sponsor of new research with human subjects, and to second-party
i nvestigators whose research EPA supports. Subpart A contains the basic
policy for human research (the unchanged Common Rul e). Subpart B
prohi bits EPA hunman subjects research on any substance invol ving
i ntentional exposure of pregnant wonen, fetuses, or children. Subparts
C and D provide additional protections for pregnant wonen, fetuses, and
children when they are subjects of observational studies conducted or
supported by EPA.

? Subparts Kand L apply to third parties as investigators
or sponsors of

[ [ Page 6143]]

new research involving intentional exposure of human subjects and

i ntended for subnission to EPA under the pesticide | aws. Subpart K
establishes the basic protections for non-pregnant adult subjects in
covered third-party research, corresponding in substance to subpart A
Subpart L prohibits covered third-party human subjects research for
pesticides involving intentional exposure of pregnant wonmen or chil dren.

? Subpart Mapplies to all third parties who subnit reports
of any research with human subjects to EPA under the pesticide |aws,
whet her or not the research is covered by subpart K, and requires
concurrent subnission of information docunmenting the ethical conduct of
such research

? Subparts O-Qapply to EPAin its regulatory capacity.

Subpart O identifies potential actions for nonconpliance with subparts
A through L. Subpart P addresses the establishnent and operation of the
Human Studi es Revi ew Board, and subpart Q defines the ethical standards
EPA will use to decide whether to rely on data from human research in
EPA acti ons.

Because this reorgani zati on causes extensive changes in the
nunbering of the provisions of the final rule, EPA provides the
following table to nake it easier to foll ow how the reorgani zati on
affects the | ocation of specific provisions.

Table 1.--Location in Proposed and Final Rule Text of Rules Applying to EPA as an Investigator or Sponsor of
Research with Human Subj ects

Location in Final Rule Location in Proposed Rule
———————————————————————————————————————————————————— Title/Description -----------mmmmmm oo
Subpart Section Subpart Section
A Sec. Sec. Basic Policy for A Sec. Sec.
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26.201 thru
26. 124
B Sec. Sec.
26.201 thru
26. 203
B Sec 26. 201
B Sec 26.202(a)
B Sec 26. 202( b)
B Sec 26. 203
C Sec. Sec.
26.301 thru
26. 305
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Prot ecti on of

Subj ects in Human
Resear ch Conduct ed
or Supported by
EPA

Prohi bi ti on of
Human Subj ects
Research Conduct ed
or Supported by
EPA | nvol vi ng
I nt enti onal
Exposur e of
Pregnant Wonen,

Fet uses, or
Chi |l dren

To what does this
subpart apply?

Definition of
research invol ving
i ntentional
exposure of a
human subj ect

Prohi bition of EPA
human subj ects
research invol ving
i ntentional
exposur e of
preghant wonen,

f et uses, or
children

Addi ti ona
Protections for
Pregnant Wnen or
Fet uses | nvol ved
as Subjects in
Cbservati onal

B and D

n/ a

D

B and D

26
26

Sec.

26

Sec.

Sec.

Sec.

26

Sec.

26
26

.101 thru
. 124

Sec.
. 220 and 26. 420

26. 102( k)

26. 402( a)

Sec.
. 220 and 26. 420

Sec.
.201 thru
. 206
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Research Conduct ed
or Supported by

EPA
D Sec. Sec. Addi ti onal D Sec. 26.401 thru
26.401 thru Protecti ons for 26. 408
26. 406 Chil dren I nvol ved

as Subjects in
Cbservat i onal
Research Conduct ed
or Supported by
EPA

Table 2.--Location in Proposed and Final Rule Text of Rules Applying to Third Parties as |Investigators or
Sponsors of Research with Human Subjects

Location in Final Rule Location in Proposed Rule
———————————————————————————————————————————————————— Title/DesCcripti On  ----cmmmm e e e
Subpart Section Subpart Section
K Sec. Sec. Basi c Et hi cal A Sec. Sec.
26. 1101 thru Requi renents for 26.101 thru
26. 1125 Third-Party Human 26. 124

Subj ects Research
for Pesticides

I nvol vi ng

I ntenti onal
Exposure of Non-
Pregnant Adults

K Sec. 26.1101(a) To what does this A Sec. 26. 101(j)
subpart apply?

K Sec. 26.1101(b) Exenpti on of A Sec.
research invol ving 26.101(b) (4)
only the

coll ection or
study of existing
data .

K Sec. 26.1101(c) Admi ni strat or A Sec. 26.101(c)
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retains fina
judgnment as to
whet her a
particul ar
activity is
covered by this

subpart
K Sec. 26.1101(d), Relation to other A Sec. 26.101(e),
(e), and (f) Federal, State, (f), and (g)

Tribal, Local, or
foreign | aws or
regul ati ons
K Sec. 26.1101(9) For purposes of A Sec. 26. 101( k)
determning a
person's intent
under paragraph

(a) of this
section .
[[ Page 6144]]
K Sec. Sec. Definitions A Sec. Sec.
26.1102(a) thru 26.102(a) thru
26.1102( h) 26.102(i)
K Sec. 26.1102(1) Definition of A Sec. 26.102(k)

research invol ving
i ntentional

exposure
K Sec. 26.1102(j) Definition of n/ a n/ a
person
K Sec. Sec. | RB and i nf or ned A Sec. Sec.
26. 1107 thru consent 26.107 thru
26. 1117 requirenents 26. 117
K Sec. 26.1123 Early term nation A Sec. 26.123(a)

of research
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K Sec. 26.1125 Prior subnmission to
EPA of proposed
human research

L Sec. Sec. 1201 Pr ohi bi ti on of

thru 26.1203 Third-Party Human
Subj ect s Research
for Pesticides
I nvol vi ng
| nt enti onal
Exposur e of
Pregnant Wnen,
Fet uses, or

Children
M Sec. Sec. 1301 Requi renents for
thru 26. 1303 Submi ssi on of

| nfornati on on the
Et hi cal Conduct of
Conpl et ed Human
Resear ch

A

Sec.  26.124(b)

Sec. Sec.
26. 220 and 26. 420

Sec. 26.124(c)

Tabl e 3.--Location in Proposed and Final Rule Text of Rules Applying to EPA in its Regulatory Capacity

Location in Final Rule

---------------------------------------------------- Title/Description ----------ommmmmm -
Subpart Section Subpart Section

O Sec. Sec. Adm ni strative E Sec. Sec

26. 1501 thru Actions for 26.501 thru

26. 1503 Nonconpl i ance 26. 506
P Sec. Sec. 26.160 Review of Proposed A Sec. 26. 124(b)

1 thru 26.1603 and Conpl et ed

Human Resear ch

P Sec. 26.1601(c) Det erm nati on of A Sec. 26.101(h)

Equi val ence of
Forei gn Ethica
St andar ds
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P Sec. 26. 1603
Q Sec. Sec.
26. 1701 thru
26.1703
Q Sec. Sec.
26. 1701 and
26.1702
Q Sec. 26.1703
Q Sec. 26.1704
Q Sec. 26. 1705
Q Sec. 26. 1706
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Operation of the
Human St udi es
Revi ew Board

Et hi cal St andards
for Assessing

Whet her to Rely on
the Results of
Human Subj ects
Research in EPA
Acti ons

Applicability and
Definitions

Pr ohi bi ti on of
reliance on
research invol ving
i nt enti onal
exposur e of
pregnant wonen,

f etuses, or
chil dren

Prohi bi ti on of
reliance on
unet hi cal hunan
research conduct ed
bef ore the
effective date of
the final rule

Prohi bi ti on of
reliance on
unet hi cal hunan
resear ch conduct ed
after the
effective date of
the final rule

Criteria and
procedures for

B, Db and F

B and D

Sec.
26.124(b) (5)
Sec. Sec.

26. 221, 26.421
26. 601, 26.602,
and 26. 603

n/ a

Sec. Sec.
26.221 and 26. 421
Sec. 26. 601
Sec. 26. 602
Sec. 26. 603
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decisions to
protect public
health by relying
on ot herw se
unaccept abl e
research

V. Subpart A--Basic Ethical Protections for Subjects of Human Research
Conduct ed or Supported by EPA

Summary: This unit describes the basic ethical protections that

apply to human research conducted or supported by EPA. Unit V. A

di scusses the conprehensive systemof ethical protections created by
the "~ "Basic Federal Policy for Protection of Human Research Subjects,''’
generally referred to as the Cormon Rule. The Common Rul e applies to
all human research conducted or supported by EPA and 17 other federa
departnents and agencies. Unit V.B. discusses the proposed rule, Unit
V. C. discusses public coments, and Unit V.D. discusses the final rule.

A. The Common Rul e

The Common Rul e defines the core protections for human subjects of
research, and it is inportant to understand just what those protections are.
First, the Conmon Rule requires that research with human subjects
be overseen by a qualified, independent
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| RB neeting specific requirenents laid out in the rule governing
nmenber shi p, procedures, decision-naking, recordkeeping, and avoi dance
of conflicts of interest. The IRBis vested with responsibility to
revi ew proposed research, and with authority to approve or di sapprove
it. The IRB is also responsible for overseeing the conduct of approved
research, and investigators are required to report any unantici pated
events to the responsible IRB. | RB nenbers nust be trained, and nust
remain current with extensive gui dance pronmul gated by the Ofice for
Human Research Protections in HHS

Under the Common Rule an | RB may approve proposed human subjects
research only when it concludes that all of the follow ng conditions
are satisfied:

? Risks to subjects have been mnim zed.

? Risks to subjects are reasonable in relation to
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antici pated benefits, if any, to subjects, and the inportance of the
know edge that may reasonably be expected to result.

? Selection of subjects is equitable.

? Informed consent will be sought from each prospective
subject or the subject's legally authorized representative.

? Infornmed consent will be appropriately docunented.

? The research plan makes adequate provision for nonitoring
the data collected to ensure the safety of subjects.

? There are adequate provisions to protect the privacy of
subjects and to nmaintain the confidentiality of data.

? Addi tional safeguards have been included in the study to
protect the rights and welfare of subjects who are likely to be
vul nerabl e to coercion or undue influence, such as children, prisoners,
pregnant wonen, nentally di sabl ed persons, or econonically or
educational |y di sadvant aged persons.

The Common Rul e al so requires each IRB to maintain records of
everything it reviews, of its discussion of controversial issues, and
of its decisions and their rationale.

The second major elenent in the Cormon Rule is its requirenent that
no investigator involve a human being as a subject in research wthout
the informed consent of the subject or the subject's legally authorized
representative. The Common Rule further specifically requires that:

? An investigator shall seek such consent only under
circunstances that provide the prospective subject sufficient
opportunity to consider whether or not to participate and that mnim ze
the possibility of coercion or undue influence.

? The information given to the subject nmust be in | anguage
under standabl e to the subject.

? No inforned consent, oral or witten, may include any
excul patory | anguage through which the subject is made to wai ve or
appear to waive any of the subject's legal rights, or rel eases or
appears to rel ease the investigator, the sponsor, the institution or
its agents fromliability for negligence.

The Common Rul e defines the foll owi ng mandatory el enents in
i nformed consent:

? A statenment that the study involves research, an
expl anation of the purposes of the research and the expected duration
of the subject's participation, a description of the procedures to be
foll owed, and identification of any procedures which are experinental.

? A description of any reasonably foreseeable risks or
disconforts to the subject.

? A description of any benefits to the subject or to others
whi ch may reasonably be expected fromthe research.
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A di scl osure of appropriate alternative procedures or courses of
treatnent, if any, that m ght be advantageous to the subject.

? A statenent describing the extent, if any, to which
confidentiality of records identifying the subject will be maintained.

? For research involving nore than miniml risk, an
expl anation as to whet her any conpensation and any nedi cal treatnents
are available if injury occurs and, if so, what they consist of, or
where further information nay be obtained.

? An expl anation of whomto contact for answers to pertinent
questions about the research and research subjects' rights, and whomto
contact in the event of a research-related injury to the subject.

? A statenent that participation is voluntary, refusal to
participate will involve no penalty or |loss of benefits to which the
subject is otherwise entitled, and that the subject may discontinue
participation at any tinme w thout penalty or |loss of benefits to which
the subject is otherw se entitl ed.

The Conmon Rul e specifies additional elenents of informed consent
that are sonetines required, and defines standards for docunenting
i nfornmed consent by use of a witten consent form approved by the IRB
and signed by the subject. The Commbn Rul e requires that a copy be
given to the person signing the form

The Conmmon Rul e extends these core protections to all human
subj ects of covered research, including those in vul nerable
popul ations. It is to this base of core protections for all subjects
that "~ “additional protections'' for pregnant wonen, fetuses, and
children as subjects of observational research conducted or supported
by EPA, as contained in subparts C and D of this final rule, are added.
Vul ner abl e popul ations for which no ““additional protections'' are
provided by rule are not |left defenseless or exploited; they are
covered by these core protections of the Commopn Rule, including its
requi renent that |IRBs ensure, on a case-by-case basis, that additiona
saf equards are enployed in any study involving vul nerabl e popul ati ons
to protect their rights and wel fare.

In addition to these substantive protections for research subjects,
the Conmon Rule as it applies to research conducted or supported by EPA
or any other signatory departnment or agency al so contains nany
adm ni strative provisions intended to acconmpdate the wi de range of
circunstances in all the departnents and agencies to which it applies.
Anong ot hers, these adm nistrative provisions include:

? Authority for the agency head to extend coverage of the
rule to research "~ “otherwi se subject to regulation'' (Sec. 26.101(a))
and to determine what is within its scope (Sec. 26.101(c) and (d)).

? Provision that only certain sections apply to third-party
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research subject to regulation (Sec. 26.101(a)(2)).

? Alist of six kinds of human research exenpted from
coverage by the rule (Sec. 26.101(h)).

? Provision for approving research conducted under foreign
standards that "~ "afford protections that are at |east equivalent to
those provided in'' the Cormon Rule (Sec. 26.101(h)).

? A grant of discretion to the agency head to waive
provisions of the rule, with public notice in the Federal Register and
to the DHHS O fice for Human Research Protections (Sec. 26.101(i)).

? A grant of discretionto IRBs to waive or alter
requi renents for infornmed consent (Sec. 26.116(c) and (d)) or
docunent ati on of informed consent (Sec. 26.117(c)).

B. The Proposed Rul e

The Septenber 12 proposal to extend EPA's Common Rule to third-
party research invol ved extending all the provisions of subpart A
Sec. Sec. 26.101 through 26.124, to covered third-party research. It
al so woul d have altered the shared text of the Common Rul e by addi ng:

? A new paragraph defining the scope of third-party research
to which it applied (proposed Sec. 26.101(j)).
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? A new paragraph defining how a party's intent to submt
research to EPA woul d be determ ned (proposed Sec. 26.101(k)).

? A new definition of research involving intentiona
exposure of a human subject (proposed Sec. 26.102(Kk)).

? A new requirenment for prior subm ssion to EPA of proposals
for covered third-party research (proposed Sec. 26.124(b)).

? A new requirenment for subm ssion to EPA of docunentation
of the ethical conduct of conpleted research (proposed Sec. 26.124(c)).

As noted in the preanble to the proposal, HHS requested EPA not to
make any alterations in the text of the shared Cormon Rule, and to
codify the extension of the Comon Rule standards to third-party
research in the final rule in a way that left subpart A--the Common
Rul e--intact and unchanged. EPA agreed that the Common Rul e shoul d not
be altered, and conmitted to naking this change in the final rule.

C. Public Comment

Conment : The proposed extension of the entire Conmon Rul e,
including its provisions for adninistrative waivers of nany
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requirenents, alarnmed nany comenters. These admi nistrative provisions
wer e perceived as | oophol es which could be exploited to underm ne the
whol e purpose of extending the Commobn Rul e.

Response: Such exploitation of these provisions was never the
Agency's intent, and EPA agrees with the conmenters who argued that
many of these adm nistrative provisions were not appropriate in a rule
applying to third-party research. Thus, while subpart Kin the fina
rul e does extend all the substantive core protections of the Commobn
Rul e to non-pregnant adult subjects of covered research, it also
elimnates or narrows the exceptions in the Coomon Rule. Unit VII.

di scusses each change fromthe Conmon Rule to subpart K in detail

D. The Final Rule

In the final rule subpart Ais the unaltered Commbon Rul e, exactly
as pronulgated in 1991 except for its designation as "~ Subpart A'' It
applies to all research with human subjects conducted or supported by EPA

VI. Subpart K--General Provisions Applying to Third Party, Intentiona
Exposure Hunan Research under the Pesticide Laws

Sunmary: Subpart K extends the basic protections of the Conmon Rul e
to subjects in certain research conducted or supported by third
parties. It applies to third-party human research i nvolving intentiona
exposure of non-pregnant adult subjects and that is intended to be
subnmtted to EPA under the pesticide laws. In addition to the basic
procedures and protections contained in the Conmon Rule, it also
requi res researchers who propose to conduct new research covered by the
rule to submt protocols and other materials for science and ethics
review by both EPA and a newly created Human Studi es Revi ew Board
(HSRB). Unit VI.A sunmarizes EPA' s proposal, Unit VI.B. discusses
public comrent, and Unit VI.C. discusses the provisions of the final rule.

A. EPA' s Proposed Rule

EPA' s proposal added to the " Scope'' section of the Commobn Rul e
addi ti onal paragraphs, proposed Sec. 26.101(j) and (k), to make the
provi sions of the Conmon Rule applicable to certain third-party hunan
research. Thus, the Agency's proposal woul d have extended the Conmon
Rul e requirements to third parties, wi thout substantive or editorial
nodi fi cati on.

The scope of the third-party human research covered by the proposa
was defined as:
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[AlI'l research involving intentional exposure of a human
subject if, at any tinme prior to initiating such research, any
person who conducted or supported such research intended:

(1) To submt results of the research to EPA for consideration
in connection with any regulatory action that nmay be perfornmed by
EPA under the Federal Insecticide, Fungicide, and Rodenticide Act (7
U S. C 136 et seq.) or section 408 of the Federal Food, Drug, and
Cosnetic Act (21 U . S.C. 346a); or

(2) To hold the results of the research for later inspection by
EPA under the Federal Insecticide, Fungicide, and Rodenticide Act (7
US C 136 et seq.) or section 408 of the Federal Food, Drug, and
Cosnetic Act (21 U. S.C. 346a).

In effect, this provision would have included all intentional-
exposure human research conducted with the intent to submit the results
to the Agency under the pesticide |aws. The proposal al so established a
rebuttabl e presunption that any information submtted by a person
regul ated under the pesticide |laws was generated with the intent to
submt it to EPA

In Sec. 26.102(k), the proposal defined "“research involving
i ntentional exposure of a human subject'' to nean " "a study of a
substance in which the exposure to the substance experienced by a human
subj ect participating in the study would not have occurred but for the
human subject's participation in the study.'' The preanble to the
proposed rule explained that this termdid not include a study that
““nonitored agricultural workers (such as professional fruit thinners
or harvesters or other workers) who performtheir usual work in areas
that have been treated with pesticides at rates and usi ng nethods
regi stered and approved by EPA'' (70 FR 53846). The preanble al so
expl ai ned that intentional exposure studies did not include " nost
occupati onal exposure studies, and studies involving use of registered
pesticides for approved uses according to |label directions'' (70 FR 53845).

In addition, the proposed rule included a new section, proposed
Sec. 26.124, that would have required any person proposing to conduct
a new human study covered by the rule to subnit the protocol and other
materials for a science and ethics review by EPA. The sane proposed
section also created a new i ndependent panel of experts, called the
Human Studi es Review Board, to review all proposed new research covered
by the rule. The HSRB would al so review all conpleted human research
that EPA intended to rely on under the pesticide | aws.

B. Public Conmments
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The maj or public coments applicable to subpart K of the final rule
are discussed in Unit 111

C. The Final Rule

The final rule establishes new requirenents for third-party
research in a separate subpart K, and the rule text defining the scope
of the types of third-party research covered by the proposed rule
remai ns unchanged in the final rule. The Agency, however, has deci ded
that the types of research captured by the definition of "“research
i nvol ving intentional exposure of a human subject'' is broader than
suggested by the preanble to the proposal. Al though the text of the
definition remains the sane, EPA thinks it is inportant to clarify that
the termcovers any research on a substance, unless the subjects of the
research retain conplete control over whether, when, and how they are
exposed to the substance. Thus, if the researcher decides a particular
conmpound will be studied in the research and determ nes the nanner in
whi ch subjects will be exposed, the research falls within the scope of
““research involving intentional exposure.'

The substantive requirenents applicable to covered third-party
research are simlar to the requirenents contained in the Conmon Rul e.
In nost cases the text is identical, and the sections enploy a parall el
nunberi ng

[[ Page 6147]]

system The sections in subpart K are designated as Sec. Sec. 26.1101
t hrough 26. 1125 and correspond to the sections of the Common Rul e
designated Sec. Sec. 26.1xx. For exanple, Sec. 26.1107 in subpart K
corresponds to Sec. 26.107 of the Common Rul e.

EPA al so nmade a nunber of mnor nodifications to the text of the
Common Rule in order to reflect the applicability of subpart Kto a
particul ar subset of human subjects research studies involving
i ntentional exposure of non-pregnant adults intended for subni ssion
under the pesticide |aws. These nodifications are discussed in
par agraph 1 bel ow.

1. Modifications to the text of the Compn Rule in subpart K In a
nunber of its provisions the Conmon Rule refers to itself as a
"“policy.'" Throughout subpart K, EPA has replaced the word " policy'
with ~“subpart,'' to renove any doubt about whether the provisions of
subpart K create binding requirenents.

Thr oughout subpart K, EPA replaced references to "~ departnent or
agency head'' with “~“the Administrator.'' Section 26.1102 includes a
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definition stating that Adm nistrator refers to the Adm nistrator of
EPA or any officer or enployee to whom authority has been del egat ed.

Section 26.101(b) of the Conmon Rul e exenpts research in six
categories fromthe requirenments of the Common Rul e. These exenptions
general ly cover:

(i) Research on educational practices conducted in an educationa
setting.

(ii) Research involving surveys, educational tests, observation
or interviews that involve no collection of sensitive persona
information on identifiable individuals.

(iii1) Research involving surveys, educational tests, observation
or interviews that involve public officials or candidates for public office.

(iv) Research involving the collection or study of existing data,
docunents, specinens, etc. frompublicly avail able sources or sources
that do not disclose the identity of individual subjects.

(v) Research exanining the delivery of public benefit prograns.

(vi) Research involving taste and food quality eval uation and
consuner acceptance.

Subpart K, however, covers only third-party research for pesticides
i nvolving intentional exposure of non-pregnant adults. Because five of
these exenptions describe types of research that either could not
possi bly or should not involve "“intentional exposure'' to a pesticide,
EPA del eted them from subpart K. Because the fourth category, above,
coul d enconpass the exam nation of results fromresearch invol ving
i ntentional exposure, the Agency did retain exception nunber 4 in
subpart K. See Sec. 26.1101(b) of the regulatory text.

Section 26.101(d) of the Common Rule states that, w thout prior
notice, an agency head may extend the requirenents of the Common Rul e
to specific research activities or classes of research. As a |egal and
policy nmatter, EPA believes that the public should receive notice of
and an opportunity for public comment on any extension of these
requirenents to additional categories of third-party research. Accordingly,
subpart K does not contain a provision conparable to Sec. 26.101(d).

Section 26.101(f) of the Conmon Rule indicates that State and | oca
|l aws nay contain additional requirenents governing the conduct of hunman
research and that the Common Rul e does not supersede those
requi renents. Recogni zing that Native American governmental entities
al so have legal authority to regulate the conduct of human research,
EPA has added Tribal authority to the list of |egal sources that may
establish additional requirements beyond those in the final rule. See
Sec. 26.1101(e) of the regulatory text.

Section 26.101(h) of the Common Rul e authorizes the head of an
agency to allow human research conducted in a foreign country to
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proceed in accordance wth the requirenents of that country, even if
foreign authorities require behavior that does not fully conply with
the Conmon Rul e, so long as the agency head deternines that the

requi renents of the foreign country provide protections " "at |east

equi valent to those [of the Common Rule.]'' This section further

provi des that when an agency head makes such a deci sion, he nust
publish a notice of the action in the Federal Register. In promulgating
subpart K, EPA retained a conparable provision, but with severa
changes. First, EPA noved this provision to subpart P of the fina

rul e, which addresses EPA s decisions on the acceptability of proposed
research, where it appears as Sec. 26.1601(c). Second, EPA did not
adopt the Common Rule's requirenment to publish a Federal Register
Not i ce announci ng such a deci sion on proposed third-party research. The
Agency concl uded that such a procedure was redundant with the HSRB
process, which will involve both a transparent presentation of EPA' s
posi tions regardi ng proposed research and public neetings about such
positions and an opportunity for the public to comment on them

Section 26.101(i) contains |anguage allowi ng the Adm nistrator to
wai ve any of the requirenents of the Conmon Rule. While every other
federal Common Rul e agency and departnent has such discretion, and
whil e such discretion seens appropriate for first- and second-party
research, EPA has never exercised this authority under the Common Rul e
and sees no need for such discretion under subpart K. Accordingly,
subpart K does not contain a provision conparable to Sec. 26.101(i).

The definitions in the Commobn Rule include the termresearch
subject to regulation; see Sec. 26.102(e). Subpart K omits this
definition because the types of third-party research covered by the
rule are specified by the paragraphs in Sec. 26.1101 delineating the
scope of subpart K

Section 26.102(j) contains a definition of the termcertification.
Because this definition actually establishes a substantive obligation
to submit docunentation of | RB approval, the substantive requirenent
appears in Sec. 26.1125 as one of the itens that nust be submitted to
EPA in connection with review of proposed research. See Sec.

26.1125(f) of the regulatory text.

EPA added a new definition of person in Sec. 26.1102(j) of the
final rule to clarify that the requirements of subpart K (as well as
subparts L and M do not apply to first-party and second-party human
research by other federal departnents and agencies that are subject to
the Conmon Rul e. Having operated under the Conmon Rul e for many years,
these agencies and departnents are very famliar with its neani ng and
application and have wel |l devel oped procedures for assuring conpliance.
Therefore, EPA sees no reason either to pronul gate requirenents that
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duplicate regulations already in force, or to i npose on these agencies
t he new requirenents of subpart K concerning subm ssion of proposals
for future research for EPA and HSRB review. O course, the Agency
will, on request, work with other agencies intending to submt the
results of human research to EPA to ensure that the results may be
consi dered under subpart Q

Several sections of the Conmon Rul e--Sec. Sec. 26.107(a),
26.111(a)(3), 26.111(b), and 26.116(b)(1)--refer to additional mneasures
requi red when research invol ves pregnant wonen, children, or other
speci al popul ations as subjects. Subpart L, however, prohibits third-
party research involving intentional exposure of human subjects who are
pregnant wonen (and therefore their fetuses) or children. Thus subpart
K covers only third-party research involving intentional exposure of
non- pregnant adults. To be consistent with this scope, EPA renoved from
subpart

[ [ Page 6148]]

Kall references to pregnant wonen, fetuses, newborns, or children.
The first sentence of Sec. 26.107 of the Commobn Rul e states:
Each I RB shall have at l|least five nenbers, with varying

backgrounds to pronote conpl ete and adequate review of research

activities comonly conducted by the institution.

This provision reflects the assunption that I RBs are al ways
associated with an "~ “institution.'' It also arguably woul d excuse an
| RB from havi ng adequate expertise to assess studies beyond those
““comonly conducted'' at the institution. EPA believes that |RBs
shoul d acquire whatever expertise they need to evaluate the types of
studi es they agree to review. Accordingly, EPA has revised that
sentence to read:

Each I RB shall have at least five nenbers, with varying
backgrounds to pronote conpl ete and adequate revi ew of research
activities which are presented for its approval.

Section 26.108(a) of the Conmon Rule contains a cross-reference to
certain earlier sections of the Coormon Rule. For greater clarity, and
consistent with FDA's approach in its simlar rules. EPA sinply
repeated the substantive requirenments of the referenced sections in
Sec. 26.1108(a) of subpart K This led to redesignation of sone paragraphs.

Section 26.109(c) of the Conmon Rule includes a reference to Sec.
26.117(c), which gives IRBs the authority, under certain circunstances,
to waive the requirenent for witten docunentation of infornmed consent.
Since EPA has not included in subpart K a paragraph conparable to Sec.
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26.117(c) of the Common Rule, the Agency has del eted the cross-
reference in Sec. 26.1109(c) of subpart K

Section 26.114 of the Common Rul e contains a provision designed to
facilitate cooperative research anmong nultiple investigators in
different institutions. This section authorizes the head of an agency
to accept a joint review or review by a single IRB to avoid duplication
of effort. Rather than use the text of the Conmon Rul e provision, EPA
has adopted in Sec. 26.1114 a sinilar but clearer provision from FDA
regul ati on; see 21 CFR 56.114.

Section 26.115(a)(5) of the Commobn Rul e cites another provision of
the Conmon Rul e that specifies the informati on about the nmenbers of an
| RB which the IRBis required to provide in its records. In the
paral |l el section of subpart K, Sec. 26.1115(a)(5), EPA followed the
approach FDA used in its regulations and repeated the substantive
provi sions of the referenced sections.

Sections 26.116(c) and (d) of the Common Rule authorize an IRB to
wai ve or alter the requirement for informed consent in certain
circunstances for research conducted or supported by EPA. EPA del eted
these paragraphs from subpart K because of the central inportance of
i nforned consent to ensuring ethical treatnent of subjects in human
research. In addition, EPA concluded that the types of human research
covered by subpart K--research involving intentional exposure of non-
pregnant adults intended for subm ssion under the pesticide | aws--would
not neet any of the Common Rule criteria for waiving or altering the
i nforned consent procedures.

EPA added a new paragraph to Sec. 26.1116 to clarify that the
i nformed consent materials for research covered by subpart K nust
include “~“the identity of the pesticide and the nature of its
pesticidal function.'' Wiile inplicit in the requirenents of Sec.
26.1116(a)(1), which is derived from Sec. 26.116(a)(1) of the Comon
Rul e, the Agency thought that the final rule should nmake this
obligation explicit.

In a provision that parallels the waiver authority discussed above,
Sec. 26.117(c) of the Common Rule authorizes an IRB to waive the
requi renent for an investigator to obtain a signed consent formfrom
each subject for research conducted or supported by EPA. Because of the
i mportance of being able to denonstrate that each subject was fully
informed and freely volunteered to participate in the types of research
covered by subpart K, EPA decided not to adopt this Common Rule
provision in subpart K The Agency al so nade minor editorial changes to
Sec. 26.1117(a) and (b) to reflect the deletion of paragraph (c).

Section 26.101(a)(2) identifies the sections of the Combn Rul e
which apply to "“research that is neither conducted nor supported by a
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Federal departnent of agency but is subject to regulation as defined in
Sec. 26.102(e).'" These sections include Sec. Sec. 26.107 through
26.117, but not Sec. 26.103 or Sec. Sec. 26.118 through 26.124.
Sections 26.118 through 26.124 generally apply to procedures associ ated
only with first-party and second-party research, but which would not be
relevant to third-party research. Consistent with the thrust of Sec.
26.101(a)(2) and in order to reduce confusion, EPA has not created
paral l el sections for Sec. 26.103 or, with two exceptions, any of the
sections after Sec. 26.117.

The first of these exceptions is to include in subparts K and P of
the final rule two passages parallel to Sec. 26.123 of the Common
Rul e. Section 26.1123, which corresponds to Sec. 26.123(a) in subpart
A, authorizes the Administrator to suspend or ternminate research if EPA
determ nes that a sponsor, IRB, or investigator has materially failed
to conply with the ternms of subpart K (FDA' s regulations contain a
simlar provision at 21 CFR 56.113.) In addition, EPA has included the
substance of Sec. 26.123(b)--authorizing EPA to consider an
investigator's record in past ethical (or unethical) hunan research
when review ng proposals for new research--in Sec. 26.1601(b) of
subpart P, which governs EPA s review of proposed new research.

The second exception is to include in subpart P of the final rule a
Sec. 26.1601, parallel to Sec. 26.124 of subpart A This provides
that, in its review of proposed new research, EPA may, on a case-by-
case basis, inpose additional conditions applicable to the conduct of a
study that are necessary for the protection of hunan subjects.

2. Revisions to the requirenents for information concerning
proposed research. In reorganizing the final rule, EPA has noved the
substantive content of proposed Sec. 26.125, which would have required
third parties to submt proposals for new human research for EPA
review, to Sec. 26.1125 of subpart K 1|n addition, EPA has revised
this section in the final rule in two ways. A new Sec. 26.1125(d) adds
"“a description of the circunstances and net hods for presenting
information to potential hunman subjects for the purpose of obtaining
their informed consent'' to the |ist of what information nust be
included with a submitted proposal for new research, and Sec.

26.1125(f) adds an explicit requirenent for docunentation of |RB approvals.

VII. Intentional Exposure Research: Subparts B and L--Prohibitions of
Human Research Invol ving Intentional Exposure of Pregnant Wnen,
Fet uses, and Chil dren

Sunmary: Subpart B of the final rule categorically prohibits EPA
from conducti ng or supporting hunman subjects research on a substance
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that involves intentional exposure of pregnant wonen, fetuses, and
children to the substance. See 40 CFR 26.203 of the regulatory text.
Subpart L of the final rule prohibits hunan subjects research for
pesticides conducted or supported by third parties that involves
i ntentional exposure of pregnant wonen, fetuses, or children. See 40
CFR 26. 1203 of the regulatory text.
Unit VII.A sunmarizes EPA' s proposal, Unit VII.B. discusses public
coments, and Unit VII.C discusses the provisions of the final rule.

[[ Page 6149]]
A. The Proposed Rul e

The Septenber 12 proposal contained, in Sec. 26.220 of proposed
subpart B, a clear prohibition of any future EPA research involving
i ntentional dosing of pregnant wonen, fetuses or certai n newborns.
Section 26.420 of proposed subpart D contained an equally clear prohibition
of any future EPA research involving intentional dosing of children.

The sane sections of the proposal--Sec. 26.220 in subpart B and
Sec. 26.420 in subpart D--also prohibited any new third-party research
i ntended for subnission to EPA under the pesticide | aws, and involving
i ntentional dosing of pregnant wonen, fetuses, or children. The
proposed prohibition would, as a practical matter, have applied to any
research conducted by pesticide conpanies or by investigators working
on their behal f.

B. Public Conmments

Al nost without exception, conments on the prohibitions contained in
the proposed rule drew no distinction between third-party research and
first- and second-party research. Therefore, unless otherw se
i ndi cated, the follow ng discussion applies both to the proposed
prohi bitions agai nst human subjects research conducted or supported by
EPA that involves intentional exposure of pregnant wonen, fetuses, or
children and to the prohibitions agai nst such research by third parties
who intend to submt the results to EPA under the pesticide laws. In
addition, comments generally nmade the sane reconmendati ons regardi ng
the prohibition on research involving intentional exposure of children
as for the prohibition on research involving intentional exposure of
pregnant wonen and fetuses. Again, unless otherw se indicated, the
di scussi on below refers to both sets of prohibitions.

Conment : Sonme commenters argued that the proposed prohibitions were
too narrow and shoul d be expanded in order that all potentially
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affected test subjects received protection. Specifically, these
comrents recomrended that: (1) The prohibition on research with
children should not be linited to research involving intentiona
exposure, but should cover all types of human research (including
scientific observation of public behavior of children); (2) the
prohibition on research with pregnant wonen should be simlarly broad;
and (3) additional groups should be protected under the ban on

i ntentional exposure research, including prisoners, all wonen of

chil dbearing age, the elderly, and people with chronic di seases or
devel opnental disabilities.

Response: EPA believes that " “observational research,'' i.e.
research that does not involve intentional exposure of human subjects,
often provides a great deal of valuable scientific information that can
be critical for effective environnental and public health regul ation
To adopt the commenters' approach would nean, for exanple, that EPA
could not collect, through research involving little or no risk to the
subj ects, information on the amount of time that children spend
outdoors, the types of food consunmed by pregnant wonen, or the possible
correlation between air pollution and asthma i n newborns. Therefore,
EPA has deci ded not to accept the comments recomendi ng expansi on of
the prohibitions to cover all types of hunan research

EPA agrees with the conmenters who point out that other groups
deserve special consideration if they are to be included in research as
test subjects. The Conmon Rul e and EPA's extension of it to certain
types of third-party research already direct I1RBs to pay particul ar
attention to the issues involved with research on several of these
groups. See Sec. 26.111(b) and Sec. 26.1111(b) of the regul atory
text. EPA believes that the approach created by the final rule--which
requires both EPA and HSRB review of all future third-party research
covered by the rule--will successfully identify those studies that my
proceed ethically and those for which it would not be ethical to
invol ve individuals fromthe identified groups.

Comrment: Sonme conmenters argued that the proposed prohibitions were
too broad and that certain kinds of research should be excluded from
the bans on conduct of future research involving intentional exposure
of human subjects. Specifically, these comrents recomrended excl usion
of : (1) Pharmaceutical studies, particularly products for control of
head and body lice; (2) nutrition studies with mcronutrients that my
al so be pesticides; (3) research on the efficacy of insect repellents;
(4) research involving only use of registered pesticides for approved
uses, or "~ “product-in-use'' studies; and (5) research on the efficacy
of swi mm ng pool and spa sanitizers and disinfectants;

Response: For a variety of reasons, EPA is not persuaded by these

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (35 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

coments to nodify the scope of its proposed prohibitions.

EPA notes that it does not conduct or support pharmaceutica
studies and nutritional studies with any human subjects, and therefore
there is no need to nodify the proposed prohibitions for first- and
second-party research. Further, EPA did not intend its proposed
prohibitions to apply to third parties when conducti ng pharmaceutica
or micronutrient research, and believes that such third-party research
generally would fall outside the scope of the prohibitions because they

woul d not neet the "~ “intent to submt'' criterion in Sec. 26.1201. In
fact, EPA thinks it would be contrary to the public interest to ban

research of the effects on pregnant wonen and children of drugs, like
streptomycin, or mcronutrients, |ike copper or iodine, sinply because

t hese conpounds al so have approved uses as pesticides. Gven that it is
unlikely an investigator woul d undertake such research for subm ssion
to EPA in support of a pesticide action, these types of studies would
not be prohibited.

EPA believes that there is no need to performresearch on the
efficacy of insect repellents with pregnant wormen or children. The
efficacy of a repellent depends primarily on the properties of the
pesticide formul ati on and does not vary with the age of the person to
whomit is applied. Therefore, studies using non-pregnant adults should

provi de adequate information to assess how well insect repellents work,
and there is no reason to exclude this type of research fromthe
prohi bition.

Simlarly, EPA does not believe that corments have presented a
conpel l'i ng argunment for recomrendi ng the Agency exclude fromthe
prohibitions " product-in-use'' research on pesticides. The Agency
agrees with comments that such product-in-use research will generally
pose relatively little risk to test subjects, because the exposures
occurring during the research would correspond to exposures authorized
by the Agency under its pesticide regulatory program -exposures that
EPA has found cause no unreasonabl e adverse effects on human heal th or
the environnent. But these comments contain no satisfactory expl anation
of why it is necessary to conduct such product-in-use research with
pregnant wonen, fetuses, or children. Like research on insect
repell ents, the Agency believes that general product-in-use research
wi t h non-pregnant adults should provide sufficient information to neet
legitimate scientific needs.

Finally, research on the efficacy of antimcrobial agents used in
swi nm ng pool s, spas, and hot tubs raises unusual and difficult issues.
The Agency issues experinmental use permts for these studies to
det erm ne whet her, under typical use conditions, the antim crobial can
successfully control the additiona
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m crobial |load introduced by bathers. The Agency, however, does not
approve such field research until the Agency can conclude that both the
experinental use is likely to be effective and the levels of the
antimcrobial in water will pose no risk to the bathers.
EPA, however, does not regard such studies as " “research with human
subjects'' under the definitions in the Coomon Rule at Sec. Sec.
26. 102 and 26.1102, and therefore does not believe they are subject to
the prohibitions or any other provisions in part 26. The definitions of
““research'' and " " human subject'' make clear that the phrase
"“research with a human subject'' applies to a systematic investigation
in which an investigator collects information through an intervention
or interaction with an individual for the purpose of devel oping
general i zabl e know edge about humans. In the case of these
antimcrobial efficacy studies, the research does not involve
interactions with, or collection of information on, identifiable
i ndi vidual s for the purpose of produci ng generalizable know edge.
Comment: A nunber of comments objected to what they perceived to be
"l oopholes'' in the proposed rule's prohibition on research involving
i ntentional exposure of children. Specifically, they argued that: (1)
Proposed Sec. 26.401(a)(1l) permtted EPA to waive the prohibition when
research was conducted outside the United States; (2) proposed Sec.
26.401(a)(2) pernitted EPA to waive any provision of proposed subpart
D, including the prohibition; and (3) proposed Sec. 26.408, which
aut horized an IRB to waive the requirenent for assent fromchildren
| acking the capacity to give it, and to waive the requirenent for
perm ssion from abusive or neglectful parents, neant that EPA intended
to allow research on nentally retarded, abused, or negl ected orphans.
Response: Many commenters misinterpreted EPA s proposed | anguage.
Contrary to public comrents, none of the alleged ""|oopholes'' ever
exi sted, because the prohibition in proposed Sec. 26.420 stated
"“Notwi t hstandi ng any ot her provision of this part, under no
circunstances shall EPA or a person when covered by Sec. 26.101(j)
conduct or support research involving intentional dosing of any
child.'" The words, "~ Notwi thstanding any other provision of this
part,'' mean that the provisions in proposed Sec. 26.420 override al
other provisions of the entire regulation, including Sec. Sec. 26.401
and 26.408. Even though those two sections woul d have given EPA
authority to waive certain requirenents, they would not have authorized
any departure fromthe ban in proposed Sec. 26.420.
Nonet hel ess, in order to renmove any doubt about the scope of the
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prohi bitions, EPA has nmade several changes in the final rule. The

prohi bitions appear in separate subparts so that there is | ess chance
sormeone will misread the provisions intended to confer flexibility in

t he approach to observational research as applying to research

i nvol ving intentional exposure. In subpart D, which addresses
observational research with children conducted or supported by EPA, EPA
has renoved or revised the text of Sec. Sec. 26.401 and 26.408 to nake
clear that they do not create an opportunity to relax the protections
for children.

C. The Final Rule

After careful consideration of public comments--particularly the
t housands of conments expressing strong opposition to EPA s ever
conducti ng human subjects research that involves intentional exposure
of pregnant wonmen, fetuses, or children, the Agency has retained in the
final rule the proposed prohibitions, essentially w thout change.
Subpart B contains the proposed prohibitions agai nst EPA conducting or
supporting new research involving intentional exposure of pregnant
wonen, fetuses, and children. This prohibition applies to EPA's first-
and second-party research with any substance, and is not restricted to
pesti ci des.

Subpart L of the final rule contains a parallel prohibition of new
third-party human subjects research for pesticides involving
i ntentional exposure of pregnant wonen, fetuses, or children. Subpart L
applies to research conducted or supported by any person who intends to
provide the results of the research to EPA under FIFRA or the FFDCA.
The final rule retains the text fromthe proposal establishing how EPA
will determne a person's intent for purposes of applying the prohibition

The Agency recogni zed that the wording of the proposed prohibitions
and other requirenents could be interpreted to apply to studies, which
do not constitute " "research'' with "~ human subjects,'' as these terns
are defined in the Common Rule, but in which humans who are not
subj ects of the research may be incidentally exposed. The Agency did
not intend, for exanple, that the proposal would affect aninal research
on a pesticide sinply because a person mght be intentionally exposed
to a test material as a consequence of working as a | ab technician.
Accordingly, EPA has revised the rule text in subparts B, C, L, and Q
to clarify that the prohibitions and other provisions apply only to
research with hunan subjects and not to other types of research

The Agency hopes that the reorganization of the final rule gives
greater prom nence to these prohibitions, and clarifies EPA s intent
that there be no exceptions to or | oopholes in these prohibitions. Both
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subparts B and L begin by expressly stating the universe of research
activities to which they apply. To further reinforce the point that the
bans on these types of testing are not subject to any exceptions, the
prohi bitory provisions use the introductory phrase " Notw t hstandi ng
any other provision of this part, under no circunstances . . . .'"' This
| anguage neans that this provision is to be enforced over all other
provi sions of every other subpart of part 26.

VII1. Observational Research: Subparts C and D -Additional Protections
for Pregnant Wnen, Fetuses, and Children Involved as Subjects in
(bservati onal Research Conducted or Supported by EPA

Summary: This unit discusses protections additional to the core
protections provided by the Cormon Rule (subpart A), which are
established by the final rule for pregnant wonen and fetuses (subpart
C and children (subpart D) when they are subjects in observationa
research conducted or supported by EPA. The final rule defines
observational research as research not involving intentional exposure.
The provisions of the final rule are simlar to regul ati ons pronul gat ed
by HHS to govern studies with these popul ati ons when conduct ed or
supported by HHS. Unit VIII.A sumuarizes the proposal, Unit VIII.B
di scusses public coment, and Unit VIII.C describes the position taken
in the final rule.

A. The Proposed Rul e

Most of the provisions of proposed subparts B and D woul d have
defined additional protections for individuals fromvul nerable
popul ati ons when they were subjects in observational research conducted
or supported by EPA--i.e., studies that do not involve intentiona
exposure. Proposed subpart B contained protections for pregnant wonen,
fetuses, and certain newborns, and proposed subpart D contained
protections for children. The protections in both proposed subparts
were in addition to the basic protections created by the Common Rul e,
40 CFR part, 26 subpart A. Because the HHS regul ati ons affording
additi onal protections for
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pregnant wonen and fetuses and for children had been in existence for
over 20 years and enjoyed wi despread acceptance by the research ethics
community, EPA proposed to adopt the HHS rul es without substantive
change, except as noted bel ow.
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1. Proposed subpart B. EPA proposed to adopt by reference much of
the content of subpart B of the HHS rule, 45 CFR part 46, with only a few
changes. Thus, EPA proposed to adopt several sections fromthe HHS rul e:

? In proposed Sec. 26.201, EPA adapted the text of 45 CFR
46. 201, thereby defining the scope of the subpart--research conducted
or supported by EPA that involved research with pregnant wonen,
fetuses, or certain newborns.

? Proposed Sec. 26.202 cross referenced several paragraphs
of 45 CFR 46.202 defining such terns as delivery, fetus, neonate, and
pr egnancy.

? Proposed Sec. 26.203 cross referenced the requirenent of
45 CFR 46. 203 that assigns to IRBs the primary responsibility for
ensuring that investigators follow the requirenments of the subpart.

? Proposed Sec. 26.204 cross referenced the requirenents of
45 CFR 46. 204 defining the findings an | RB nust nmake (in additional to
those required by the Cormon Rule at Sec. 26.111) before approving
proposed research with pregnant wonen or fetuses. (Because of the
prohi bition in proposed Sec. 26.220, the provisions in proposed
Sec. Sec. 26.204 and 26.205 would have applied only to EPA' s
observational research.) In summary, these include findings that:
Adequat e prelimnary research exists to characterize potential risk
the risks to pregnant wonen and fetuses have been mninzed, either the
risks are mnimal or the research holds out the prospect of direct
benefit, and appropriate infornmed consent is obtained, in sone cases
fromboth the father and the pregnant woman.

? Proposed Sec. 26.205 cross referenced the requirenents of
45 CFR 46. 205 defining the findings an | RB nmust nake before approving
observational research with certai n newborns, including, where
applicabl e, that the observational research has the prospect of
i nproving the chances of survival of neonates of uncertain viability or
that the observational research will devel op inportant bionedica
know edge whi ch coul d not otherw se be obtai ned.

? Proposed Sec. 26.206 cross referenced the requirenents of
45 CFR 46. 206 concerni ng observational research involving, after
delivery, the placenta, the dead fetus, or fetal material.

The maj or substantive change EPA nmade to the HHS rule in proposed
subpart B was the choice not to propose adopting the provisions in 45
CFR 46. 207, which provide a special procedure for approving in
exceptional cases observational research which does not neet the
standards of 45 CFR 46.204 or 46.205. EPA considered such a provision
both i nappropri ate and unnecessary for observational research with
envi ronment al subst ances.

2. Proposed subpart D. EPA proposed to adopt nmuch of the content of
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subpart D of the HHS rule, 45 CFR part 46, specifically:

? In proposed Sec. 26.401, EPA adopted the text of 45 CFR
46. 401, thereby defining the scope of the subpart--research conducted
or supported by EPA involving children as subjects. The proposed rule
text contained the same exceptions that appear in the HHS rule.

? Proposed Sec. 26.402 contained the sanme definitions that
appear in the HHS rule in 45 CFR 46. 402, except that EPA proposed to
define a child as a person younger than 18 years old, in contrast to
the HHS definition, which relies on local |aw to determ ne when a
person beconmes an adult.

? Proposed Sec. 26.403 cross referenced the requirenent of
45 CFR 46.403 that assigns to IRBs the primary responsibility for
ensuring that investigators follow the requirenments of the subpart.

? Proposed Sec. 26.404 adapted, essentially verbatim the
text of the HHS regulation in 46 CFR 46.404 that authorizes IRBs to
approve observational research with children (which also neets the
criteria in Sec. 26.111), which involves "~ "no nore than mniml risk'
only if there are adequate procedures, as specified in Sec. 26.408,
for soliciting the assent of the children and the perm ssion of their
parents or guardi ans. (Because of the prohibition in proposed Sec.
26. 420, the provisions in proposed Sec. Sec. 26.404, 26.405, and
26. 408 woul d have applied only to EPA' s observational research.)

? Proposed Sec. 26.405 adopted, essentially verbatim the
text of the HHS regulation in 46 CFR 46.405 that authorizes IRBs to
approve observational research with children (which al so neets the
criteria in Sec. 26.111), which involves "“greater than mnimal risk'
only if the IRB finds the observational research offered the prospect
of direct benefit to the individual subjects or would otherw se
contribute to their well-being, and there are adequate procedures, as
specified in Sec. 26.408, for soliciting the assent of the children
and the perm ssion of their parents or guardians.

? Proposed Sec. 26.408 adopted, essentially verbatim the
text of the HHS regulation in 45 CFR 46. 408 establishing speci al
requi rements for obtaining permssion by parents or guardi ans and for
assent by children. Anobng ot her provisions this section provided that
in sone cases an IRB could determne that a child was not capabl e of
assent, in light of their age, maturity, or psychol ogical state. If so,
the inability of the investigator to obtain assent could not be a basis
for excluding a child fromresearch that held out the prospect of
benefit to the child. The proposal also allowed an IRB to wai ve assent
on the same grounds that it could waive inforned consent by adults (see
Sec. 26.116(d)). This proposed section also granted to | RBs discretion
to deternine that, in sone cases, it would not be reasonable to require
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the perm ssion of a child s parent or guardi an because, for exanple,
the adult abused or neglected the child. In such instances, this
section authorizes the IRB to approve an alternative nechani sm of
obtaining perm ssion froman adult who would better represent the
child s interests.

As noted above, nost of the proposed rule text came directly from
the existing HHS regul ati ons establishing additional protections. The
Agency did propose a fewrevisions. In addition to nminor editorial
changes necessary to reflect that the proposed rule would be
i npl enented by EPA, the npbst notable substantive changes were: (1)
Defining a child as a person under the age of 18 years, (2) choosing
not to propose adopting the provisions in 45 CFR 46.406 and 46. 407, and
(3) choosing not to propose adopting the provisions in 45 CFR 46. 409.

In 45 CFR 46. 406 and 46.407, HHS establishes special standards and
procedures for approving in exceptional cases research which does not
meet the standards of 45 CFR 46.404 or 46.405--i.e., research which
poses nore than minimal risk to the children in the study but which
of fers no prospect of direct benefit to them EPA considers such
provi sions both i nappropriate and unnecessary for research with
envi ronnment al substances, particularly observational studies.
Consistent with the choice not to adopt those two sections, EPA chose
to omt 45 CFR 46.409 of the HHS rule as well, since it specifies
nmeasures which are required only when the children in a study approved
under the authority of 45 CFR 46.406 or 46.407 were wards of the state.

B. Public Conment
Most conments on proposed subparts B and D addressed the proposed
[[ Page 6152]]

prohi bitions on research involving intentional exposure of pregnant
wonen, fetuses, or children. These comments are addressed in Unit VIII
This unit covers the public conments which addressed the adopti on of
additional protections for pregnant wonen and children as subjects in
observational research conducted or supported by EPA.

Conment : Sone commenters supported EPA s proposal to adopt only
some of the provisions of the HHS regulations in 45 CFR part 46,
subparts B and D that create additional protections for pregnant wonen,
fetuses, and children in observational research. Oher coments
recommended the Agency adopt these HHS regulations in their entirety.
By doing so, EPA and HHS woul d fol |l ow consi stent approaches. These
coments al so noted HHS has operated under these regul ati ons for over
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20 years wthout significant debate over their ethical adequacy.

Response: The Agency agrees there is considerable value in
enpl oyi ng consi stent approaches in similar areas of research
Consi stency makes it easier for affected researchers to conply and
hel ps to build a broader consensus on what constitutes ethica
behavi or. Accordingly, EPA is adopting |arge parts of the HHS
regul ati ons from 45 CFR part 46, subparts B and D essentially verbatim
The Agency, however, is not prorulgating all of these HHS rul es
because, in EPA's judgnent, the omtted provisions would never apply to
observational research. Specifically, EPA has not adopted the follow ng
sections fromthe HHS rul es: 45 CFR 46. 205, 46.207, 46.406, 46.407, and
46. 409. These sections would apply only when proposed research woul d
present nore than a ninimal risk to the subjects and woul d have no
prospect for direct benefit to the subjects. EPA sinply cannot conceive
of observational research that could not neet such criteria, and in the
unli kely event that an investigator proposed such research, EPA would
not expect to approve it.

Comrment: Some conments objected to the inclusion in the proposed
rul e of provisions that all owed observational research if an |IRB judged
the potential risks to subjects as ~"mninal.'' These conments cl ai ned
that the concept of “~“minimal risk'' was not adequately defined and
potentially subject to abuse. These comrents recomended that no
observational research be allowed unless there was ~"no risk'' to
subjects. (Many of these comments further argued that no human research
was totally risk free and therefore no hunan research shoul d be all owed.

Response: The Common Rul e and subpart D of the final rule define
mniml risk as "~ “the probability and nagnitude of harm or disconfort
anticipated in the research are not greater in and of thensel ves than
those ordinarily encountered in daily life or during the performance of
routi ne physical or psychol ogi cal examinations or tests.'' 40 CFR
26.402. The Agency agrees that this definition | eaves roomfor the
exerci se of expert judgnent by a person review ng a proposed protocol
and that different people may di sagree on whether a particul ar research
techni que poses mnimal risk. Nonetheless, this definition has been
part of the Common Rule since 1991, and this provision has been in the
HHS regul ati ons since 1983. Based on its |long history of application
and the benefits of consistency with HHS, EPA has decided to retain
proposed Sec. 26.404 without change. In addition, EPA thinks the
prospects for abuse are extrenely small since all research all owed
using these criteria would need approval both froma local |IRB and from
EPA' s Human Subj ects Research Review Oficial (HSRRO).

Conment : Sone comments objected to EPA s proposal to adopt 45 CFR
46. 405, which would allow an I RB to approve observational research with
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children if the IRB found the risks to children were " “greater than
mnimal,'' but presented " "the prospect of direct benefits to the

i ndi vi dual subjects.'' These conments argued that observationa
research woul d never neet such criteria.

Response: EPA rarely expects observational research to pose
““greater than minimal risk.'' By its very nature, observationa
research | eaves all decisions regarding exposure to the subjects. Thus,
an investigator ordinarily just neasures and records information about
exposure and effects that the subjects, in their own discretion, choose
to experience. EPA, nonetheless, believes its final rule should include
a provision conparable to 45 CFR 46.405. Al though unlikely, EPA thinks
sonme measurement techni ques used in observational research could
theoretically involve nore than nininmal risk to subjects and therefore
would fail to neet the criteria for approval under Sec. 26.304 of the
final rule. Consistent with the HHS approach in 45 CFR 46. 205, EPA
believes that, if such risks exist, the research should not be all owed
unless an IRB finds that the "~ "greater than mniml risks'' were
justified by the prospect of direct benefits to the subjects. Because
EPA does not want to prevent potentially val uable research that requires
non- st andard measurenent techni ques, EPA has adopted in Sec. 26.305 of
its final rule the content of the provision of the HHS regul ati ons.

Conment : Al t hough nost comments agreed with EPA' s proposal to
define child as a person younger than 18 years old, sone coments
recommended using the text in the HHS rule, which defers to the |ega
standards defining children and adults in the |local jurisdictions where
the research is conducted. These coments pointed out that EPA' s
proposed definition could | ead to the exclusion of an emanci pat ed
m nor, typically an ol der teenager who has married. Excluding these
potential subjects could deny themthe benefits of participating in the
research sinply because of their age. Gther comments favored raising
the age to 21 years ol d because the human body, particularly the brain
continues to mature after the age of 17 years and research m ght
adversely affect 18-21 year olds during this devel opnental period of
potentially increased sensitivity.

Response: EPA is not persuaded that the potential increased
sensitivity of people between the ages of 18 and 20 years to sone
effects warrants defining a child as a person under 21 years old. The
Agency notes that such sensitivity is not likely to exist for al
chemcals. If, however, a proposal to perform observational research
did rai se concerns about an increased sensitivity of subjects, those
concerns can be addressed on a case-by-case basis by the IRB and EPA' s
HSRRO. It is not necessary, in EPA's view, to deal with these
theoretical concerns by redefining who is a child.
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Wi | e EPA sees benefit to using a definition consistent wth HHS
t he Agency is concerned about the added conplexity for investigators
who are conducting research in nmultiple jurisdictions. In addition, EPA
questi ons whet her youngsters no ol der than 15 years, as an adult is
defined in sone states, are sufficiently mature to nake deci si ons about
whet her to volunteer to participate in hunman research. In Iight of
t hese concerns and the broad support for EPA' s proposal, EPA has
decided to retain the proposed definition of child as a person younger
than 18 years ol d.

Comment: Some conments found unclear the provisions in proposed
subpart D allowi ng the waiver, under narrow conditions, of the
requi renents for perm ssion of parents and assent of children to
participate in observational research conducted or supported by EPA
O her comments objected to these proposed provisions asserting that
chil dren shoul d never becone subjects
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in research without their parent's perm ssion and wi thout their own

assent. Still other commenters asserted that the rule should not allow
parents to permit their children's participation in human research
unl ess the children will benefit directly from doing so.

Response: EPA's final rule has retained the proposed rul e text,
with only m nor changes. EPA believes that these provisions give the
Agency needed flexibility to protect the interests of the child when
either the child or the parent(s) cannot. For exanple, the proposa
woul d al | ow wai ver of assent when the child is too young or otherw se
unabl e to make responsi bl e choices, and where the child' s refusal to
assent woul d cause his or her exclusion fromresearch that provides a
direct benefit. The proposal also allows waiver of parental perm ssion
froma parent who abuses or neglects their children; clearly such
parents do not have adequate concern for the child s welfare to nake
deci si ons about whether the child should participate in research. (This
provi sion strengthening the protections for children was w dely
msinterpreted as indicating EPA's intention to authorize or conduct
research involving intentional exposure of nentally retarded, abused,
and negl ected children.)

To clarify the operation of the provision allow ng waiver of
parental perm ssion, EPA has nodified the text to nmake clear that any
alternative procedure nmust be " “equivalent'' to the process of parenta
perm ssion. By " “equivalent'' EPA nmeans that the child' s participation
nmust be approved by an adult who by position or relationship puts the
child s well being forenbst and who will exercise sufficient diligence
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to make a considered and inforned decision. O herw se, EPA has deci ded
not to accept the changes recommended by the comenters. EPA relies on
the facts that the concepts in this provision conport with the
general ly accepted | egal principles defining the scope of parenta
authority and that HHS has operated successfully under these provisions
for over 20 years. Finally, as noted above, EPA sees consi derable
benefit from using an approach consistent with that of HHS

C. The Final Rule

Subpart C of the Agency's final rule retains nost of the rule text
appearing in proposed subpart B. The nobst significant changes fromthe
proposal are the isolation in subparts B and L of the prohibition of
new research proposed at Sec. 26.220, and renoval to subpart Q of the
restriction on EPA reliance on conpleted research proposed at Sec.
26.221. To make the applicability of the remaining provisions of
subpart C as clear as possible, EPA has revised the titles of the
subpart and of Sec. 26.301, and reworded the text to enphasize
repeatedly that these provisions apply only to observational research
and only to research conducted or supported by EPA. In the final rule
observational research is defined in Sec. 26.302 as research that does
not involve intentional exposure of research subjects. In addition, EPA
has deleted fromthe final rule proposed Sec. 26.205 (which referenced
45 CFR 46. 205) because its provisions would never apply to the kinds of
observational research that this subpart permnits.

Subpart D of the Agency's final rule retains nost of the rule text
appearing in proposed subpart D. The nost significant change fromthe
proposal is the isolation in subparts B and L of the prohibition of new
research proposed at Sec. 26.420, and the renoval to subpart Q of the
restriction on EPA reliance on conpleted research proposed at Sec.
26.421. To nmake the applicability of the remaining provisions of
subpart D as clear as possible, EPA has revised the titles of the
subpart and sone of its sections, and reworded the text to enphasize
repeatedly that these provisions apply only to observational research
not involving any intentional exposure to any substance, and only to
research conducted or supported by EPA

I n addition, EPA has nmade the following revisions in subpart Dto
the proposed rule text:

? In Sec. 26.401(a)(2), EPA clarified that the authority to
wai ve requirenents related only to the sections of subpart D and did
not confer broad authority on the Agency to waive any requiremnment in
any ot her subpart.

? In Sec. 26.402(a) and (f), EPA added definitions of
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Adm ni strator and observational research

? In Sec. 26.403, the text from 45 CFR 46. 403 of the HHS
regulation is incorporated explicitly, rather than by reference as was
done in the proposal

? In Sec. 26.405, EPA reordered the text to make its
applicability clearer. The revision was not intended to nake a
substanti ve change.

? In Sec. 26.406(c), EPA has revised the text to clarify
that if an IRB determines that it is not appropriate to require the
perm ssion of the parent or guardian for a child to participate in a
study, the I RB nust approve an equivalent, alternative procedure for
obt ai ni ng perm ssion from another adult who will appropriately
represent the interests of the child.

| X. Additional Protections Pertaining to Research Involving Prisoners
I nvol ved as Subj ects

Summary: Research with prisoners conducted or supported by EPA is
subject to basic ethical requirenents in the Conmon Rule; the parall el
requirenents in subpart K of the final rule apply to the conduct of
research by third parties involving intentional dosing of prisoners, if
the research is intended to be submitted under the pesticide | aws. The
Agency has not reached a final position on either the need or the nost
appropriate formfor any additional protections for prisoners beyond
these basic requirenents. The Agency may, in a future action, issue a
final rule to address the aspects of its Septenber 12, 2005, proposa
that relate to establishing standards for the ethical protections of
i nprisoned subjects of research. Unit I X. A sunmarizes EPA s proposa
and Unit | X B. explains EPA s decision not to adopt additional
protections for prisoners in this final rule.

A. The Proposed Rul e

In its Septenber 12, 2005, proposal, EPA noted that HHS has
pronul gated regul ati ons that provide additional protections for
prisoners in research conducted or supported by HHS, codified at 45 CFR
part 46, subpart C. The proposal explained that EPA had deci ded not to
propose adoption of the HHS subpart C rules for a nunber of reasons,
anong themthat HHS and its advisory commttee, the Secretary's
Advi sory Conmittee on Human Research Protections (SACHRP), were
actively considering revisions to the HHS subpart C, unchanged since
its adoption in 1978.

In addition, the proposal noted that EPA has never conducted or
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supported any human studies with prisoner subjects, and has no
intention to do so in the future. It also noted that some third-party
research with prisoner subjects was subnmitted to the Agency sone 30 or
nore years ago; since HHS adopted subpart C, this type of research has
essentially di sappeared, and none has been submitted to EPA for nmany
years. Finally, the proposal noted if either EPA or third parties
shoul d consider perform ng studies with prisoner subjects, such
research woul d be subject to the requirenents of the Conmon Rul e and
EPA's final rule.

B. The Final Rule

Al'l provisions of the Common Rule would apply to any EPA research
Wi th inprisoned subjects. In particular, any such research woul d be
subject to the
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Conmmon Rul e requirenents for I RB review and approval and witten

i nforned consent. Sections 26.111(a)(3) and 26.111(b) require an IRB to
determ ne that selection of research subjects is equitable and free
from coercion or undue influence, and note that particular attention to
these aspects of subject selection is needed when prisoners are
involved. Inplicit in other sections, e.g., Sec. Sec. 26.102(i),

26. 116, and 26.117, is the concept that research nust treat each subject
i nvol ved ethically, taking into account their particular circunstances.

In addition, the prohibitions in subpart B and the additi onal
protections in subparts C and D would al so apply to inprisoned pregnant
wonen or children under the age of 18 years if EPA were to conduct
observational research with subjects fromthose popul ati ons.

EPA does not expect third parties to submt to EPA any new studies
on prisoners. In the unlikely event that a third party wished to
conduct or sponsor research involving intentional exposure of prisoners
for subm ssion under the pesticide laws, it would be covered under
subparts K and L. Unl ess prohibited by subpart L, such research woul d
have to neet the requirenments of subpart K, which parallel the
provi sions of the Cormon Rule. In addition, an investigator would al so
be required to subnit for EPA and HSRB review a proposal describing in
detail how the study would be carried out in an ethical manner. Shoul d
such a study proposal involve prisoners, it would receive extrenely
close review, and EPA al nost certainly would not approve it, absent a
conpel ling justification.

The Agency has concl uded that the requirenents of this final rule
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shoul d provi de adequate protections for prisoners, especially since
there are not likely to be any such studies. Nonethel ess, the Agency is
still considering the recomrendati on from public comments to prohibit
both EPA and third-parties to conduct certain types of research with
prisoners. EPA may, at a later date, adopt such a provision, if it
determ nes that such a neasure is needed and cannot be effectuated
under existing regulations. In addition, EPA will continue to nonitor
the work of the SACHRP conmittee on prisoner protections, and wll
reconsi der adopting additional protections for prisoners as subjects of
research when its reconmendati ons are known.

X. Subpart M -Requirenents for Subm ssion of Information on the Ethica
Conduct of Conpl eted Human Research

Summary: Subpart Mof the final rule requires third parties who
subnmit the results of conpleted hunman research to EPA for consideration
under the pesticide |aws to docunent the ethical conduct of that
research. Subpart M specifies the range of information required,

i ncludi ng docunentation of any | RB reviews, docunentation of inforned
consent by subjects, and other information required to support third-
party proposals to conduct new human research for pesticides involving
i ntentional exposure of non-pregnant adults. The final rule directs
subnitters to provide this information about conpleted research to the
extent it is available, and if any of it is not available, to describe
the efforts made to obtain it. Unit X A describes the proposed rul e,
Unit X B. addresses the major public comments, and Unit X C discusses
the final rule.

A. The Proposed Rul e

In the Septenber 12 proposal, Sec. 26.124(c) required "~ any person
who submits to EPA data derived from human research covered by this
subpart'' to provide information docunenting conpliance with the
requi rements of the subpart. The required information included records
required of the IRBs that approved the research; copies of sanple
i nforned consent docunents; and copi es of correspondence between EPA
and the investigator or sponsor about the proposed protocol

In addition, although the proposal contained no provision directed
at data submtters requiring docunmentation of ethical conduct of
compl eted research, the proposal indicated that EPA would not rely on
the results of research conducted after the effective date of the fina
rul e unl ess the Agency had " "adequate information to determ ne the
research was conducted in a manner that substantially conplied ' wth
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the requirenents of the rule.
B. Public Comrents

EPA received no maj or public coments on the proposed provisions
addressi ng the content of reports of conpleted hunan research.

C. The Final Rule

EPA has created a new subpart Mthat requires people who submt
data from conpl eted human research to EPA to acconpany that subm ssion
with information docunenting the ethical conduct of the research. The
final rule requires that reports on conpl eted human research contain
essentially the same range of information concerning the ethica
conduct of the research as woul d have been required by the proposal.

The final rule, however, differs fromthe proposal in severa
respects. First, the final rule clarifies that it applies only to
reports of conpleted human research subnitted after the effective date
of the final rule.

Second, EPA has broadened the scope of the proposed requirenment to
apply to reports on all types of human research subnitted to the Agency
for consideration under the pesticide |laws, FIFRA and FFDCA. This
provision of the final rule is broader than the proposal in two ways:

It applies to all persons who submt data, whether or not they

devel oped the data with the intent to provide it to EPA;, and it applies
to all types of human research, not only to research involving

i ntentional exposure of human subjects. The Agency decided to extend
the scope of this reporting requirement because it expects to nake
ethical assessnments of all human research it receives under the
pesticide laws, irrespective of who did it, who subnitted it, or what
type of human research was involved. Cbtaining the infornmation
specified by subpart Mas part of the initial submission will inprove
the efficiency and quality of such ethical assessnents. Under FlFRA
sections 3(c)(2)(A) and 3(c)(2)(B), EPA has the authority to require

i nformati on necessary to support both applications for new registration
and for continued registration of a pesticide. Since the Agency regards
i nformati on about the ethical conduct of human research as relevant to
the assessnent of the acceptability of such research, the Agency

concl udes that the reporting provision is consistent with these
sections of FIFRA

Finally, the Agency nmade two changes to mnimze the burden of
reporting information on the ethical conduct of conpleted research.
First, the final rule provides that informati on need not be resubnitted
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if it has previously been provided to the Agency, for exanple as part
of the subm ssion required for protocol review under Sec. 26.1125.
Second, recognizing that not all of the information specified by
subpart M nmay be available to the data submtter in sone cases--for
exanple, if the research were conducted in the past, or if the
submtter did not conduct the study, Sec. 26.1303 states that the
specified information should be provided " "to the extent avail abl e’
and asks the subnitter to describe the efforts nade to obtain

[ [ Page 6155]]
i nformati on which he or she was unable to provide.
XI. Subpart O -Adm nistrative Actions for Nonconpliance

Summary: Subpart O contains provisions, adapted fromsinilar
regul ati ons issued by FDA, that describe the range of adm nistrative
actions EPA could take to address nonconpliance by third parties with
the requirements of part 26. These actions include: Wthdrawal or
suspensi on of a research institution's Federal w de assurance;

di squalification of an institution or an |IRB; debarnent; and public
censure. This subpart describes procedures EPA would follow in reaching
a decision to take any of these administrative actions. Qher than the
addition of a new section explaining the scope of research to which
these actions could be applied, the final rule is unchanged fromthe

pr oposal

A. The Proposed Rul e

In proposed subpart E the Agency identified a nunber of specific
adm ni strative actions that could be taken, as circunstances warrant,
agai nst any person or organization that failed to conply with
requi renents of the rule. These actions included: (1) Wthdrawal or
suspensi on of a research institution's FWA; (2) disqualification of a
research institution or its IRB; (3) debarnent of an entity from
receiving federal funds for research; or (4) public censure--presenting
for public review an objective analysis of the ethical deficiencies of
any human research relied upon by EPA for regul atory deci sion-naki ng
under any statutory authority. The provisions in proposed Sec. Sec.
26.501 through 26.504 and Sec. 26.506 closely follow FDA' s existing
regul ations in 21 CFR 56.120 t hrough 56. 124.

B. Public Conmment
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EPA received only a few public coments on this subpart, nost
supporting the appropriate use of the actions identified in proposed
subpart E to pronote conpliance. EPA also agreed with severa
commrenters that refusal to rely on conpleted research provided the
strongest incentives for investigators to follow the new requirenents.
O her maj or comments, discussed bel ow, addressed the operation of EPA's
conpl i ance oversi ght program

Conment: One comment conpl ai ned that the proposal gives EPA
di scretion not to inpose any of these sanctions at all, even for the
nost egregi ously unethical research, and argued that only mandatory
sanctions could effectively deter unethical human research. Another
coment er reconmended that EPA explain what types of actions it would
apply to different types of violations.

Response: EPA generally believes that enforcenment prograns work
best when they enploy a system of graduated penalties that increase as
the gravity of the violation increases. Such an approach requires the
exerci se of discretion, but that discretion should not operate entirely
free fromconstraints. Accordingly, the Agency intends to establish
policies to guide its exercise of discretion about the inposition of
t he sanctions. Al though EPA does not regard such policies or penalty
structure as appropriate for inclusion in this rul emaking, the Agency
does intend to explain in guidance how it wll encourage conpliance
with the new requirenents in the final rule.

Comment: Several coments urged EPA to adopt procedures simlar to
those of FDA by which it woul d deci de whether to disqualify an
institution for violating the requirenent of the final rule.

Response: EPA agrees it should have a procedure for deciding
whet her to disqualify an IRB or institution, and that it may be
appropriate to establish such procedures through rul emaki ng. EPA will
further consider adopting procedures simlar to those used by FDA and
promul gated in 21 CFR part 16, but has decided not to adopt them at
this tine.

C. The Final Rule

Subpart O of the final rule is substantively unchanged from subpart
E of the proposal. EPA has added a new Sec. 26.1501 entitled ~ To what
does this subpart apply? ' which clarifies that EPA will consider using
the adninistrative actions identified in the subpart only to address
i nstances of non-conpliance with the requirenents of the new rule
occurring after the new rule takes effect. Thus, actions debarring an
institution fromreceiving federal funds for research or disqualifying
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an institution fromperform ng research covered by subpart K coul d not
be taken on the basis of events that happened before the final rule
beconmes effective. The Agency notes, however, that actions which
violate the requirenents of FIFRA section 12(a)(2)(P) would be subject
to civil or crimnal penalties if they happened at any time after that
provi sion becane |law in 1972. The Agency al so made m nor wordi ng
changes in Sec. 26.1502 of the final rule to reflect FIFRA term nol ogy
and enforcenment practices.

EPA recogni zes the inportance of an effective programto ensure
compliance with the requirenents of the final rule. The office of the
Agency's Human Subj ects Research Review Oficial (HSRRO wll have
responsibility for ensuring conpliance with the new rule. The HSRRO
will also have responsibility for managi ng the devel opnent of any new

gui del i nes needed to explain or inplenment the provisions of the final rule.

The Agency thinks that one of the nobst inportant ways to encourage
and nonitor conpliance is through the review of proposals for new
research before it is conducted, as required by the final rule at Sec.
26.1125. Once such studies are initiated, EPA's O fice of Enforcenent
and Conpliance Assurance, through its laboratory audit program can
monitor facilities that conduct human research covered by the rule.

EPA i nspectors conduct inspections and audit studies under EPA's
good | aboratory practice (G.P) regulations. As stated in the GLP
regul ations (40 CFR 160.15), EPA will not consider reliable for
pur poses of supporting an application for a research or marketing
permit any data devel oped by a testing facility or sponsor that refuses
to permt such inspection. In addition, the recordkeeping provisions of
FI FRA whi ch cover records of any tests conducted on human bei ngs and
records containing research data relating to regi stered pesticides
including all test reports submtted to the Agency in support of
registration or in support of a tolerance petition also apply to
studi es conducted under this rule.

Finally, the close exam nation of reports on conpleted research
represents another inportant part of the conpliance program EPA will
train scientists who conduct, approve, or review human research about
the provisions of the final rule so they can identify possible
vi ol ati ons. Throughout all of these efforts, the Agency hopes to work
with the HHS O fice for Hunan Research Protecti ons and FDA, to ensure
that sponsors, investigators, and I RBs understand and fulfill their
responsibilities under the final rule.

XI'l. Subpart P--Review of Proposed and Conpl eted Hunman Studies

Summary: This subpart of the final rule provides that EPA will
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review all proposals by third parties to conduct research covered by
subpart K, i.e., all research involving the intentional exposure of
human subjects, if the research is intended for subnission to EPA under
the pesticide | aws. The subpart also requires EPA to establish

[[ Page 6156]]

an i ndependent group of experts, referred to as the Human Studies

Revi ew Board (HSRB), to assist EPA in evaluating such proposals. In
addition, the subpart requires that EPA review reports subnitted by
third parties on conpl eted human research and, if EPA decides to rely
on information from such research in an action under the pesticide
laws, to submt the results of its assessnment of the research to the
HSRB. The HSRB woul d perform sci ence and ethics reviews of proposals
fromthird parties to conduct specified types of human research and of
the results of specified types of human research if EPA intended to
rely on the information in its decision-nmaki ng under the pesticide

|l aws. Further, when HSRB review is not required by the final rule, EPA
woul d nonet hel ess retain discretion to ask the HSRB to revi ew studies
or to offer advice on other issues.

Final ly, although not required by the final rule, EPA has decided
to establish the HSRB under the authority of the Federal Advisory
Committee Act. By operating as a federal advisory committee, the HSRB
will be required to use procedures that ensure transparency inits
operation and that afford opportunities for the public to express their
Vi ews on issues being considered by the HSRB

A. The Proposed Rul e

Proposed Sec. 26.124 would have required third parties to submt
to EPA detailed i nformati on concerning any proposed new research
covered by the new rule at |east 90 days before initiating of the
research. The proposal would al so have established a HSRB to address in
an integrated fashion the scientific and ethical issues raised by human
research covered by the proposal. Specifically, the Agency proposed to
convene a small group of appropriately qualified experts and to enli st
their support in review ng covered research proposals, i.e., third-
party research involving intentional exposure of hunan subjects, when
the results of such research are intended to be submtted to EPA under
the pesticide | aws.

The sane section also provided that EPA would review the results of
conpl eted research covered by the rule. This section of the proposa
al so stated that, after conpleting its initial staff assessnment of a
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research proposal or a conpleted study if EPA intended to rely on the
results in its decision-nmaking under the pesticide | ans, the Agency
woul d send its review and supporting nmaterials concerning the study to
the HSRB for further review and comrent.

EPA' s proposal did not specify any details of how the HSRB woul d
function, other than to state that the nenbers woul d not be EPA
enpl oyees, would nmeet the conflict of interest standards applying to
speci al governnent enpl oyees, and woul d have expertise appropriate for
the review of human research. The Agency invited public comment on
whether the final rule should specify the functions of the HSRB. The
preanbl e al so indicated that, as recommended by the NAS, EPA intended
to reexam ne the functions of the HSRB after 5 years.

B. Public Coment

EPA received a great many public conments on its proposal to
requi re subm ssion of proposed protocols and other information relating
to proposed new human research and to subnit its assessnments of the
proposed new human research to a new HSRB for further review The
Agency's Response to Comments docunent, in the docket for this action
provides a full response to these coments. EPA agrees with comrents
that stressed the inportance of having the HSRB use the substantive
standards contained in EPA's final rule when review ng the ethics of
proposed and conpl eted human research. As an entity intended to help
the Agency make ethical and scientific judgnents, the HSRB will use the
provisions of this final rule in the fornulation of their advice. The
maj or issues raised by the comments are discussed bel ow under three
headi ngs: HSRB procedures; HSRB nenbership and qualifications; and the
scope of research subject to HSRB revi ew.

1. HSRB procedures. The Agency notes that nost, if not all
coments on the HSRB inmplicitly accepted EPA' s proposal that HSRB
revi ew of proposed new research woul d occur following its review and
approval by a local IRB and after EPA devel oped its review.

Comment : Many comments addressed whet her EPA should charter the
HSRB under the Federal Advisory Committee Act (FACA). Environnental and
public health advocacy groups favored this approach because it would
assure the use of procedures that provided opportunities for public
coment and transparency. Qhers, primarily commenters affiliated with
the pesticide industry, objected on the grounds that a FACA-chartered
HSRB woul d be inefficient, and the ensuing del ays woul d affect Agency
deci si on- maki ng, particularly about new products. These conments
recomrended either staffing the HSRB only with EPA enpl oyees or relying
on the HHS O fice for Human Research Protections (OHRP) for the kinds
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of reviews described in the proposed rule. Industry commenters al so
expressed concern that a FACA process might lead to public disclosure
of CBI.

Response: EPA has decided to charter the HSRB under FACA. While
operating under the requirenments for advisory comm ttees adds sone
procedural steps to the review process, it is not apparent, given the
intensity of public concern about the use of data from human research
that a FACA process woul d necessarily take |onger than a process
involving internal EPA review Mre inportant, in EPA's view, the
benefits of the transparency and opportunities for public participation
out wei gh any potential delays. Gven the difficult nature of the
i ssues, EPA sees significant advantages in ensuring that all the
consi derations influencing the Agency's final position have been publicly
identified, carefully weighed, and commented on by i ndependent experts.

The Agency recogni zes the need to nanage aggressively to ensure
both the HSRB's and its own review processes operate efficiently. As
part of its conmtment to effective managenment, the Agency intends to
acknow edge recei pt of new research proposals and to respond pronptly
with a projected tineline for conpleting EPA and HSRB review. In

addition, upon conpletion of its internal reviews, EPA will send copies
to the subnmitter of the protocol and the schedule for HSRB revi ew. EPA
expects that it will continue to neet the statutory deadlines for

reachi ng deci sions on new applications for pesticide registrations,
even if HSRB review is required.

Finally, the Agency notes that under FlIFRA and FACA, EPA follows
procedures designed to protect CBI fromdisclosure. Wienever EPA
provides CBI to a federal advisory commttee, that information is not
pl aced in a public docket or discussed in a public neeting, and speci al
steps are taken to maintain its confidentiality.

Comment: Many conments asked EPA to clarify in the final rule the
procedures that the HSRB woul d use. In particular, many suggested that
the rule require that the HSRB neetings afford an opportunity for
public conment.

Response: The Agency believes that, at this early stage, the HSRB
shoul d have the flexibility to adopt procedures which best allowit to
nmeet its responsibilities. Since the HSRB will function as a federa
advisory conmttee, FACA will dictate many of its procedures, including
key procedures relating to transparency and public participation. Since
t hese were
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the areas of greatest concern for nobst commenters, EPA believes that
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its decision to establish the HSRB under FACA adequately addresses
t hese comment s.

Comrment: Some conments conpl ai ned that the proposed rule did not
vest the HSRB with authority to di sapprove proposed new research or EPA
decisions to rely on the results of conpleted human studi es. O her
comrents supported giving the HSRB only an advisory role.

Response: EPA believes the HSRB shoul d have an advisory role. The
deci sion to di sapprove proposed new research or to deci de whet her or
not torely on the results of conpleted studies is inherently
governnental . The Agency cannot |egally confer authority to nake such
deci sions on an advisory conmittee. The Agency notes, however, that it
expects to give considerable weight to the advice of the HSRB

2. HSRB nenbership and qualifications.

Conment: Many comments enphasi zed that the HSRB nust be
i ndependent, that its menbers nust have no conflicts of interest,
including any financial relationships with the pesticide industry.

Response: EPA agrees. Chartering the HSRB as a federal advisory
comrittee to provide expert advice nmeans that all candi dates for
menbership on the HSRB nust neet the federal requirenents governing
conflicts of interest. Although other requirenents relating to the
operation of the HSRB as an advisory comrittee are not specified in the
final rule, EPA did retain in the final rule a requirenent that nenbers
have no conflicts of interest. Specifically, the final rule provides
that HSRB nenbers nust "~ “neet the ethics and other requirenents for
speci al governnent enpl oyees.'' See Sec. 26.1603(a) of the regulatory text.

Conment : Several comments stressed the inportance of having HSRB
menbers with sufficient expertise in the substantive disciplines raised
by the types of hunan research covered under the rule. They
specifically identified the disciplines of clinical toxicol ogy,
research ethics and the Cormon Rul e, and public health. Comrents al so
noted that the Agency night need to supplenent the HSRB to obtain
expertise to address particular types of research covered by the rule.

Response: EPA generally agrees with the coment and on January 3,
2006, issued a Federal Register Notice inviting nom nations of experts
to serve on the HSRB (71 FR 116). The Notice described the foll ow ng
areas of expertise: Bioethics, human toxicol ogy, biostatistics, and
human ri sk assessnment. Under FACA, EPA has the authority to appoint
consultants to the HSRB who can provi de additional expertise when needed.

Comment : Several comments recommended that the nenbers of the HSRB
i ncl ude non-scientists who are nenbers of the community and who could
represent the views of special populations that could be the focus of
proposed human research

Response: EPA does not believe that it is necessary to include non-
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expert community nenbers on the HSRB. However, under FACA, the public,
i ncl udi ng non-expert comunity representatives have opportunities to
provi de both witten and oral public cormment to the HSRB. |In addition,
the HSRB has the flexibility under FACA to ask representatives of
community groups to make presentations to the commttee on specific
topi cs. EPA al so notes that, before a proposal reaches the HSRB, an |IRB
wi Il have reviewed and approved it. Such IRBs are required by the new
rules (Sec. 26.1107), to include people familiar with the concerns
arising in research with special populations. Thus, EPA expects in nost
cases that the concerns of comunity-based representatives will be a
part of the information before the HSRB

3. Scope of research subject to HSRB review.

Comment: Sonme conments favored expandi ng the scope of studies
reviewed by the HSRB to include all first-party and second-party
research, as well as third-party research; all types of human research
not only research involving intentional exposure of human subjects;
studies performed with any substance regul ated by EPA, not only studies
with pesticides; and all human research considered by EPA, not only the
conpl eted studies on which EPA intends to rely.

Response: EPA agrees that it may sonetines be appropriate to obtain
HSRB revi ew of sonme of these types of studies. The final rule gives EPA
di scretion to seek the advice of the HSRB on additional types of
st udi es beyond those for which HSRB review is required. For the reasons
expl ai ned earlier, however, the Agency has decided not to expand the
scope of subpart K now, and therefore sees no reason to expand the
scope of required EPA or HSRB review of proposed new research.
Simlarly, the Agency has decided not to extend wi thout further
anal ysi s and public discussion the ethical framework in subpart Qto
deci si ons nmade under statutory authorities other than FIFRA or FFDCA
It would make no sense to require the HSRB to revi ew human research
that fell outside the scope of the other substantive provisions of the
rule. Finally, EPA has decided that it would not be an efficient use of
resources to require HSRB review of human research that the Agency had
decided not to rely on, typically because it falls short of
contenporary standards of scientific validity. The Agency does not
anticipate that the HSRB woul d often di sagree with such concl usi ons,
and therefore EPA will use its discretion to determ ne whether such
scientific judgnments warrant HSRB revi ew.

Comment: Many conments generally supported the proposed review of
new research and conpl eted research reports by both EPA staff and the
HSRB, at |east in some cases. A nunber of commenters, however,
suggested ways to narrow the scope of the reviews perfornmed by the
HSRB, including: (1) By having the HSRB review only studies intended to
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identify or neasure toxic effects, (2) by exenpting from HSRB revi ew
consumer acceptance studies, insect repellent efficacy tests, or other
““product-in-use'' studies; (3) by exenpting from HSRB revi ew proposal s
to enploy protocols for "““routine'' exposures or other studies that
foll ow established EPA guidelines; and (4) by exenpting from HSRB
review the results of research which the HSRB had previously reviewed
and approved as a proposal, unless the investigator failed to foll ow
the approved protocol. Finally, sone coments recomended that the HSRB
be restricted to considering ethical issues, but not scientific issues.
Response: EPA disagrees with the conments suggesting a narrowed
scope for HSRB revi ew. EPA agrees that each of the categories described
above may contain at |east sone studies that present no difficult
scientific or ethical issues. To the extent EPA s review indicates that
a study presents no difficult science or ethics issues, the Agency
woul d expect the HSRB to agree and quickly conclude its review But any
research involving intentional exposure may present risks to individua
human subj ects greater than those they would receive in their nornal
activities, and therefore warrants careful exam nation, even if the
pur pose of the study is not to identify or neasure toxic effects.
Simlarly, while EPA anticipates that many consumer acceptance tests,
i nsect repellent efficacy tests, and other "~ “product-in-use'' studies
will raise no difficult scientific or ethical issues, the Agency has
relatively little experience with assessing explicitly the ethica
attributes of such research. Therefore the Agency thinks it would be
i nprudent to excl ude
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HSRB revi ew of these studies. EPA |ikew se recogni zes that follow ng
establ i shed gui delines nay reduce the chances of scientific
deficiencies in a study, but EPA s guidelines do not address the full
range of potential ethical issues that should be considered on a case-
by-case basis. Finally, EPA believes that even if a study foll ows an
establi shed protocol, unanticipated scientific and ethical issues may
arise that will warrant expert advice.

C. The Final Rule

As a result of the reorganization of the final rule, all provisions
relating to EPA and HSRB revi ew of proposals for new, third-party
research or reports of conpleted studies, or to the establishnment of
t he HSRB, now appear in subpart P

The final rule reflects one significant change fromthe proposal
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Under the final rule, the HSRB will review all research involving

i ntentional exposure conducted after the effective date of the fina
rule, as well as all research involving intentional exposure performed
before the rule takes effect, if the purpose of the research was to
identify or neasure a toxic effect. But the final rule grants to the
Agency discretion to deci de whether studies perfornmed before the
effective date of the final rule that do not nmeasure toxicity should
undergo HSRB revi ew.

After publishing the proposal, EPA exam ned how t he proposal woul d
affect its plans to conplete tol erance reassessnent by August 2006, as
required by the 1996 FQPA anendnents to FFDCA. The Agency reviewed the
existing toxicity and exposure databases for upcom ng tol erance
reassessment deci sions and determ ned that as nmany as several hundred
studies relevant to the risk assessnents for these actions appeared to
nmeet the definition of ~“research involving intentional exposure of
human subjects.'' Only a relative few of these intentional exposure
studi es nmeasure the toxicity of a pesticide; the great mgjority of them
nmeasure the |l evels of potential human exposure resulting from pesticide
use, the efficacy of insect repellents, or the absorption,
distribution, netabolism and excretion of pesticides.

Since the enactnent of the Food Quality Protection Act in 1996 EPA
has relied on many of these non-toxicity, intentional-exposure human
studies in its registration and reregi stration deci sions. Mreover, the
Agency has afforded nmultiple opportunities for public conment on
several hundred draft and final Reregistration Eligibility Decision
(RED) docunments and InterimRED (I RED) docunents, but has never
recei ved any public comment on a RED or | RED concerning the ethics of
i ntentional - exposure human studies other than a toxicity study. Taking
all of these non-toxicity, intentional-exposure studies to the HSRB
woul d significantly increase its workl oad and expand the nunber of
pendi ng regul atory decisions affected. Accordingly, EPA has decided
that while the final rule should require the Agency to send to the HSRB
all conpleted toxicity studies on which it intends to rely, it need not
require all non-toxicity studies in its existing databases to undergo

HSRB revi ew. Thus, under the final rule, the Agency will retain the
discretion to submt additional types of old studies to the HSRB, and
wi Il consider public comments on its upcom ng pesticide actions for

tol erance reassessnment in deciding which of the non-toxicity studies
rai se significant ethical or scientific issues warranting HSRB revi ew.
In addition, subpart Pin the final rule reflects a few other minor
revisions to the proposal. The provisions governing Agency review of
proposals for new third-party research were placed in subpart P in
preference to subpart K, so that subpart P would apply only to EPA, and
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subpart K would apply only to regulated third parties.

To help ensure effective inplenentation of the final rule, EPA has
made several administrative decisions affecting the HSRB. Mbst
i nportant, the Agency has decided to establish the HSRB as a separately
chartered advisory conmittee under the Federal Advisory Conmittees Act
(FACA). FACA requires the HSRB, as a federal advisory conmittee, to
foll ow certain basic procedures designed to pronote transparency and to
ensure public participation. These include tinely public notice of
neetings, public access to neetings, and opportunity for the public to
coment; public availability of docunents considered by the HSRB and
nmeeting mnutes; and a Federal officer or enployee attendi ng each
nmeeting. O course, the HSRB will be required to protect materials
designated as confidential frompublic disclosure. Finally, EPA is also
commtting to aggressi ve managenent of the process to pronpote efficient
use of resources and tinely decisions, and to ensure affected
st akehol ders have conplete informati on about the status of ongoing reviews.

Xill. Subpart Q-Ethical Standards for Assessing Whether to Rely on the
Resul ts of Human Research in EPA Regul atory Deci sions

This unit discusses the ethical standards EPA will use to guide its
deci sions whether to rely in its actions under the pesticide |aws on
the results from conpl eted human research. Unit X I1.A sunmarizes
EPA's proposal, Unit XlII.B. discusses public coment, and Unit XIII.C
describes the positions taken in the final rule.

Sunmary: The final rule is substantively unchanged fromthe
proposal, although the provisions have been revised to nake them
clearer. One new section (Sec. 26.1701) clarifies the applicability of
this subpart to EPA decisions to rely on relevant, scientifically valid
““data fromresearch involving intentional exposure of hunman subjects
to a pesticide'' in its actions under the pesticide |aws, FIFRA and
FFDCA. A second new section (Sec. 26.1702) provides needed definitions
of ternms. The renmi ning four sections in the final rule together
delineate the framework within which EPA will decide whether to rely on
the results of certain types of human research.

This franmework rests on the basic principle that EPAwill not rely
inits actions on data derived from unethical research. Section 26.1703
forbids EPAto rely on data fromany study involving intentiona
exposure of pregnant wonen, fetuses, or children. Section 26.1704
forbids EPAto rely on data from “old"' research--i.e., covered
studies initiated before the effective date of the final rule--
concluded to be fundanentally unethical or significantly deficient with
respect to the ethical standards prevailing when it was conducted.
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Section 26.1705 forbids EPAto rely on data fromany " "new ' research--
i.e., research initiated after the effective date of the final rule--
unl ess EPA finds that the research conplied with the new requirenents.
Finally, Sec. 26.1706 creates a very narrow exception to the Agency's
general refusal to rely on unethical data, one that allows reliance on
unet hical data when it is crucial to supporting nore stringent

regul atory nmeasures to protect public health.

A. The Proposed Rul e

I n proposed subpart F of 40 CFR part 26, EPA set out ethica
standards for its decisions to rely on or not torely inits regulatory
deci si ons under FIFRA or FFDCA on reports of conpleted intentional-
dosing research with human subjects. For covered research initiated
after the effective date of the rule, EPA

[ [ Page 6159]]

proposed to refuse to rely on data fromscientifically sound and

rel evant human research unl ess EPA had adequate infornation
denmonstrating that the research conplied with the Cormon Rul e. For
covered research initiated before the effective date of the rule, EPA
proposed to rely on data fromscientifically sound and rel evant hunan
research unl ess there was clear evidence to show the conduct of the
research was fundanentally unethical or was significantly deficient
relative to the ethical standards prevailing when it was conducted. EPA
al so proposed a formal exception to these standards when to rely on
scientifically sound but ethically deficient research would give

crucial support to a regulatory action nore protective of public health
than could be justified without relying on the ethically deficient research

B. Public Conmments

EPA received many public comrents on proposed subpart F. The ngj or
i ssues raised by the comrents are grouped and sunmmari zed bel ow under
t hese four headi ngs:

? Comments advocating a broader or narrower scope for this
subpart--a change to the kinds of research and the range of EPA
deci sions the framework shoul d cover.

? Comments questioning the proposed framework itself,
including argunents to include standards for scientific validity of
human research, and argunents that EPA shoul d never reject
scientifically sound data for ethical reasons.
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? Comments on the substantive ethical standard to be applied
to "old "' research initiated before this final rule takes effect.

? Coments on the proposed " “public health exception'' to
the general refusal to rely on unethical research

The Agency notes that, although sone coments favored nore
specificity in EPA's final rule, many conments expressed support for
EPA' s proposal to rely on the Common Rul e as the ethical benchmark for
judging the acceptability of research conducted after the effective
date of the final rule.

1. The scope of application of EPA s ethical franmework.

Conment : Sonme comments advocat ed expandi ng the application of the
et hi cal framework beyond research involving intentional exposure of
human subjects to cover all types of human subjects research consi dered
by the Agency, or to enbrace consideration of human subjects research
conducted with pesticides under EPA statutes other than the pesticide
| aws, or to cover research involving intentional exposure of human
subjects to any environnental substance, not only to pesticides.

Response: The Agency has deci ded not to expand the application of
the ethical standards in this subpart to enconpass all types of human
subj ects research relied on by EPA, to research involving substances
ot her than pesticides, or to actions taken under authorities other than
the pesticide laws. In the future, the Agency will consider further
actions to address these and other issues beyond the scope of this
final rule.

The Agency believes an initial focus on research involving
intentional exposure is warranted in that potential risks to research
subj ects are generally greater when exposure is intentional than in
other types of studies. It is reasonable to scrutinize such research
closely to ensure that research subjects are fully protected and the
research is ethical. EPA has not fully considered, and public conments
have not thoughtfully addressed, what protective neasures would be
appropriate for research that does not involve intentional exposure.
Thus, the Agency thinks it prenmature to conclude that all of the
provi sions applying to research involving intentional exposure should
apply nore wi dely.

EPA t hi nks there has al so been i nadequat e consi deration of the
consequences of expanding the scope of the ethical franework to enbrace
research with substances other than pesticides. Mst of the comrents
favori ng expansion of the rule beyond pesticides cane primarily from
st akehol ders affiliated with the pesticide industry, and EPA received
essentially no neani ngful response to its requests for comment from
ot her stakehol der interests, including those likely to be affected by
such an expansion. Gven the nmandate of the 2006 Appropriations Act to
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address research "~ "for pesticides,'' the final rule retains the
proposed focus on human research for pesticides.

Finally, the Agency has decided to retain the proposed
applicability of the framework to actions taken under the pesticide
| aws. Although EPA recogni zes the theoretical possibility that human
research with a pesticide may be considered under other statutes, the
Agency notes that the 2006 Appropriation Act does not require the
adopti on of a broader scope than decisions under FIFRA and FFDCA. Al so,
t he Agency has not received nmeani ngful public comment on whether its
authorities under other statutes pernit it to refuse to rely on
rel evant, scientifically sound data which were derived from an
unet hi cal study. Because of the questions about the Agency's | ega
authorities and the absence of a clear nmandate, EPA has decided not to
require the application of the ethical framework to actions taken under
its other |aws.

Comment: OQther comments argued for restricting the application of
the ethical franework to only certain kinds of human research--to
research intended to identify or neasure toxic effects, to research
conducted in a laboratory or clinical setting, or to exclude research
i nvolving only exposures that EPA had al ready approved (e.g., studies
of registered pesticides used in accordance with their approved
| abel ing). Two general reasons were offered for these recommendati ons:
(i) Public controversy has focused exclusively on a narrower set of
studies than those falling within the scope of proposed subpart F, and
(ii) there is so little risk fromthe types of studies suggested for
exclusion that no additional neasures woul d be needed to protect subjects.

Response: Because EPA finds these reasons unpersuasive, the Agency
has decided to retain, at this tinme, the scope of the proposal for its
final rule. Thus, EPA is not narrowi ng the scope of its framework in
any of the ways recommended above.

Al t hough recent controversy has focused on " “intentional dosing,
human toxicity testing for pesticides'' (see the Appropriations Act
discussed in Unit XIV.A ), there has al so been public debate about
ot her ki nds of human research, including product-in-use studies using
regi stered pesticides, studies performed outside the |aboratory
setting, and studies which do not neasure toxicity. To pronote public
confidence in its operations and judgnents EPA nust address this |arger
uni verse of research. Second, EPA thinks that it is inportant to
exam ne the risks of studies involving intentional exposure of research
subj ect s--even when conpar abl e exposures have al ready been approved for
the general public under a pesticide registration. Wiile the risks
experienced by the research subjects and the general public may not
differ, the risks experienced by the particul ar subjects may exceed
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what they woul d otherw se receive, and therefore researchers nust
provi de each potential subject a full explanation of the potential for
any additional risk they night assume by volunteering for a study. For
its part, EPA should ensure that, in their interactions wth subjects,
t he sponsors and investigators have acted ethically.

2. The adequacy of the ethical standards.

[[ Page 6160]]

Comment: Al though nearly all comments supported EPA' s application
of an explicit ethical standard in deciding whether or not to rely on
data from conpl eted human research, one significant |ine of comrent
argued that EPA should never refuse to rely on relevant, scientifically
sound research even if it were conducted unethically. This concl usion
rested on three argunents: (i) Rejecting scientifically sound data
woul d deprive decision-makers of information that would serve the
m ssion of protecting public health; (ii) applying a new standard of
et hical acceptability retroactively to conpleted research would be
unfair; and (iii) refusing to rely on data from unethical research
could do nothing to renmedy any harm done to the subjects in the research

Response: Wil e EPA sees sonme nerit in each of these argunents, the
Agency di sagrees with the concl usion. EPA believes that rejecting
unet hical data is an appropriate and powerful neans of pronoting
conpliance with ethical standards, and that rejecting unethical data
general ly neets public expectations about conduct of the governnent.

First, EPA agrees that it is inportant to consider all available
information in carrying out its mssion to protect public health. This
is especially inportant when reliable data show humans to be nore
sensitive than animals. Sonetines, however, data from human research
wi Il show that humans are | ess sensitive--or no nore sensitive--than
animals, and that a less restrictive regulatory nmeasure my provide
adequate protection for public health. This is inmportant to know
because the Agency is interested in cost-efficient regul ations.

Final ly, human research often confirns a risk assessnent based on
animal toxicity data. Such confirmation increases confidence in the
Agency's decisions. Therefore, the Agency agrees that it is always
important to assess data from avail abl e hurman research

The Agency al so agrees that it is generally inappropriate to apply
current ethical standards to judge the acceptability of research
compl et ed before such standards were articulated. Not only coul d that
|l ead to declaring unethical much conpleted research which was
consi dered ethical when it was conducted, it would al so set a standard
for ethical conduct--adherence to standards not yet articul ated--that
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even the nost ethically concerned investigators and sponsors could
never nmeet. To avoid such an outcome EPA will generally judge the

et hical acceptability of research initiated before the effective data
of this rule in terns of the ethical standards prevailing when it was
per f or med.

The Agency al so agrees that no actions taken after research is
conpl eted can undo any harm experienced by the human subjects in the
research. But this point ignores the deterrent val ue of governnent
actions that " punish'' unacceptabl e conduct. EPA believes that by
refusing to rely on unethical data it creates a strong incentive for
the scientific comunity to conduct future research ethically. If
i nvestigators and sponsors understand that EPA will not rely on the
results of their research unless it is perfornmed ethically, they wll
not wish to risk losing either their direct investnent in the research
or any benefit its use nmight bring to them

Finally, EPA believes that the public expects its governnment to
apply a clear standard of ethical acceptability in deciding whether to
rely on the results of conpleted research. Such an expectation, evident
i n thousands of public coments on the proposed rule, provides
additi onal reason for establishing an explicit ethical framework for
maki ng t hese decisions, and for refusing to rely on unethically
obt ai ned data. (As discussed bel ow, EPA believes that in certain very
limted circunstances the ethical course of conduct may require
reliance on ethically deficient research when to do so is crucial to
supporting nore stringent regulatory measures to protect public health.)

Conment: Sone comments, noting that scientifically unsound research
i s always unethical, argued that the proposed framework shoul d
articulate explicit standards of scientific validity.

Response: EPA agrees that its ethical framework should exclude data
whi ch are not scientifically sound, and thus the final rule clarifies
that subpart Q applies only to “~“scientifically valid and rel evant
data.'' The Agency has not, however, attenpted to define a standard for
scientific validity and rel evance, because this is necessarily a case-
by-case judgnent. EPA has long had in place policies and procedures to
ensure rigorous scientific review of research it is considering,

i ncludi ng procedures for formal peer review of research and assessnents
critical to Agency actions. In addition, Sec. 26.1603(b) of the fina
rul e provides that the HSRB " “shall review and comment on the
scientific and ethical aspects of research proposals and reports of
conpl eted intentional exposure research. "' QOver tine the results
of HSRB review of the scientific aspects of both proposed and conpl et ed
human research will support articulation of general principles for the
scientifically sound and ethical conduct of different types of human

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (66 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

research.

3. The ethical standard for accepting " "old ' research. Opinions
about research conducted before the final rule varied widely, and are
summari zed bel ow under these headi ngs:

? The proposed standard is too weak; the Conmon Rul e shoul d
be applied to all research, regardl ess of when it was conduct ed;

? The rule should define such terns as " standards
prevaili ng when research was conducted''; "~ fundanmentally unethical'";
and ““significantly deficient."'

? Rejection of any research involving intentional exposure
of pregnant wonen, fetuses, or children is inconsistent with
““standards prevailing when research was conducted.'

? The standard of ~“clear evidence'' should be different;

Comment: Many conments favored application of the Coomon Rule to
all research, regardless of when it was perfornmed. These coments
argued that the standard in proposed Sec. 26.601 was unacceptably weak
because it failed to reflect contenporary ethical standards.

Response: EPA believes it would be unreasonable to apply to
conpl eted research ethical standards articulated after the research was
conducted. Thus, the final rule retains the proposed standard for
judging the acceptability of conpleted “old ' research--i.e., research
initiated before the final rule becones effective

First, for many years the prevailing ethical standard in the U S.
has been the Common Rule, and with respect to bionedical research, the
earlier DHHS rules that formthe basis for the Cormon Rul e.
Consequently, as a practical natter, the sane standard of ethi cal
acceptability--the Conmon Rule or its foreign equival ent--would apply
to research conducted since its pronulgation in 1991

Thus, reference to ethical standards prevailing at the tinme of the
research nmakes a practical difference only when considering the
acceptability of research which neets today's standards of scientific
validity but which was conducted before today's ethical standards were
articul ated. Codes of ethical research conduct require investigators to
do certain things in certain ways before and during the research. It is
reasonabl e to expect investigators to follow ethical codes that prevai
when they do their work; it is unreasonable to expect themto
antici pate and foll ow standards devel oped after their work is done. EPA
believes that scientifically neritorious research which adhered to accepted
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ethical nornms when it was conducted should not be set aside because
et hi cal standards have subsequently changed. EPA al so believes that
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ethical standards are likely to continue to change in the future and
that if and when they do, such a change should not invalidate or make
unaccept abl e otherwi se neritorious research conducted now, in
conformty with the ethical standards of today.

It is sonetinmes argued that to accept "~ "old ' research falling
short of today's standards woul d encourage others to conduct unethica
research in the future. EPA disagrees. Wth respect to new research,
the principal incentive to conduct research ethically is the prospect
that the Agency m ght refuse to rely on research that doesn't conply
with contenporary ethical standards. A refusal by EPA to rely on new
human research woul d carry serious econom ¢ consequences for the
i nvestigator and sponsor. Mich third-party research is conducted by
private, for-profit organizations in the hope that the results wll
lead to financial benefits, often through changes in governnent
regul ation. For exanple, the current controversy over pesticide studies
centers on research conducted by pesticide conpani es who hoped to
denonstrate through human studies that their products were safer than
was indicated by avail able animal studies, and thus that their narket
coul d expand--or at |east need not shrink--because of concerns about
risk. An Agency refusal to rely on data would deprive the investigator
and sponsor of such potential financial benefits. Inportantly, under
Sec. 26.1705 of the final rule, the Common Rule's provisions wll
gui de EPA' s deci sions about reliance on the results of new research,
i.e., studies conducted after the rule takes effect. The fact that EPA
may apply a different standard to " "old'' studies is irrelevant. An
i nvestigator conducting a new, covered study after these final rules
take effect would be very foolish to think that the Agency wll judge
its ethical acceptability by any standard other than the Common Rul e.

Comment: A nunber of commrents called for the rule to specify that
certain docunents--the Nurenberg Code, various editions of the
Decl arati on of Hel sinki, the Bel nont Report, and the Commobn Rul e, anobng
ot hers--woul d serve as the point of reference in identifying the
““standards prevailing at the tinme the research was conducted.'' O her
comrents asked that the Agency explain and give exanples of the types
of ethical deficiencies that it would deem  "fundanentally unethical""’
or ~“significantly deficient'' in the provision codified as Sec.
26.1704 of the final rule.

Response: In recent years, EPA has revi ewed nunerous reports of
conpl eted research on pesticides involving intentional exposure of
human subj ects. These studi es have been conducted over nany years, in
many places, under a variety of ethical policies and regul atory
schenes; they have addressed a wi de range of research questions, and
they have presented a wi de spectrum of ethical shortcom ngs, from m nor
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flaws to nore serious deficiencies. Gven these variations, the Agency
believes that its ethical framework nmust retain sufficient flexibility
to judge each situation on its nmerits, in the context of the tinme and
pl ace the research was conducted. Wile the historical docunents cited
in the comments reflected widely shared vi ews about what constitutes
et hi cal conduct, they were not necessarily universal or conprehensive
in their coverage. Certainly they are anong the standards which may
have prevail ed when specific research was conducted, and EPA will rely
on them when they are appropriate to the evaluation of a particular
study. But it adds nothing to list themin the final rule.

EPA al so thinks it unnecessary to el aborate on the neaning of the
narrative standards " fundanentally unethical,'' "~ “significantly
deficient'' or "““substantial conpliance.'' The gravity of a particular
ethical | apse depends not only on the details of the deficiency, but
al so on the circunstances in which it occurred. EPA agrees with the NAS
that each study requires case-by-case eval uati on. EPA expects these
terms to acquire greater clarity over time, through HSRB and public
revi ew of Agency deci sions concerning reliance on conpl eted human research

Comment: Sonme conments objected to the proposed prohibition of
EPA' s reliance in its pesticide decisions on data from human subjects
research involving intentional exposure of pregnant wonen, fetuses, or
children. These comrents argued that if such research was not
consi dered unet hi cal under the standards prevailing when it was
conduct ed EPA should accept and consider it, and that exclusion of such
research coul d deprive EPA of potentially valuable informtion.

Response: EPA agrees that existing research involving intentiona
exposure of pregnant wonen, fetuses, or children may have been
consi dered ethical according to the standards prevailing when the
studi es were conducted. Nonetheless, in light of the provisions of the
2006 Appropriations Act and the thousands of public coments on the
proposal condemi ng research of this kind, the Agency believes it nust
generally refuse to rely on such research. The Agency knows of only a
very few existing studies involving intentional exposure of pregnant
wonen or children. If it were determned that reliance on any of them
were crucial to a decision that would i npose a nore stringent
regul atory restriction to protect public health than coul d ot herw se be
justified, the exception procedure defined in Sec. 26.1706 in the
final rule could be invoked.

Conment : Several comments recommended revising the evidentiary
standard for accepting “old ' studies. Sonme suggested a change from
““clear evidence'' to a |l ess demanding test, such as "~ any evidence.'
O hers reconmended adoption of the exact wording of the NAS
recomendati on on whi ch EPA based the proposal, changing " clear
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evidence'' to " “clear and convincing evidence.'

Response: It is conceivable that the standard requiring " "clear
evidence'' could lead the Agency to accept data fromresearch which it
suspected but could not prove had serious ethical flaws. The Agency
agrees this would be unfortunate, but believes a change to a standard
of ““any evidence'' would likely lead to even nore unfortunate
out cones. Because reliable information about its conduct is often very
limted, in many cases it is difficult or inpossible to prove that
ol der research was ethical. An unsupported accusation of unethica
conduct should thus not in itself be sufficient to force rejection of
conpl eted research. Rejection of research on the basis of weak or
suggestive evidence of unethical conduct could deprive the Agency of
information inportant to sound deci sions. Because EPA can see no
benefit that would flow from changing the standard to " any evidence, "'
EPA is not accepting this recommendati on.

On the other hand EPA agrees with the coments urging a return to
t he exact wording of the evidentiary test in NAS Reconmendation 5-7.
Since the Agency did not intend to alter the standard, and since
““clear and convincing evidence'' has an accepted neani ng under
adm ni strative |law, EPA has changed the final rule to read, in
pertinent part:

EPA shall not rely on data fromany research initiated
before April 7, 2006 if there is clear and convincing evidence that
t he conduct of that the research was fundanental |y unethica

4. The exception allowi ng use of unethical data to justify nore
stringent regulatory restrictions to protect public health.

[[ Page 6162]]

Comment: One group of comments argued that the Agency shoul d,
wi t hout exception, never rely on data derived from unethical research
because to do otherwi se woul d condone unethical research. Many of these
comrenters al so m sunderstood the proposed exception as authorizing the
conduct of unethical future research.

Response: Al though EPA thinks there will rarely, if ever, be
situations requiring the use of this exception, EPA can easily inagine
a circunstance in which ethical behavior could require Agency deci sion-
mekers to rely on unethical data. (See Unit I1.) The exception would be
used when scientifically sound but ethically flawed data show that the
Agency needs to take a nore protective action than could be justified
wi t hout considering the human research. | nvoking the exception woul d
allow EPA to protect the health of many peopl e--perhaps nmllions; a
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greater public good than any benefits that would flow fromrefusing to
rely on the data. In EPA's noral cal culus, the greater good should and
wi Il guide the choice whether to use unacceptabl e dat a.

The Agency disagrees with the argunent that the final rule should
contain no exceptions to the basic principle of refusing to rely on
unet hi cal research, because an exception woul d encourage the conduct of
unet hi cal research. A public refusal by EPA to rely on unethical data
bri ngs shame to the investigator who acted unethically, and in nost
cases also directly affects the financial interests of the
i nvestigator, sponsor, or both. Such a refusal serves as an inportant
deterrent to other investigators, discouraging unethical research in
the future

To further ensure that EPA s exceptional use of ethically flawed
data does not encourage unethical research conduct, Sec. 26.1706
expressly requires the Agency to publish “~“a full explanation of its
decision to rely on otherw se unacceptabl e data, including a thorough
di scussion of the ethical deficiencies of the study . . . ."" In
addition, the Agency will have recourse to any of the other neasures
identified in subpart Oto pronote conpliance with standards of ethica
research. EPA believes the exception as defined in the final rule,
all owi ng for EPA consideration of unethical research under well defined
and narrow conditions and requiring a full public discussion of its
ethical deficiencies, will not in any way encourage other investigators
to conduct unethical research

Comment: Some conments argued for a broad interpretation of the
concept of " “protection of public health,'' such that it would not be
limted to cases involving inposition of nore stringent regul atory
restrictions. Sone coments suggested, for exanple, that a nore
accurate assessnment of risks to humans should be interpreted as
““protection of public health.'' Oher comments called upon EPA to
clarify in the final rule that " “protection of public health'' does not
enconpass the ability of American agriculture to produce nore crops at
a | ower cost.

Response: EPA does not agree that the public health exception
should be interpreted to permt reliance on unethical research to
support nore accurate risk assessnments or nore efficient or | ower cost
agricultural production. EPA's ethical framework is built on the
princi pl e that unethical research should not be relied on in Agency
actions except in the nost extraordi nary circunstances; such
interpretations would anmpbunt to abandoning this principle altogether,
and coul d severely underm ne incentives for conpliance with the new
requirenents.

The Agency does agree, however, that the proposal was unclear with
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respect to what would constitute a ~“public health'' benefit justifying
i nvocation of the exception. EPA has thus revised the final rule to
clarify that invoking the public health exception would only pernit the
Agency to " inmpose a nore stringent regulatory restriction that would

i mprove protection of public health . "' See Sec. 26.1706 of the
regul atory text.

C. The Final Rule

Subpart Q of the final rule corresponds in substance to subpart F
of the proposal. In this final rule EPA has noved the rule text to a
new subpart, and has rewitten the proposed provisions to express the
standards nore clearly.

Section 26.1701 of the final rule describes the scope of subpart Q
it applies to:

EPA' s decisions whether to rely in its actions under the

Federal Insecticide, Fungicide, and Rodenticide Act (7 U S.C. 136 et
seq.) or section 408 of the Federal Food, Drug, and Cosnetic Act (21
U S.C. 346a) on scientifically valid and rel evant data fromresearch
i nvolving intentional exposure of human subjects.

The Agency has chosen to retain the scope of the proposed rule
because it believes that the 2006 Appropriations Act does not require
this rule to address a broader scope of issues, and because there has
not been adequate consideration of the consequences of adopting a nore
expansi ve scope.

Section 26.1703 prohibits EPA's reliance on data fromresearch
i nvolving intentional exposures of pregnant wonen, fetuses, or
children. Derived from proposed Sec. Sec. 26.221 and 26.421, this
section states:

Except as provided in Sec. 26.1706, in actions within the scope
of Sec. 26.1701, EPA shall not rely on data from any research
i nvolving intentional exposure of any human subjects who is a
pregnant woman (and therefore her fetus) or child.

This provision makes clear that the Agency will not rely inits
actions on the results of research that EPA and third parties are
prohi bited from conducting under subparts B and L, except under the
narrow exception provided by Sec. 26.1706. To clarify that this
prohi bition applies to EPA's non-regul atory actions (such as issuance
of a risk assessnent or a health advisory level) as well as to its
regul atory deci sions, EPA has changed the phrase " “regul atory deci si on-
making'' in the proposal to "~ “actions'' in the final rule.

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (72 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

Section 26.1704 defines the ethical standard EPA will use to decide
whet her to rely on the results of research conducted w th non-pregnant
adults before the effective date of the rule. It provides:

Except as provided in Sec. 26.1706, in actions within the scope
of Sec. 26.1701, EPA shall not rely on data from any research
initiated before April 7, 2006, if there is clear and convincing
evi dence that the conduct of the research was fundanmentally
unet hical (e.g., the research was intended to seriously harm
participants or failed to obtain inforned consent), or was
significantly deficient relative to the ethical standards prevailing
at the tinme the research was conducted. This prohibition is in
addition to the prohibition in Sec. 26.1703.

The above rule text is derived from proposed Sec. 26.601, and
follows the | anguage of the NAS reconmendation 5-7. In response to
public comment, the evidentiary standard for concludi ng research was
unet hi cal has been changed from  "clear evidence'' to " "clear and
convinci ng evidence.'' The Agency nmade this change to mnim ze
confusion, to conformto the wording of the NAS recomendati on, and to
use a fornulation of the evidentiary standard that has an accepted
| egal nmeaning in administrative law. For purposes of clarity, the
section also reaffirnms that the prohibition in Sec. 26.1703 agai nst
relying on research involving pregnant wormen and children is unaffected
by this provision.

Section 26.1705 describes the ethical standard EPA will use to
deci de whether to rely on the results of human subjects research
conducted with non-pregnant adults after the effective date
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of the rule. It provides that the Agency will not rely on data from
such research:

Except as provided in Sec. 26.1706, in actions within the scope
of Sec. 26.1701, EPA shall not rely on data from any research
initiated after April 7, 2006, unless EPA has adequate information
to determne that the research was conducted in substantia
conpliance with subparts A through Mof this part, or if conducted
in a foreign country, under procedures at |east as protective as
those in subparts A through L. This prohibition is in addition to
the prohibition in Sec. 26.1703.

This rule text is based on proposed Sec. 26.602. It has been
revised to make clear that EPA nay accept and rely on data from hunan
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research conducted in a foreign country if EPA has adequate infornmation
to determ ne the research was " "conducted . . . under procedures at

| east as protective as those in subparts A through L.'' Allowi nhg the
use of foreign research provided the research neets ethical norns

equi valent to those of the Common Rule is consistent with the Conmon
Rule at Sec. 26.101(h). Like Sec. 26.1704, Sec. 26.1705 reaffirnms,
for the sake of clarity, that the prohibition in Sec. 26.1703 agai nst
relying on research involving pregnant wormen and children is unaffected
by this provision.

Finally Sec. 26.1706 provides for an exception to the genera
refusal to rely on the results of unethical research. This section
defines the specific circunstance in which the Agency will use data
fromresearch judged unacceptabl e under Sec. 26.1703, Sec. 26.1704,
or Sec. 26.1705, and the procedures EPA nust follow in reaching that
deci sion, as foll ows:

EPA may rely on such data only if all the conditions in
par agraphs (a) through (d) of this section are satisfied:

(a) EPA has obtained the views of the Human Studi es Revi ew Board
concerning the proposal to rely on the otherw se unacceptabl e data,

(b) EPA has provided an opportunity for public coment on the
proposal to rely on the otherw se unacceptabl e data,

(c) EPA has determned that relying on the data is crucial to a
decision that would i npose a nore stringent regulatory restriction
that woul d i nprove protection of public health than could be
justified without relying on the data, and

(d) EPA publishes a full explanation of its decision to rely on
t he ot herwi se unacceptabl e data, including a thorough di scussi on of
the ethical deficiencies of the study and the full rationale for
finding that the standard in paragraph (c) of this section was net.

The text of this section of the final rule contains a nunber of
m nor revisions to clarify the substantive and procedural requirenents.
Most not ably, EPA changed the wording for the substantive standard for
usi ng the exception from “crucial to the protection of public health
in the proposal to "~ “crucial to a decision that would i npose a nore
stringent regulatory restriction that would i nprove protection of
public health'' in the final rule. This change reflects the Agency's
intent to limt the exception to a very narrow circunstance and to
prevent use of the exception in a way that could benefit a person
responsi bl e for the unethical conduct.

XI'V. EPA' s 2006 Appropriations Act and the Final Rule
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This unit discusses how today's final rule neets the requirenents
of the Departnment of the Interior, Environment, and Rel ated Agencies
Appropriations Act, 2006, Public Law No. 109-54 (Appropriations Act),
which required EPA to pronmulgate a final rule relating to intentiona
dosi ng human toxicity studies for pesticides within 180 days of
enactment of the Act, and included various mandates concerning the
promul gated final rule.

A. Section 201 of EPA's FY 2006 Appropriations Act

On August 2, 2005, the President signed into |l aw the Departnent of
the Interior, Environment, and Rel ated Agenci es Appropriations Act,
2006, Public Law No. 109-54 (Appropriations Act), which provides
appropriated funds for EPA and other federal departnents and agenci es.
Section 201 of the Appropriations Act addresses EPA activities regarding
i ntentional dosing human toxicity studies for pesticides as foll ows:

None of the funds nmade available by this Act may be used by the
Adm ni strator of the Environnental Protection Agency to accept,
consider or rely on third-party intentional dosing human toxicity
studi es for pesticides, or to conduct intentional dosing human
toxicity studies for pesticides until the Adm nistrator issues a
final rulemaking on this subject. The Adm nistrator shall allow for
a period of not less than 90 days for public conment on the Agency's
proposed rule before issuing a final rule. Such rule shall not
permit the use of pregnant wonen, infants or children as subjects;
shall be consistent with the principles proposed in the 2004 report
of the National Acadeny of Sciences on intentional human dosi ng and
the principles of the Nurenberg Code with respect to human
experinmentation; and shall establish an i ndependent Human Subj ects
Revi ew Board. The final rule shall be issued no |ater than 180 days
after enactnent of this Act.

B. Conpliance of the Final Rule with the Appropriations Act

The first requirenent of the Appropriations Act is that EPA not
“Taccept, consider or rely on third-party intentional dosing human
toxicity studies for pesticides, or . . . conduct intentional dosing
human toxicity studies for pesticides until the Admi nistrator issues a
final rulemaking on this subject.'' EPA has not accepted, considered,
or relied on any third-party intentional dosing human toxicity studies
inits actions under FIFRA and FFDCA since Septenber 2005. EPA has
further neither conducted nor supported any intentional dosing human
toxicity study for pesticides during this rul emaki ng peri od.
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The second requirenment of the Appropriations Act is to " “allow for
a period of not |ess than 90 days for public coment on the Agency's
proposed rul e before issuing a final rule.'' A notice of proposed
rul emaki ng addressing both third-party intentional dosing human
toxicity studies for pesticides and EPA' s conduct of intentional dosing
human studi es was published in the Federal Register on Septenber 12,
2005 (70 FR 53838); the public comrent period ended on Decenber 12, 2005.

EPA' s proposed rul e addressed first-, second-, and third-party
human subjects testing for pesticides. In particular, the proposa
defined the scope of third-party human research covered by the proposal as:

[Alll research involving intentional exposure of a human

subject if, at any tinme prior to initiating such research, any
person who conducted or supported such research intended:

(1) To submt results of the research to EPA for consideration
in connection with any regulatory action that nmay be perfornmed by
EPA under the Federal Insecticide, Fungicide, and Rodenticide Act (7
U S. C 136 et seq.) or section 408 of the Federal Food, Drug, and
Cosnetic Act (21 U . S.C. 346a); or

(2) To hold the results of the research for later inspection by
EPA under the Federal Insecticide, Fungicide, and Rodenticide Act (7
US C 136 et seq.) or section 408 of the Federal Food, Drug, and
Cosnetic Act (21 U. S.C 346a).

EPA used the act of submitting, or the intent to submt, to the
Agency under FIFRA or FFDCA as a surrogate for the Appropriations Act's
requi renent that EPA pronulgate a rule addressing " "third-party
intentional dosing human toxicity studies for pesticides.'' The use,
sale, and distribution of pesticides are exclusively regul ated by EPA
under FI FRA and FFDCA. Moreover, as discussed above, the ongoing
controversy over EPA's use of hunman research data in its risk
assessnents has focused al nost exclusively on the use of such data in
ri sk assessnents under FIFRA and FFDCA. |ndeed, the Congressiona
debate that resulted in the passage of section 201 of the
Appropriations Act focused entirely on
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human subj ects research related to Agency actions under FIFRA and
FFDCA. Therefore, EPA believes that interpreting the phrase " "third-
party intentional dosing human toxicity studies for pesticides'' to
require either subm ssion or intent to submt under FIFRA or FFDCA
reflects the intent of the Congress as expressed in section 201 of the
Appropriations Act.
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The third requirenent of the Appropriations Act is that the fina
rule ~"not permt the use of pregnant wonen, infants or children as
subjects.'' Today's final rule effectuates this mandate by: (1)
Categorically prohibiting EPA from conducting or supporting research
i nvol ving intentional exposure to any substance of human subjects who
are pregnant wonen or children (subpart B of the final rule, Sec.
26.203); and (2) prohibiting third-party research for pesticides
i nvolving intentional exposure of human subjects who are pregnant wonen
or children (subpart L of the final rule, Sec. 26.1203).

The fourth requirenment of the Appropriations Act is that the final
rule ““shall be consistent with the principles proposed in the 2004
report of the National Academy of Sciences on intentional human
dosing.'' Based on a careful review of the NAS report, EPA concl udes
that the underlying principles intended by the NAS commttee to be
reflected in its recomendati ons are the three " fundanmental ethica
principles'' identified by the National Comm ssion for the Protection
of Human Subj ects of Bionmedi cal and Behavi oral Research (National
Commission) in its report, Ethical Principles and Cuidelines for the
Protection of Human Subjects of Research (the " Bel nont Report'').
These three fundanental principles are respect for persons,
benefi cence, and justice. See NAS Report at pp. 49-50, 98, and 113-14.

The NAS committee nakes the point clearly that they did not propose
new pri nci pl es:

[T]he commttee was not required to invent the basic standards
that govern human research in the United States. These standards are
al ready enbodied in the Federal Policy for the Protection of Human
Subj ects (the Comon Rule.) NAS Report pp. 4, 33.

The NAS committee further stated that the fundanental principles
articulated in the Bel nont Report both undergird and are made
operational by the procedural requirenents of the Common Rule. The
foll owi ng quotati ons express this view

Federal regulations incorporate the obligation of beneficence by
requiring IRBs to ensure that risks are mnimzed to the extent
possi bl e, given the research question, and are reasonable in
relation to potential benefits to the participant or to the
i mportance of the know edge to be gained through the research (40
CFR 26.111(a)(1)-(2)). NAS Report at 56.

[ D] eterm ni ng whether the principle of beneficence has been
satisfied requires balancing the anticipated risks to study
participants agai nst the anticipated benefits of the study to
society. The risks to participants nust be reasonable in relation to
the societal benefit. In the words of the Cormon Rule, the risks
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nmust be reasonable in relation to the inportance of the know edge
that may reasonably be expected to result (40 CFR 26.111 (a)(2)).
NAS Report at 107.

According to the Conmon Rule, |IRBs should not approve a research
protocol involving humans unl ess " "selection of subjects is
equitable'' (40 CFR 26.111(3)). This requirenment derives fromthe
principle of justice identified in the Bel nront Report. NAS Report at 114.

Vol untary, informed consent by research participants . . . is a
maj or element in the systemof protection of research participants.
The consent requirenent expresses the principle of respect for
persons, including respect for and pronoti on of autononous choi ces.
The Conmon Rul e stresses this requirenent, as do other codes of
research ethics, including the Nurenberg Code (1949), the
Decl arati on of Hel sinki, and the Good Cinical Practice guidelines.
NAS Report at 120.

Accordi ngly, EPA concludes that the " principles proposed in the
2004 report of the National Acadeny of Sciences on intentional human
dosing'' are, in fact, the three fundanental principles of respect for
persons, beneficence, and justice articulated in the Bel nont Report,
and that the Common Rule rests on the foundation of those principles.
Today's final rule extending the substantive requirenents of EPA's
Common Rule to additional categories of regulated third-party research
is thus consistent with those principles, as required by the
Appropriations Act.

The fifth requirenment of the Appropriations Act is that the fina
rule ““shall be consistent with the principles . . . of the Nurenberg
Code with respect to human experinentation.''

The NAS report (p. 47) explains the history of the Nurenmberg Code
as foll ows:

Public policies regarding the ethical treatnment of humans in
research began formng in the late 1940's, largely in response to
the atrocities conmitted by Nazi investigators who were tried before
the Nurenberg MIlitary Tribunal (United States v. Karl Brandt, et
al.) I'n 1946, the Anerican Medical Association adopted its first
code of research ethics, which ultimately influenced the Nurenberg
Tri bunal's standards for ethical research, enbodied in the ten
““basic principles'' for human research now known as the Nurenberg
Code. [Footnotes and references omtted]

Bef ore publishing the NPRM EPA carefully assessed whether the
proposed provisions were consistent with the 10 principles of the
Nur enberg Code as a gui de, and concluded that it was consistent with
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such principles. EPA believes this final rule remains consistent wth
the principles of the Nurenberg Code. An analysis explaining this
conclusion is in the docket for this action, and comments on this issue
have been addressed in our Response to Comments docunent.

The sixth requirenment of the Appropriations Act is that the fina
rule " “shall establish an i ndependent Human Subjects Revi ew Board.'
EPA believes that the entity required by the Appropriations Act is
i ntended to be substantially identical to the " “Human Studi es Revi ew
Board'' recommended by Chapter 6 of the NAS Report. Consistent with
both the requirenent of the Appropriations Act and the recommendati ons
of the NAS, this final rule establishes an i ndependent HSRB. The HSRB
wi Il review proposed human subjects research after review by a | oca
| RB and EPA staff. This sequence is consistent both with EPA' s current
practice for reviewng first- and second-party human research proposal s
and with the practice of FDA for review ng hunan research proposals.

Al t hough the NAS Report recommended that the EPA and HSRB revi ews cone
before the | RB revi ew, EPA believes that HSRB review after |ocal |IRB
and EPA review will better serve the purposes for which HSRB revi ew of
proposed research is intended.

The final requirenment of the Appropriations Act is that the fina
rule ““shall be issued no |ater than 180 days after enactnent of this
Act.'' This requirement was met when EPA Admini strator Stephen L.
Johnson signed the final rule before January 29, 2006, and it was made
publicly avail abl e.

XV. Effective Date of the Final Rule

EPA noted in the preanble to the proposed rule that it considered
t he expeditious application of the new protections in the final rule to
be in the public interest. Accordingly the Agency explained that it
woul d provide no | onger period than is essential between publication of
the final rule and its effective date. Since the final rule is being
pronul gated under the authority of FIFRA, EPA is subject to FIFRA
section 25(a)(4), 7 U.S.C. 136wa)(4), which provides that:

Si mul t aneously with the pronul gation of any rule or regulation
under this Act, the Adm nistrator shall transmt a copy thereof to
the Secretary of the Senate and the Cerk
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of the House of Representatives. The rule or regul ation shall not
becone effective until the passage of 60 cal endar days after the
rule or regulation is so transmitted.
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Theref ore, EPA proposed that the final rule would be effective 60
days after its promulgation and transmittal to Congress.

EPA received only one conmment on the effective date, arguing that
the requirenments of the rule should not apply retroactively. EPA agrees
that the provisions of the final rule should not apply retroactively,
and the final rule contains no retroactive requirenents. Specifically,
the final rule establishes standards for the conduct by EPA and by
third parties, in the future, of certain types of research. The Agency
notes that the actions to pronote conpliance identified in subpart O of
the final rule would only be applied to those whose actions, follow ng
the effective date of the final rule, did not conply with applicable
requi renents. Actions occurring before the final rule takes effect
woul d not be subject to direct sanctions under subpart O such as civi
penalties or debarnent. In addition, the final rule establishes
standards to guide future Agency deci sions about the ethica
acceptability of conpleted research. Wile some of the research that
EPA wi Il eval uate under the new standards for ethical acceptability was
conducted prior to the effective date of the final rule, such studies
will be judged by the ethical standards prevailing when the research
was performed. Thus, even the standard of acceptability is not
““retroactive'' in the sense that conduct woul d be judged using a
standard created after the conduct occurred.

The Agency has decided to make the final rule effective 60 days
after the date of publication of its Notice of Final Rul emaking in the
Federal Register. As required by FIFRA section 25(a)(4), the Agency has
previously transmtted copies of the signed final rule to the Secretary
of the Senate and the Cerk of the House of Representatives. Although
technically the rule could take effect a few days earlier, EPA
concl uded that allowi ng 60 days fromthe date of publication of this
Federal Regi ster docunment was appropriate. Accordingly, this rule takes
effect on April 7, 2006.

The Agency notes that a nunber of the provisions of the rule apply
to research "“initiated'' after the effective date of this rule. For
pur poses of research conducted or supported by EPA, the Agency wil |
consider that an investigator has initiated a study once the Agency's
HSRRO has approved the protocol for the study. For purposes of research
that is covered by subparts K or L or by Sec. 26.1705, a study was
““initiated'' when the first subject was enrolled. If that date cannot
be determ ned, EPA will consider the earliest date on which
experinmental activity involved a subject to be the date of initiation
of the research.
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XVI. FIFRA Review Procedures for the Final Rule

FI FRA section 25(a)(2)(B) provides: ""[a]t |east 30 days prior to
signing any regulation in final formfor publication in the Federa
Regi ster, the Admi nistrator shall provide the Secretary of Agriculture
a copy of such regulation.'' This section also authorizes the Secretary
to waive the opportunity to review and comment on final regul ations.

FI FRA section 25(d)(1) states that “~“[t]he Admi nistrator shall submt
to an advisory panel for coment [the]

final formof regulations issued

under section 25(a) within the sane tine periods as provided for the
comrents of the Secretary of Agriculture . "' This section al so
aut horizes the FIFRA Scientific Advisory Panel to waive the opportunity
for review Both, the FIFRA Scientific Advisory Panel (SAP) and the

U S. Departnent of Agriculture (USDA) have wai ved the opportunity under
FIFRA to review the final rule.

In addition, FIFRA section 25(a)(3) states that "~ "[a]t such tine as
the Adnministrator is required under paragraph (2) to provide the
Secretary of Agriculture wwth . . . a copy of the final form of
regul ations, the Administrator shall also furnish a copy of such
regul ations to the Conmttee on Agriculture in the House of
Representatives, and the Conmittee on Agriculture, Nutrition, and
Forestry in the United States Senate.'' Because USDA wai ved review
under FI RFA section 25(a)(2)(B), EPA is not required to furnish a copy
of the final regulations to the specified commttees 30 days prior to
signature of the final rule. The Agency, nonethel ess, provided copies
of the final rule to the Congressional commttees prior to its publication

XVI1. Statutory and Executive O der Reviews
A. Executive Order 12866

Under Executive Order 12866, entitled Regulatory Planning and
Revi ew (58 FR 51735, Cctober 4, 1993), the Ofice of Managenent and
Budget (OVB) has deternmined that this final rule is a " “significant
regul atory action'' under section 3(f) of the Executive Order because
this action mght raise novel legal or policy issues. Accordingly, this
action was submtted to OMB for review under Executive O der 12866 and
any changes nade based on OMB reconmendati ons have been docunented in
the docket for this rulemaking as required by section 6(a)(3)(E) of the
Executive O der.

I n addition, EPA prepared an econom ¢ anal ysis of the potenti al
costs and benefits associated with this action. This analysis is
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contained in a docunent entitled " Economc Analysis of the Human
Studies Final Rule'' (Econom c Analysis). A copy of the Economc
Analysis is available in the docket for this rulemaking and is briefly
summari zed here.

The Econoni c Anal ysis describes the benefits of the rulenmaking in
qualitative terms. These benefits include greater protections for test
subj ects, and a corresponding reduction in their risks, to the extent
that affected third-party researchers are not already followi ng the
Common Rul e. The benefits to sponsors of third-party human research
i ncl ude a better understanding of the standards that EPA will apply in
determi ning whether to rely on the results of their studies, and thus,
the opportunity to design and performstudies that are nore likely to
nmeet EPA standards, leading to nore efficient Agency reviews. The
Agency believes the general public will also benefit fromthis action
because the rule will strengthen the protections for hunan subjects and
reinforce the Agency's strong comm tnent to base its decisions on
scientifically sound information.

The Economic Analysis also estimates the costs of the final rule by
focusing on the costs to third parties of conplying with the new
requi renents and the costs to EPA of inplenenting the new requirenments.
In general, EPA believes that nost, if not all, recent third-party
research intended for subm ssion to EPA that involves intentiona
exposure of human subjects already conplies with the Common Rul e or an
equi val ent foreign standard. For purposes of this analysis, EPA assuned
that current practice was in full conpliance with the Conmon Rul e.

After reviewing the history of EPA' s consideration of research
i nvol ving human subjects in its various programoffices, EPA estinates
that this action will affect only a linited nunber of third-party
studi es invol ving human subjects each year. EPA also collected data on
the cost per study of conpliance with the Cormon Rul e. These costs
i ncl ude preparing docunents to support review by an I RB and the expense
associated with the IRB review. These costs are very mnor relative to
the overall cost of conducting the studies.
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For EPA, the costs are associated with the review of protocols and the
revi ew of conpl eted hunman studi es by EPA staff and the Hunan Studies
Revi ew Board

As detailed in the Economi ¢ Analysis prepared for this final rule,
this action is estimated to result in a total annual increnental cost
to third parties of approximtely $39, 000, and an estimated annual cost
to EPA of approxi mately $808, 000.
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B. Paperwork Reduction Act

The information collection requirenents contained in this fina
rul e have been approved by the O fice of Managenent and Budget (QOVB)
under the Paperwork Reduction Act (PRA), 44 U S. C. 3501 et seq., under
OVB control number 2070-0169. In accordance with the procedures at 5
CFR 1320. 11, EPA sought comment on the Infornmation Collection Request
(ICR) docunent that was submtted to OVMB in conjunction with the
proposed rule (identified under EPA ICR No. 2195.01). Revised to
reflect the provisions in this final rule, the ICR docunent (identified
under EPA I CR No. 2195.02) was prepared and subnmitted to OVB and serves
as the basis for OMB's approval. A copy of this |ICR docunent has been
pl aced in the docket for this rul emaking.

Under the PRA, an agency may not conduct or sponsor, and a person
is not required to respond to an information collection request unless
it displays a currently valid OVB control nunber. The OVB contro
nunbers for the EPA regul ations codified in Chapter 40 of the CFR
after appearing in the preanble of the final rule, are listed in 40 CFR
part 9, displayed either by publication in the Federal Register or by
ot her appropriate means, such as on the related collection instrunent
or form if applicable. The display of OVB control nunbers in certain
EPA regul ations is consolidated in 40 CFR part 9. For this ICR
activity, in addition to displaying the applicable OvB control nunber
inthis unit, the Agency is anending the table in 40 CFR 9.1 to |i st
the OMB control nunber assigned to this ICR activity. Due to the
technical nature of the table, EPA finds that further notice and
coment about amending the table is unnecessary. As a result, EPA finds
that there is ~~good cause'' under section 553(b)(B) of the
Adm ni strative Procedures Act (APA), 5 U S.C. 553(b)(B), to anmend this
table wi thout further notice and comment.

EPA estimates that respondents may submt to the Agency each year
under FIFRA or FFDCA, approxinately 33 reports of research involving
i ntentional exposure of human subjects. The Agency expects extrenely
limted submi ssion of toxicity studies per year (i.e., 0-4 studies),
with the bul k of the 33 studies being conposed of efficacy and skin
sensitization studies. (See also the response to comment on this topic
that appears in Unit 111.) EPA estimates that it may receive
approximately 29 reports each year of other types of pesticide research
i nvol ving human subj ects. EPA estimates that preparation of the
required information will require about 32 hours per study, for a tota
esti mated annual burden for affected entities of 1,984 hours, at an
estimated cost of $1,927 per study, or a total estimted annual
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paperwork cost to respondents of $84,647. This total annual paperwork
burden and cost estimate includes activities related to initial rule
famliarization, as well as activities that researchers already perform
and woul d continue to performeven w thout the Agency's rul emaking in
this area (i.e., developing a protocol and maintaining records). The
aver age annual burden on EPA for reviewing this information for each
study submission is estimated to be 80 hours per study (in total 4,960
hours), representing a paperwork related | abor cost of about $14,672
per response and a total annual cost of $909, 664.

In the context of the PRA, "~ “burden'' neans the total tine, effort,
or financial resources expended by persons to generate, maintain
retain, or disclose or provide information to or for a Federal agency.
This includes the tinme needed to review instructions; devel op, acquire,
install, and utilize technol ogy and systens for the purposes of
collecting, validating, and verifying information, processing and
mai ntai ning information, and di scl osing and providing information;
adj ust the existing ways to conply with any previously applicable
instructions and requirenments; train personnel to be able to respond to
a collection of information; search data sources; conplete and review
the collection of information; and transmt or otherw se disclose the
i nformation.

The information collection activity inposed by this final rule is
pl anned to ensure that sound and appropriate scientific data are
avail abl e to EPA when meki ng regul atory deci sions, and to protect the
interests, rights and safety of those individuals who are participants
in the type of research activity that is the subject of this rule.
Specifically, this new information collection activity consists of
reporting and recordkeepi ng requirenments. Wienever respondents intend
to conduct research for subm ssion to EPA under the pesticide | aws that
i nvol ves intentional dosing of human subjects, they will be required to
submt study protocols to EPA and a cogni zant | ocal | RB before such
research is initiated so that the scientific design and ethica
standards that will be enployed during the proposed study may be
revi ewed and approved. Respondents will also be required to submt
i nfornmati on about the ethical conduct of conpleted research that
i nvol ved intentional dosing of human subjects when such research is
submitted to EPA

FI FRA sections 3(c)(1)(F) and 3(c)(2)(B) authorize EPA to require
vari ous data in support of a pesticide' s continued registration or an
application for a new or amended pesticide registration. FIFRA section
12(a)(2)(P) forbids any person "~ "to use any pesticide in tests on human
bei ngs unl ess such human beings (i) are fully informed of the nature
and purposes of the test and of any physical and nental health
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consequences which are reasonably foreseeable therefrom and (ii)
freely volunteer to participate in the test.'’

C. Regulatory Flexibility Act

Pursuant to section 605(b) of the Regulatory Flexibility Act (RFA),
5 US.C 601 et seq., after considering the potential econom c inpacts
of today's rule on snmall entities, the Agency hereby certifies that
this final rule will not have a significant adverse econom c inpact on
a substantial nunber of small entities. This determ nation is based on
the Agency's economic anal ysis perforned for this rul enaking,
sunmmarized in Unit XVI.A , and a copy of which is available in the
docket for this rulemaking. The following is a brief summary of the
factual basis for this certification.

Smal | entities include small businesses, small organizations, and
smal | governnental jurisdictions. For purposes of assessing the inpacts
of today's rule on small entities, small entity is defined in
accordance with the RFA as: (1) A small business as defined by the
Smal | Business Admi nistration's (SBA) regulations at 13 CFR 121. 201;
(2) a snall governnental jurisdiction that is a government of a city,
county, town, school district, or special district with a popul ati on of
| ess than 50,000; and (3) a small organization that is any not-for-
profit enterprise which is independently owned and operated and is not
domnant in its field.

Al t hough we cannot predict whether or how many small entities night
engage in the subject matter research in the future, as estinmated in
t he Econom ¢ Analysis, the cost to researchers covered by this rule is
estimated to be $5,200 per study. This is a trivially small portion of
the overall cost of perform ng such
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studi es, each of which is estinated to cost from $125, 000 to $500, 000.
After reviewing the history of EPA s consideration on human research in
its various programoffices, EPA estimates that this rule would affect
only a limted nunber of third-party human studi es each year. Because
both the nunber of affected studies is relatively small and the
estimted current costs of conpliance with the Conmon Rule are |ow, the
potential overall costs fromthis rule to third parties are also
estimated to be small.

D. Unfunded Mandates Ref orm Act
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Under Title Il of the Unfunded Mandates Reform Act of 1995 ( UVRA)
(Public Law 104-4), EPA has determ ned that this action does not
contain a Federal mandate that may result in expenditures of $100
mllion or nore for State, local, and tribal governnents, in the
aggregate, or the private sector in any one year. As described in Unit
XVI.A the estimated total costs associated with this action are
approxi mately $38,837 per year. This cost represents the incrementa
cost to researchers attributed to the additional procedura
requi renents contained in this final rule. Based on historica
subm ssi ons, EPA has determ ned that State, local, and triba
governnents rarely perform human research intended for subm ssion to
EPA under FIFRA or FFDCA. In addition, the final rule is not expected
to significantly or uniquely affect small governnents. Accordingly,
this action is not subject to the requirenents of sections 202 and 205
of UMRA.

E. Executive O der 13132

Pursuant to Executive Order 13132, entitled Federalism (64 FR 43255,
August 10, 1999), EPA has determined that this rule does not
have "~ “federalisminplications,'' because it will not have substantia
direct effects on the states, on the relationship between the nationa
governnment and the states, or on the distribution of power and
responsibilities anong the various |evels of governnment, as specified
in the Order. As indicated earlier, instances where a state perforns
human research intended for submission to EPA under FIFRA or FFDCA are
rare. Therefore, this final rule my seldom affect a state governnent.
Thus, Executive Order 13132 does not apply to this rule.

F. Executive Oder 13175

As required by Executive Order 13175, entitled Consultation and
Coordination with Indian Tribal Governnents (59 FR 22951, Novenber 6,
2000), EPA has determned that this final rule does not have triba
inplications because it will not have substantial direct effects on
tribal governnents, on the relationship between the Federal governnent
and the Indian tribes, or on the distribution of power and
responsibilities between the Federal government and Indian tribes, as
specified in the Order. As indicated previously, instances where a
tribal governnent perforns human research intended for submnission to
EPA under FIFRA or FFDCA are extrenely rare. Thus, Executive O der
13175 does not apply to this rule.
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G Executive Order 13045

Executive Order 13045, entitled Protection of Children from
Envi ronnental Health Risks and Safety Risks (62 FR 19885, April 23,
1997) does not apply to this rule because this action is not designated
as an “economcally significant'' regulatory action as defined by
Executive Order 12866. Furthernore, this final rule does not establish
an environnental standard that is intended to have a negatively
di sproportionate effect on children. To the contrary, this action wll
provi de added protections for children with regard to the research
covered by the rule.

H. Executive Oder 13211

This final rule is not subject to Executive Order 13211, entitled
Actions Concerning Regulations that Significantly Affect Energy Supply,
Distribution, or Use (66 FR 28355, May 22, 2001) because this rule does
not have any significant adverse effect on the supply, distribution, or
use of enerqgy.

. National Technol ogy Transfer and Advancenent Act

Section 12(d) of the National Technol ogy Transfer and Advancenent
Act of 1995 (NTTAA), 15 U.S.C. 272 note) directs EPA to use voluntary
consensus standards in its regulatory activities unless to do so would
be inconsistent with applicable |law or inpractical. Voluntary consensus
standards are technical standards (e.g., materials specifications, test
nmet hods, sanpling procedures) that are devel oped or adopted by
vol untary consensus standards bodi es. NITAA directs EPA to provide
Congress, through OB, with explanati ons when the Agency decides not to
use avail abl e and applicabl e voluntary consensus standards. This action
does not require specific methods or standards to generate data.
Therefore, this final rule does not inpose any technical standards that
woul d require Agency consideration of voluntary consensus standards.

J. Executive Order 12898

This final rule does not have an adverse inpact on the
environmental and health conditions in |owincone and mnority
communi ties. Therefore, under Executive O der 12898, entitled Federal
Actions to Address Environnmental Justice in Mnority Popul ati ons and
Low I nconme Popul ations (59 FR 7629, February 16, 1994), the Agency is
not required to consider environnmental justice-related issues. Although
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not directly inpacting environnmental justice-related concerns, the
provisions of this rule will require researchers to use procedures to
ensure equitable selection of test subjects in covered human research.

XVI11. Congressional Review Act

The Congressional Review Act, 5 U.S.C. 801 et seq., generally
provi des that before a rule may take effect, the Agency promul gating
the rule nmust subnit a rule report that includes a copy of the rule to
each House of the Congress and the Conptroller General of the United
States. EPA will submt a report containing this rule and other
required information to the U S. Senate, the U S. House of
Representatives, and the Conptroller Ceneral of the United States prior
to publication of the rule in the Federal Register. This rule is not a
““major rule'' as defined by 5 U. S.C. 804(2).

Li st of Subjects in 40 CFR Part 9
Envi ronnental protection, Reporting and recordkeepi ng requirenents.
Li st of Subjects in 40 CFR Part 26

Envi ronnental protection, Human research subjects, Reporting and
recor dkeepi ng requirenents.

Dat ed: January 26, 2006.
St ephen L. Johnson
Adm ni strat or.

? Therefore, 40 CFR chapter | is anended as foll ows:

? 1. Part 9 is anended as follows:

PART 9- - [ AVENDED]

? a. The authority citation for part 9 continues to read as foll ows:

Authority: 7 U S.C. 135 et seq., 136-136y; 15 U S.C 2001,
2003, 2005, 2006, 2601-2671, 21 U.S.C. 331j, 346a, 348; 31 U.S.C
9701; 33 U.S.C. 1251 et seq., 1311, 1313d, 1314, 1318, 1321, 1326,
1330, 1342, 1344, 1345 (d) and (e), 1361; E. O 11735, 38 FR 21243, 3
CFR, 1971-1975 Conp. p. 973; 42 U.S. C. 241, 242b, 243, 246, 300f,
300g, 300g-1, 300g-2, 300g-3, 300g-4, 300g-5, 300g-6, 300j-1, 300j-
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2, 300j-3, 300j-4, 300j-9, 1857 et seq.
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6901- 6992k, 7401-7671q, 7542, 9601-9657, 11023, 11048.

? b. In Sec. 9.1 the table is anended by adding the foll ow ng new
entries under the new heading " Protection of Human Subjects'' to read

as fol |l ows:

Sec. 9.1 OMWB approvals under the Paperwork Reduction Act.

* * * % %

40 CFR citation OVB Control No.

26.1125. . ... 2070- 0169
26. 1303, . ... 2070- 0169

* * * % *

PART 26- - [ AVENDED]

? 2. Part 26 is anended as foll ows:
? a. By revising the authority citation for part 26 to read as foll ows:

Authority: 5 U S C 301; 7 U S.C 136Wma)(1l); 21 U S.C 346a(e)(1)(0O
section 201 of Public Law No. 109-54; and 42 U.S.C. 300v-1(b).

? b. By redesignating Sec. Sec. 26.101 through 26.124 as subpart A and
addi ng a new subpart heading to read as foll ows:

Subpart A--Basic EPA Policy for Protection of Subjects in Human
Research Conducted or Supported by EPA
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? c¢. By adding new subparts B through Q as foll ows:

Subpart B--Prohibition of Research Conducted or Supported by EPA

I nvol ving Intentional Exposure of Human Subjects who are Pregnant Wnen
or Children

Sec.

26. 201 To what does this subpart apply?

26. 202 Definitions.

26. 203 Prohi bition of research conducted or supported by EPA

i nvolving intentional exposure of any hunan subject who is a

pregnant wonman (and therefore her fetus) or child.

Subpart C--Qbservational Research: Additional Protections for Pregnant
Wnen and Fetuses | nvolved as Subjects in Cbservati onal Research
Conducted or Supported by EPA

26. 301 To what does this subpart apply?

26. 302 Definitions.

26.303 Duties of IRBs in connection with observational research

i nvol vi ng pregnant woren and f et uses.

26. 304 Additional protections for pregnant wonen and fetuses

i nvol ved in observational research

26. 305 Protections applicable, after delivery, to the placenta, the
dead fetus, or fetal materi al

Subpart D--Qbservational Research: Additional Protections for Children
I nvol ved as Subjects in Cbservational Research Conducted or Supported
by EPA

26. 401 To what does this subpart apply?

26. 402 Definitions.

26. 403 I RB duti es.

26. 404 Observational research not involving greater than m nimal risk.
26. 405 (Qbservational research involving greater than ninimal risk

but presenting the prospect of direct benefit to the individual subjects.
26. 406 Requirenents for perm ssion by parents or guardi ans and for
assent by children.

Subpart E--[ Reserved]

Subpart F--[ Reserved]

Subpart G -[ Reserved]

Subpart H -[ Reserved]

Subpart |--[Reserved]

Subpart J--[ Reserved]

Subpart K--Basic Ethical Requirements for Third-Party Human Research
for Pesticides Involving Intentional Exposure of Non-pregnant Adults
26.1101 To what does this subpart apply?

26. 1102 Definitions.
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26.1103--26.1106 [ Reserved]

26. 1107 | RB nmenber shi p.

26. 1108 I RB functions and operations.

26. 1109 I RB revi ew of research

26. 1110 Expedited review procedures for certain kinds of research
involving no nore than mnimal risk, and for m nor changes in
approved research.

26.1111 Criteria for | RB approval of research

26. 1112 Review by institution.

26. 1113 Suspension or term nation of |IRB approval of research.

26. 1114 Cooperative research

26. 1115 | RB records.

26. 1116 Ceneral requirenents for infornmed consent.

26. 1117 Docunentation of infornmed consent.

26.1118--26.1122 [ Reserved]

26. 1123 Early term nation of research.

26. 1124 [Reserved]

26. 1125 Prior submission of proposed human research for EPA review.
Subpart L--Prohibition of Third-Party Research for Pesticides Involving
Intentional Exposure of Human Subjects who are Pregnant Wonen or Children
26. 1201 To what does this subpart apply?

26. 1202 Definitions.

26. 1203 Prohi bition of research involving intentional exposure of
any pregnant worman, fetus, or child.

Subpart M -Requirenents for Subnission of Information on the Ethica
Conduct of Conpl eted Human Research

26. 1301 To what does this subpart apply?

26. 1302 Definitions.

26. 1303 Subm ssion of information pertaining to ethical conduct of
conmpl et ed hunan research

Subpart N--[ Reserved]

Subpart O -Admini strative Actions for Nonconpliance

26. 1501 To what does this subpart apply?

26. 1502 Lesser admi nistrative actions.

26. 1503 Disqualification of an IRB or an institution.

26. 1504 Public disclosure of information regarding revocation.

26. 1505 Reinstatement of an IRB or an institution.

26. 1506 Debar nent .

26. 1507 Actions alternative or additional to disqualification.
Subpart P--Revi ew of Proposed and Conpl et ed Human Resear ch

26. 1601 EPA revi ew of proposed human research

26. 1602 EPA revi ew of conpl eted human research.

26. 1603 Operation of the Hunman Studi es Revi ew Board.
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Subpart Q-Ethical Standards for Assessing Wiether to Rely on the
Resul ts of Human Research in EPA Actions

26. 1701 To what does this subpart apply?

26. 1702 Definitions.

26. 1703 Prohibition of reliance on research involving intentiona
exposure of human subjects who are pregnant wonen (and therefore
their fetuses) or children.

26. 1704 Prohibition of reliance on unethical human research wth
non- pregnant adults conducted before April 7, 2006.

26. 1705 Prohibition of reliance on unethical human research wth
non- pregnant adults conducted after April 7, 2006.

26. 1706 Criteria and procedure for decisions to protect public
health by relying on otherw se unacceptabl e research.

Subpart B--Prohibition of Research Conducted or Supported by EPA
I nvol ving Intentional Exposure of Human Subjects who are Pregnant
Wnen or Chil dren.

Sec. 26.201 To what does this subpart apply?

(a) This subpart applies to all research involving intentiona
exposure of any human subject who is a pregnant wonman (and her fetus)
or a child conducted or supported by the Environnmental Protection
Agency (EPA). This includes research conducted in EPA facilities by any
person and research conducted in any facility by EPA enpl oyees.

(b) The requirenments of this subpart are in addition to those
i nposed under the other subparts of this part.

Sec. 26. 202 Definitions.

The definitions in Sec. 26.102 shall be applicable to this
subpart as well. In addition, the definitions at 45 CFR
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46. 202(a) through (f) and at 45 CFR 46.202(h) are applicable to this
subpart.

(a) Research involving intentional exposure of a hunan subject
means a study of a substance in which the exposure to the substance
experienced by a human subject participating in the study would not
have occurred but for the human subject's participation in the study.

(b) Achild is a person who has not attained the age of 18 years.
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Sec. 26.203 Prohi bition of research conducted or supported by EPA
i nvol ving intentional exposure of any human subject who is a pregnant
wonan (and therefore her fetus) or child.

Not wi t hst andi ng any ot her provision of this part, under no
ci rcunst ances shall EPA conduct or support research invol ving
i ntentional exposure of any human subject who is a pregnant wonman (and
therefore her fetus) or child.

Subpart C--(Qbservational Research: Additional Protections for
Pregnant Wnen and Fetuses |nvol ved as Subjects in Cbservationa
Research Conducted or Supported by EPA

Sec. 26.301 To what does this subpart apply?

(a) Except as provided in paragraph (b) of this section, this
subpart applies to all observational research involving human subjects
who are pregnant wonen (and therefore their fetuses) conducted or
supported by the Environnental Protection Agency (EPA). This includes
research conducted in EPA facilities by any person and research
conducted in any facility by EPA enpl oyees.

(b) The exenptions at Sec. 26.101(b)(1) through (b)(6) are
applicable to this subpart.

(c) The provisions of Sec. 26.101(c) through (i) are applicable to
this subpart. References to State or local laws in this subpart and in
Sec. 26.101(f) are intended to include the |aws of federally
recogni zed Anerican |Indian and Al aska Native Tribal Governments.

(d) The requirenments of this subpart are in addition to those
i nposed under the other subparts of this part.

Sec. 26. 302 Definitions.

The definitions in Sec. Sec. 26.102 and 26.202 shall be applicable
to this subpart as well. In addition, observational research neans any
human research that does not neet the definition of research involving
i ntentional exposure of a human subject in Sec. 26.202(a).

Sec. 26.303 Duties of IRBs in connection with observational research
i nvol vi ng pregnant wonen and fetuses.

The provisions of 45 CFR 46.203 are applicable to this section.

Sec. 26.304 Addi ti onal protections for pregnant wonen and fetuses
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i nvol ved in observational research
The provisions of 45 CFR 46.204 are applicable to this section.

Sec. 26.305 Protections applicable, after delivery, to the placenta,
the dead fetus, or fetal nmmterial

The provisions of 45 CFR 46.206 are applicable to this section.

Subpart D--Qbservational Research: Additional Protections for
Chil dren Involved as Subjects in Qobservational Research Conducted
or Supported by EPA

Sec. 26.401 To what does this subpart apply?

(a) This subpart applies to all observational research involving
children as subjects, conducted or supported by EPA. References to
State or local laws in this subpart and in Sec. 26.101(f) are intended
to include the |aws of federally recogni zed Anerican | ndian and Al aska
Native Tribal Governments. This includes research conducted in EPA
facilities by any person and research conducted in any facility by EPA
enpl oyees.

(b) Exenptions at Sec. 26.101(b)(1) and (b)(3) through (b)(6) are
applicable to this subpart. The exenption at Sec. 26.101(b)(2)
regardi ng educational tests is also applicable to this subpart.
However, the exenption at Sec. 26.101(b)(2) for research involving
survey or interview procedures or observations of public behavior does
not apply to research covered by this subpart, except for research
i nvol vi ng observation of public behavior when the investigator(s) do
not participate in the activities being observed.

(c) The exceptions, additions, and provisions for waiver as they
appear in Sec. 26.101(c) through (i) are applicable to this subpart.

Sec. 26.402 Definitions.

The definitions in Sec. 26.102 shall be applicable to this subpart
as well. In addition, the following terns are defi ned:

(a) For purposes of this subpart, Adm nistrator nmeans the
Adm ni strator of the Environnental Protection Agency and any ot her
of ficer or enployee of the Environnental Protection Agency to whom
authority has been del egated by the Admi nistrator

(b) Assent neans a child' s affirmative agreement to participate in
research. Mere failure to object should not, absent affirnative

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (94 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

agreenent, be construed as assent.

(c) Perm ssion nmeans the agreenent of parent(s) or guardian to the
participation of their child or ward in research

(d) Parent nmeans a child's biological or adoptive parent.

(e) Guardian neans an individual who is authorized under applicable
State, Tribal, or local Iaw to consent on behalf of a child to genera
nmedi cal care.

(f) Cbservational research neans any research with hunan subjects
that does not neet the definition of research involving intentiona
exposure of a human subject in Sec. 26.202(a).

(g Mnimal risk nmeans that the probability and magnitude of harm
or disconfort anticipated in the research are not greater in and of
t hensel ves than those ordinarily encountered in daily life or during
the performance of routine physical or psychol ogical exam nations or tests.

Sec. 26.403 |IRB duties.

In addition to other responsibilities assigned to | RBs under this
part, each IRB shall review observational research covered by this
subpart and approve only research that satisfies the conditions of al
applicabl e sections of this subpart.

Sec. 26.404 (bservational research not involving greater than
m ni mal ri sk.

EPA wi Il conduct or fund observational research in which the IRB
finds that no greater than minimal risk to children is presented, only
if the IRB finds that adequate provisions are nmade for soliciting the
assent of the children and the perm ssion of their parents or
guardi ans, as set forth in Sec. 26.406.

Sec. 26.405 (Observational research involving greater than mniml risk
but presenting the prospect of direct benefit to the individual subjects.

If the IRB finds that an intervention or procedure presents nore
than mnimal risk to children, EPA wll not conduct or fund
observational research that includes such an intervention or procedure
unless the IRB finds and docunents that:

(a) The intervention or procedure holds out the prospect of direct
benefit to the individual subject or is likely to contribute to the
subj ect's wel | -being;

(b) The risk is justified by the anticipated benefit to the subjects;

(c) The relation of the anticipated benefit to the risk is at |east
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as favorable to the subjects as that presented by avail able alternative
approaches; and

(d) Adequate provisions are made for soliciting the assent of the
children and

[[ Page 6170] ]
perm ssion of their parents or guardians, as set forth in Sec. 26.406.

Sec. 26.406 Requirenments for perm ssion by parents or guardi ans and
for assent by children.

(a) In addition to the determ nations required under other
applicable sections of this subpart, the IRB shall determ ne that
adequat e provisions are made for soliciting the assent of the children
when in the judgnment of the IRB the children are capabl e of providing
assent. In determ ning whether children are capable of assenting, the
| RB shall take into account the ages, maturity, and psychol ogical state
of the children involved. This judgnment nmay be nade for all children to
be involved in research under a particular protocol, or for each child,
as the IRB deens appropriate. If the IRB determnmines that the capability
of some or all of the children is so limted that they cannot
reasonably be consulted or that the intervention or procedure involved
in the observational research holds out a prospect of direct benefit
that is inportant to the health or well-being of the children and is
avail able only in the context of the research, the assent of the
children is not a necessary condition for proceeding with the
observational research. Even where the | RB determines that the subjects
are capabl e of assenting, the IRB may still waive the assent
requi renent under circunstances in which consent nay be waived in
accord with Sec. 26.116(d).

(b) I'n addition to the determ nations required under other
applicable sections of this subpart, the IRB shall determne, in
accordance with and to the extent that consent is required by Sec.

26. 116, that adequate provisions are nmade for soliciting the perm ssion

of each child' s parents or guardi an. Where parental permission is to be
obtained, the IRB may find that the perm ssion of one parent is

sufficient for research to be conducted under Sec. 26.404 or Sec. 26.405.

(c) In addition to the provisions for waiver contained in Sec.
26.116, if the IRB deternmines that a research protocol is designed for
conditions or for a subject population for which parental or guardian
perm ssion is not a reasonable requirenent to protect the subjects (for
exanpl e, negl ected or abused children), it may replace the consent
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requirenents in subpart A of this part and paragraph (b) of this
section with provided an appropriate, equival ent mechani smfor
protecting the children who will participate as subjects in the
research is substituted, and provided further that the waiver is not
i nconsi stent with Federal, State, or local |aw. The choice of an
appropri ate, equival ent nmechani sm woul d depend upon the nature and
pur pose of the activities described in the protocol, the risk and
anticipated benefit to the research subjects, and their age, maturity,
status, and condition.

(d) Pernission by parents or guardi ans shall be docunented in
accordance with and to the extent required by Sec. 26.117.

(e) When the IRB determnes that assent is required, it shall also
det erm ne whet her and how assent nust be docunent ed.

Subpart E--[ Reserved]
Subpart F--[Reserved]
Subpart G -[ Reserved]
Subpart H -[ Reserved]
Subpart |--[Reserved]
Subpart J--[ Reserved]

Subpart K--Basic Ethical Requirements for Third-Party Human Research for
Pesticides Involving Intentional Exposure of Non-pregnant Adults

Sec. 26.1101 To what does this subpart apply?

(a) Except as provided in paragraph (b) of this section, subpart K
of this part applies to all research initiated after April 7, 2006
i nvolving intentional exposure of a human subject if, at any tinme prior
to initiating such research, any person who conducted or supported such
research intended:

(1) To submt results of the research to EPA for consideration in
connection with any action that nmay be perforned by EPA under the
Federal Insecticide, Fungicide, and Rodenticide Act (7 U S.C. 136 et
seq.) or section 408 of the Federal Food, Drug, and Cosnetic Act (21
U.S. C. 346a); or

(2) To hold the results of the research for later inspection by EPA
under the Federal Insecticide, Fungicide, and Rodenticide Act (7 U S. C
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136 et seq.) or section 408 of the Federal Food, Drug, and Cosnetic Act
21 U . S.C. 346a).

(b) Unless otherwise required by the Administrator, research is
exenpt fromthis subpart if it involves only the collection or study of
exi sting data, documents, records, pathol ogical specinmens, or
di agnosti c speci nens from previously conducted studies, and if these
sources are publicly available or if the information is recorded by the
i nvestigator in such a manner that subjects cannot be identified,
directly or through identifiers linked to the subjects.

(c) The Admi nistrator retains final judgnent as to whether a
particular activity within the scope of paragraphs (a) and (b) of this
section is covered by this subpart.

(d) Conpliance with this subpart requires conpliance with pertinent
Federal |aws or regul ati ons which provide additional protections for
human subj ect s.

(e) This subpart does not affect any State or local |aws or
regul ati ons which may otherw se be applicable and which provide
additional protections for human subjects. Reference to State or |oca
laws in this subpart is intended to include the aws of federally
recogni zed Anerican Indian and Al aska Native Tribal Governnents.

(f) This subpart does not affect any foreign | aws or regul ations
whi ch may ot herwi se be applicable and which provide additiona
protections to human subjects of research.

(g) For purposes of determining a person's intent under paragraph
(a) of this section, EPA may consider any available information
relevant to determining the intent of a person who conducts or supports
research with human subjects after the effective date of the rule. EPA
shall rebuttably presume such intent existed if:

(1) The person or the person's agent has submtted or nade
avail abl e for inspection the results of such research to EPA; or

(2) The person is a nmenber of a class of people who, or whose
products or activities, are regul ated by EPA under FlIFRA or the FFDCA
and, at the tinme the research was initiated, the results of the
research woul d be relevant to EPA's exercise of its authority under
FI FRA or the FFDCA with respect to that class of people, products, or
activities.

Sec. 26.1102 Definitions.

(a) For purposes of this subpart, Adm nistrator nmeans the

Adm ni strator of the Environnental Protection Agency (EPA) and any

ot her officer or enployee of EPA to whom authority has been del egat ed.
(b) Institution neans any public or private entity or agency
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(i ncluding Federal, State, and ot her agencies).

(c) Legally authorized representative neans an individual or
judicial or other body authorized under applicable |aw to consent on
behal f of a prospective subject to the subject's participation in the
procedure(s) involved in the research.

(d) Research nmeans a systematic investigation, including research,
devel opment, testing and eval uation,
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designed to develop or contribute to generalizable know edge.
Activities which neet this definition constitute research for purposes
of this subpart, whether or not they are considered research for other
pur poses. For exanple, sone denonstration and service prograns mnay

i nclude research activities.

(e) Human subject neans a living individual about whom an
i nvestigator (whether professional or student) conducting research obtains:

(1) Data through intervention or interaction with the individual
or

(2) ldentifiable private informtion

(3) ““Intervention'' includes both physical procedures by which
data are gathered (for exanple, venipuncture) and mani pul ati ons of the
subj ect or the subject's environnent that are perforned for research
purposes. Interaction includes conmuni cation or interpersonal contact
bet ween investigator and subject. "~ “Private information'' includes
i nformati on about behavior that occurs in a context in which an
i ndi vi dual can reasonably expect that no observation or recording is
taki ng place, and information which has been provided for specific
pur poses by an individual and which the individual can reasonably
expect will not be nmade public (for exanple, a nedical record). Private
information nust be individually identifiable (i.e., the identity of
the subject is or may readily be ascertai ned by the investigator or
associated with the information) in order for obtaining the informtion
to constitute research invol ving human subjects.

(f) IRB nmeans an institutional review board established in accord
with and for the purposes expressed in this part.

(g) IRB approval neans the determ nation of the IRB that the
research has been reviewed and nay be conducted at an institution
within the constraints set forth by the IRB and by other institutiona
and Federal requirenents.

(h) Mnimal risk nmeans that the probability and magnitude of harm
or disconfort anticipated in the research are not greater in and of
t hensel ves than those ordinarily encountered in daily life or during
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the performance of routine physical or psychol ogi cal exam nations or tests.
(i) Research involving intentional exposure of a human subject
means a study of a substance in which the exposure to the substance
experienced by a human subject participating in the study would not
have occurred but for the human subject's participation in the study.
(j) Person neans any person, as that termis defined in FIFRA
section 2(s) (7 U S.C. 136), except:
(1) A federal agency that is subject to the provisions of the
Federal Policy for the Protection of Human Subjects of Research, and
(2) A person when performnming human research supported by a federa
agency covered by paragraph (j)(1) of this section.

Sec. Sec. 26.1103 through 26.1106 [ Reserved]
Sec. 26.1107 | RB nenbership.

(a) Each IRB shall have at |east five menbers, with varying
backgrounds to pronote conpl ete and adequate revi ew of research
activities which are presented for its approval. The IRB shall be
sufficiently qualified through the experience and expertise of its
menbers, and the diversity of the menbers, including consideration of
race, gender, and cultural backgrounds and sensitivity to such issues
as community attitudes, to pronote respect for its advice and counsel
in safeguarding the rights and wel fare of human subjects. In addition
to possessing the professional conpetence necessary to review specific
research activities, the IRB shall be able to ascertain the
acceptability of proposed research in ternms of institutiona
comrtnents and regul ati ons, applicable | aw, and standards of
pr of essi onal conduct and practice. The IRB shall therefore include
persons know edgeable in these areas. If an IRB regularly reviews
research that involves a vul nerable category of subjects, such as
prisoners or handi capped or nentally disabl ed persons, consideration
shall be given to the inclusion of one or nore individuals who are
know edgeabl e about and experienced in working with these subjects.

(b) Every nondiscrimnatory effort will be made to ensure that no
| RB consists entirely of nmen or entirely of wonen, including the
institution's consideration of qualified persons of both sexes, so |ong
as no selection is nmade to the IRB on the basis of gender. No | RB may
consist entirely of nenbers of one profession.

(c¢) Each IRB shall include at |east one nenber whose primary
concerns are in scientific areas and at |east one nmenber whose primary
concerns are in nonscientific areas.

(d) Each IRB shall include at |east one nenber who is not otherw se
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affiliated with the institution and who is not part of the inmedi ate
famly of a person who is affiliated with the institution

(e) No IRB may have a nenber participate in the IRB s initial or
continuing review of any project in which the nmenber has a conflicting
interest, except to provide information requested by the |RB.

(f) An IRB may, in its discretion, invite individuals with
conpetence in special areas to assist in the review of issues which
requi re expertise beyond or in addition to that available on the |IRB.
These individuals may not vote with the IRB

Sec. 26.1108 |IRB functions and operations.

In order to fulfill the requirenments of this subpart each IRB shall:

(a) Follow witten procedures:

(1) For conducting its initial and continuing review of research
and for reporting its findings and actions to the investigator and the
institution;

(2) For determning which projects require review nore often than
annual | y and which projects need verification fromsources other than
the investigator that no material changes have occurred since previous
| RB revi ew,

(3) For ensuring pronpt reporting to the IRB of proposed changes in
research activity; and

(4) For ensuring that changes in approved research, during the
period for which | RB approval has al ready been given, may not be
initiated without I RB review and approval except where necessary to
el i mnate apparent i medi ate hazards to the human subj ects.

(b) Follow witten procedures for ensuring pronpt reporting to the
| RB, appropriate institutional officials, and the Environnmental
Prot ecti on Agency of:

(1) Any unanticipated problens involving risks to human subjects or
ot hers;

(2) Any instance of serious or continuing nonconpliance with this
subpart of the requirements or determ nations of the IRB; or

(3) Any suspension or term nation of |IRB approval

(c) Except when an expedited review procedure is used (see Sec.
26.1110), review proposed research at convened neetings at which a
maj ority of the nenbers of the IRB are present, including at |east one
nmenber whose prinmary concerns are in nonscientific areas. In order for
the research to be approved, it shall receive the approval of a
maj ority of those nenbers present at the neeting.

Sec. 26.1109 |IRB review of research.
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(a) An IRB shall review and have authority to approve, require
nodi fications in (to secure approval), or disapprove all research
activities covered by this subpart.
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(b) An IRB shall require that information given to subjects as part
of informed consent is in accordance with Sec. 26.1116. The | RB may
require that infornmation, in addition to that specifically nentioned in
Sec. 26.1116 be given to the subjects when, in the IRB s judgnent, the
informati on would meani ngfully add to the protection of the rights and
wel fare of subjects.

(c) An IRB shall require docunentation of informed consent in
accordance with Sec. 26.1117.

(d) An IRB shall notify investigators and the institution in
witing of its decision to approve or disapprove the proposed research
activity, or of nodifications required to secure | RB approval of the
research activity. If the |IRB decides to di sapprove a research
activity, it shall include inits witten notification a statenent of
the reasons for its decision and give the investigator an opportunity
to respond in person or in witing.

(e) An IRB shall conduct continuing review of research covered by
this subpart at intervals appropriate to the degree of risk, but not
| ess than once per year, and shall have authority to observe or have a
third party observe the consent process and the research.

Sec. 26.1110 Expedited review procedures for certain kinds of
research involving no nore than mnimal risk, and for mnor changes in
approved research.

(a) The Secretary, HHS, has established, and published as a Notice
in the Federal Register, a list of categories of research that may be
reviewed by the IRB through an expedited review procedure. The |ist
will be anended, as appropriate after consultation with other
departnents and agenci es, through periodic republication by the
Secretary, HHS, in the Federal Register. A copy of the list is
available fromthe Ofice for Hunan Research Protections, HHS, or any
successor office.

(b)(1) An IRB nay use the expedited review procedure to revi ew
either or both of the follow ng:

(i) Some or all of the research appearing on the list and found by
the reviewer(s) to involve no nore than mnimal risk,
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(i1) Mnor changes in previously approved research during the
period (of 1 year or less) for which approval is authorized.

(2) Under an expedited review procedure, the review may be carried
out by the I RB chairperson or by one or nore experienced reviewers
desi gnated by the chairperson fromanong nenbers of the IRB. In
review ng the research, the reviewers may exercise all of the
authorities of the IRB except that the reviewers may not di sapprove the
research. A research activity may be di sapproved only after review in
accordance with the non-expedited procedure set forth in Sec. 26.1108(b).

(c) Each I RB which uses an expedited review procedure shall adopt a
met hod for keeping all nenbers advised of research proposals which have
been approved under the procedure.

(d) The Administrator may restrict, suspend, or term nate, an
institution's or IRB's use of the expedited review procedure for
research covered by this subpart.

Sec. 26.1111 Criteria for I RB approval of research

(a) In order to approve research covered by this subpart the I RB
shall determine that all of the followi ng requirenents are satisfied:

(1) Risks to subjects are m nim zed:

(i) By using procedures which are consistent with sound research
desi gn and which do not unnecessarily expose subjects to risk, and

(i1) Whenever appropriate, by using procedures already being
performed on the subjects for diagnostic or treatnent purposes.

(2) Risks to subjects are reasonable in relation to antici pated
benefits, if any, to subjects, and the inportance of the know edge that
may reasonably be expected to result. In evaluating risks and benefits,
the IRB should consider only those risks and benefits that may result
fromthe research (as distinguished fromrisks and benefits subjects
woul d receive even if not participating in the research). The IRB
shoul d not consider possible |ong-range effects of applying know edge
gained in the research (for exanple, the possible effects of the
research on public policy) as anong those research risks that fall
within the purview of its responsibility.

(3) Selection of subjects is equitable. In making this assessnent
the 1RB should take into account the purposes of the research and the
setting in which the research will be conducted and shoul d be
particularly cognizant of the special problens of research involving
vul nerabl e popul ati ons, such as prisoners, nentally disabled persons,
or econom cally or educationally disadvantaged persons.

(4) Inforned consent will be sought from each prospective subject
or the subject's legally authorized representative, in accordance with,

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (103 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

and to the extent required by Sec. 26.1116.

(5) Inforned consent will be appropriately docunented, in
accordance with, and to the extent required by Sec. 26.1117.

(6) When appropriate, the research plan nakes adequate provision
for nonitoring the data collected to ensure the safety of subjects.

(7) When appropriate, there are adequate provisions to protect the
privacy of subjects and to maintain the confidentiality of data.

(b) When sone or all of the subjects are likely to be vulnerable to
coercion or undue influence, such as prisoners, nentally disabled
persons, or economcally or educationally di sadvantaged persons,
addi ti onal safeguards have been included in the study to protect the
rights and wel fare of these subjects.

Sec. 26.1112 Review by institution.

Research covered by this subpart that has been approved by an | RB
may be subject to further appropriate review and approval or
di sapproval by officials of the institution. However, those officials
may not approve the research if it has not been approved by an |IRB

Sec. 26.1113 Suspension or termnation of |IRB approval of research

An | RB shall have authority to suspend or terninate approval of
research that is not being conducted in accordance with the IRB's
requi renents or that has been associated with unexpected serious harm
to subjects. Any suspension or termination of approval shall include a
statenment of the reasons for the IRB's action and shall be reported
pronptly to the investigator, appropriate institutional officials, and
the Admi nistrator of EPA

Sec. 26.1114 Cooperative research

In conplying with this subpart, sponsors, investigators, or
institutions involved in nmulti-institutional studies may use joint
review, reliance upon the review of another qualified IRB, or simlar
arrangenents ai nmed at avoi dance of duplication of effort.

Sec. 26.1115 |IRB records.

(a) An IRB shall prepare and nmintai n adequat e docunentation of |RB
activities, including the foll ow ng:

(1) Copies of all research proposals reviewed, scientific
evaluations, if any, that acconpany the proposals, approved sanple
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consent docunents, progress reports submtted by investigators, and
reports of injuries to subjects.

(2) Mnutes of IRB neetings which shall be in sufficient detail to
show attendance at the neetings; actions taken by the IRB; the vote on
these actions including the nunber of menbers voting for, against, and
abstai ning; the basis for requiring changes in or disapproving
research; and a witten summary of the
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di scussion of controverted issues and their resolution

(3) Records of continuing review activities.

(4) Copies of all correspondence between the IRB and the investigators.

(5 Alist of IRB nenbers identified by nane; earned degrees;
representative capacity; indications of experience such as board
certifications, |licenses, etc., sufficient to describe each nenber's
chief anticipated contributions to |RB deliberations; and any
enpl oynent or other relationship between each nenber and the
institution, for exanple, full-time enpl oyee, a nmenber of governing
panel or board, stockhol der, paid or unpaid consultant.

(6) Witten procedures for the IRBin the sane detail as described
in Sec. 26.1108(a) and Sec. 26.1108(b).

(7) Statenments of significant new findings provided to subjects, as
required by Sec. 26.1116(b)(5).

(b) The records required by this subpart shall be retained for at
| east 3 years, and records relating to research which is conducted
shall be retained for at |east 3 years after conpletion of the
research. Al records shall be accessible for inspection and copyi ng by
aut hori zed representatives of EPA at reasonable tines and in a
reasonabl e manner.

Sec. 26.1116 GCeneral requirenents for inforned consent.

No investigator may involve a human being as a subject in research
covered by this subpart unless the investigator has obtained the
legally effective infornmed consent of the subject or the subject's
I egal ly authorized representative. An investigator shall seek such
consent only under circunmstances that provide the prospective subject
or the representative sufficient opportunity to consider whether or not
to participate and that mnimze the possibility of coercion or undue
i nfluence. The information that is given to the subject or the
representative shall be in |anguage understandable to the subject or
the representative. No inforned consent, whether oral or witten, my
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i ncl ude any excul patory | anguage through which the subject or the
representative is made to wai ve or appear to waive any of the subject's
l egal rights, or releases or appears to release the investigator, the
sponsor, the institution or its agents fromliability for negligence.

(a) Basic elenments of inforned consent. In seeking informed consent
the following information shall be provided to each subject:

(1) A statement that the study involves research, an expl anation of
the purposes of the research and the expected duration of the subject's
participation, a description of the procedures to be followed, and
identification of any procedures which are experinental;

(2) A description of any reasonably foreseeable risks or
di sconforts to the subject;

(3) A description of any benefits to the subject or to others which
may reasonably be expected fromthe research

(4) A disclosure of appropriate alternative procedures or courses
of treatnent, if any, that night be advantageous to the subject;

(5) A statement describing the extent, if any, to which
confidentiality of records identifying the subject will be maintained;

(6) For research involving nore than mnimal risk, an explanation
as to whether any conpensation and an expl anation as to whether any
nmedi cal treatments are available if injury occurs and, if so, what they
consi st of, or where further information may be obtai ned;

(7) An explanation of whomto contact for answers to pertinent
questions about the research and research subjects' rights, and whomto
contact in the event of a research-related injury to the subject; and

(8) A statenment that participation is voluntary, refusal to
participate will involve no penalty or |oss of benefits to which the
subject is otherwise entitled, and the subject may di scontinue
participation at any tine w thout penalty or |oss of benefits to which
the subject is otherw se entitl ed.

(b) Additional elenents of informed consent. \Wen appropriate, one
or nore of the follow ng elenents of information shall also be provided
to each subject:

(1) A statenment that the particular treatnment or procedure may
involve risks to the subject (or to the enbryo or fetus, if the subject
may becone pregnant) which are currently unforeseeabl e;

(2) Anticipated circunstances under which the subject's
participation nmay be ternminated by the investigator without regard to
the subject's consent;

(3) Any additional costs to the subject that may result from
participation in the research

(4) The consequences of a subject's decision to withdraw fromthe
research and procedures for orderly termnation of participation by the
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subj ect;
(5) A statement that significant new findings devel oped during the
course of the research which may relate to the subject's willingness to

continue participation will be provided to the subject; and

(6) The approxi mate nunber of subjects involved in the study.

(c) The informed consent requirenments in this subpart are not
intended to preenpt any applicable Federal, State, or |ocal |aws which
require additional information to be disclosed in order for informed
consent to be legally effective.

(d) Nothing in this subpart is intended to limt the authority of a
physician to provi de enmergency nedical care, to the extent the
physician is permtted to do so under applicable Federal, State, or
| ocal | aw.

(e) If the research involves intentional exposure of subjects to a
pesticide, the subjects of the research nust be infornmed of the
identity of the pesticide and the nature of its pesticidal function.

Sec. 26.1117 Docunentation of infornmed consent.

(a) Informed consent shall be docurmented by the use of a witten
consent form approved by the IRB and signed by the subject or the
subject's legally authorized representative. A copy shall be given to
the person signing the form

(b) The consent formmay be either of the foll ow ng:

(1) Awitten consent docunent that enbodies the el enments of
i nformed consent required by Sec. 26.1116. This formmay be read to
the subject or the subject's legally authorized representative, but in
any event, the investigator shall give either the subject or the
representative adequate opportunity to read it before it is signed; or

(2) A short formwitten consent docunment stating that the el enents
of infornmed consent required by Sec. 26.1116 have been presented
orally to the subject or the subject's legally authorized
representative. When this method is used, there shall be a withess to
the oral presentation. Also, the IRB shall approve a witten sunmary of
what is to be said to the subject or the representative. Only the short
formitself is to be signed by the subject or the representative.
However, the w tness shall sign both the short formand a copy of the
summary, and the person actually obtaining consent shall sign a copy of
the sunmary. A copy of the summary shall be given to the subject or the
representative, in addition to a copy of the short form

Sec. Sec. 26.1118 through 26.1122 [ Reserved]
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Sec. 26.1123 Early term nation of research

The Adm nistrator may require that any project covered by this
subpart be term nated or suspended when the

[[ Page 6174]]

Adm nistrator finds that an I RB, investigator, sponsor, or institution
has materially failed to conply with the terns of this subpart.

Sec. 26.1124 [Reserved]
Sec. 26.1125 Prior submi ssion of proposed human research for EPA review

Any person or institution who intends to conduct or sponsor human

research covered by Sec. 26.1101(a) shall, after receiving approva
fromall appropriate IRBs, submt to EPA prior to initiating such
research all infornmation relevant to the proposed research specified by

Sec. 26.1115(a), and the follow ng additional information, to the
extent not al ready included:

(a) A discussion of:

(1) The potential risks to human subjects;

(2) The nmeasures proposed to nmininize risks to the hunman subjects;

(3) The nature and magnitude of all expected benefits of such
research, and to whomthey woul d accrue;

(4) Alternative neans of obtaining information conparable to what
woul d be col |l ected through the proposed research; and

(5) The bal ance of risks and benefits of the proposed research.

(b) Al information for subjects and witten infornmed consent
agreenments as originally provided to the | RB, and as approved by the | RB.

(c) Information about how subjects will be recruited, including any
adverti senents proposed to be used.

(d) A description of the circunmstances and met hods proposed for
presenting information to potential human subjects for the purpose of
obtaining their inforned consent.

(e) Al correspondence between the IRB and the investigators or
sponsors.

(f) Oficial notification to the sponsor or investigator, in
accordance with the requirenents of this subpart, that research
i nvol ving human subj ects has been revi ewed and approved by an | RB

Subpart L--Prohibition of Third-Party Research for Pesticides
I nvol ving I ntentional Exposure of Human Subjects who are Pregnant
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Wnen or Children
Sec. 26.1201 To what does this subpart apply?

Subpart L applies to any person who, after April 7, 2006, conducts
or supports research with a human subj ect intended:

(1) For subm ssion to EPA for consideration in connection with any
action that nay be perforned by EPA under the Federal |nsecticide,
Fungi ci de, and Rodenticide Act (7 U S.C. 136 et seq.) or section 408 of
the Federal Food, Drug, and Cosnetic Act (21 U S.C. 346a); or

(2) To be held for later inspection by EPA under the Federal
I nsecticide, Fungicide, and Rodenticide Act (7 U S.C. 136 et seq.) or
section 408 of the Federal Food, Drug, and Cosnetic Act 21 U S.C. 346a).

(b) For purposes of determining a person's intent under paragraph
(a) of this section, EPA may consider any available information
relevant to determining the intent of a person who conducts or supports
research with human subjects after the effective date of the rule. EPA
shall rebuttably presume such intent existed if:

(1) The person or the person's agent has submtted or nade
avail abl e for inspection the results of such research to EPA; or

(2) The person is a nenber of a class of people who, or whose
products or activities, are regulated by EPA under FlIFRA or the FFDCA
and, at the tinme the research was initiated, the results of the
research would be relevant to EPA's exercise of its authority under
FI FRA or the FFDCA with respect to that class of people, products, or
activities.

Sec. 26.1202 Definitions.

The definitions in Sec. 26.1102 shall be applicable to this
subpart as well. In addition, the definitions at 45 CFR 46.202(a)
through (f) and at 45 CFR 46.202(h) are applicable to this subpart. In
addition, a child is a person who has not attained the age of 18 years.

Sec. Sec. 26.1203 Prohibition of research involving intentiona
exposure of any pregnant wonan, fetus, or child.

Not wi t hst andi ng any other provision of this part, under no
ci rcunstances shall a person conduct or sponsor research covered by
Sec. 26.1201 that involves intentional exposure of any human subj ect
who is a pregnant woman (and therefore her fetus) or child.

Subpart M- Requirenents for Subnission of Information on the
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Et hi cal Conduct of Conpl eted Human Research
Sec. 26.1301 To what does this subpart apply?

Thi s subpart applies to any person who submts a report containing
the results of any human research if:

(a) The report is submtted after April 7, 2006, and

(b) The report is submitted for consideration in connection with
any action that may be perfornmed by EPA under the Federal |nsecticide,
Fungi ci de, and Rodenticide Act (7 U S.C. 136 et seq.) or section 408 of
t he Federal Food, Drug, and Cosnetic Act (21 U S.C 346a).

Sec. 26.1302 Definitions.
The definitions in Sec. 26.102 shall apply to this subpart as well.

Sec. 26.1303 Subm ssion of information pertaining to ethical conduct
of conpl eted human research

Any person who submits to EPA data derived from human research
covered by this subpart shall provide at the tine of subm ssion
i nformati on concerning the ethical conduct of such research. To the
extent available to the subnitter and not previously provided to EPA,
such information should include:

(a) Copies of all of the records relevant to the research specified
by Sec. 26.1115(a) to be prepared and mai ntai ned by an | RB.

(b) Copies of all of the records relevant to the information
identified in Sec. 26.1125(a) through (f).

(c) Copies of sanple records used to docunent inforned consent as
speci fied by Sec. 26.1117, but not identifying any subjects of the
research.

(d) If any of the information listed in paragraphs (a) through (c)
of this section is not provided, the person shall describe the efforts
made to obtain the information

Subpart N--[ Reserved]
Subpart O -Adninistrative Actions for Nonconpliance
Sec. 26.1501 To what does this subpart apply?

Thi s subpart applies to any human research subject to subparts A
through L of this part. References to State or local laws in this
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subpart are intended to include the laws of federally recognized
Anerican I ndian and Al aska Native Tribal CGovernnents.

Sec. 26.1502 Lesser adm nistrative actions.

(a) If apparent nonconpliance with the applicable regulations in
subparts A through L of this part concerning the operation of an IRB is
observed by an officer or enployee of EPA or of any State duly
designated by the Adm nistrator during an inspection. EPA nay send a
| etter describing the nonconpliance to the IRB and to the parent
institution. The agency will require that the IRB or the parent
institution respond to this letter within a reasonable tinme period
speci fied by EPA and describe the corrective actions that will be taken
by the IRB, the institution, or both to achieve conpliance with these
regul ati ons.

(b) On the basis of the IRB's or the institution's response, EPA may

[[ Page 6175]]

schedul e a reinspection to confirmthe adequacy of corrective actions.
In addition, until the IRB or the parent institution takes appropriate
corrective action, the Agency may:

(1) Wthhold approval of new studies subject to the requirenents of
this part that are conducted at the institution or reviewed by the |IRB

(2) Direct that no new subjects be added to ongoi ng studi es subject
to this part;

(3) Termi nate ongoi ng studies subject to this part when doing so
woul d not endanger the subjects; or

(4) Wen the apparent nonconpliance creates a significant threat to
the rights and wel fare of human subjects, notify relevant State and
Federal regul atory agencies and other parties with a direct interest of
the deficiencies in the operation of the IRB

(c) The parent institution is presuned to be responsible for the
operation of an IRB, and EPA wll| ordinarily direct any adm nistrative
action under this subpart against the institution. However, dependi ng
on the evidence of responsibility for deficiencies, determ ned during
the investigation, EPA may restrict its admnistrative actions to the
I RB or to a conmponent of the parent institution determ ned to be
responsi ble for formal designation of the |IRB

Sec. 26.1503 Disqualification of an IRB or an institution

(a) Whenever the IRB or the institution has failed to take adequate

http://www.epa.gov/fedrgstr/EPA-GENERAL/2006/February/Day-06/g1045.htm (111 of 118)5/8/2008 3:14:27 PM



Protections for Subjectsin Human Research | Federal Register Environmental Documents | USEPA

steps to correct the nonconpliance stated in the letter sent by the
Agency under Sec. 26.1502(a) and the EPA Adm nistrator determ nes that
this nonconpliance nay justify the disqualification of the |RB or of
the parent institution, the Adnministrator may institute appropriate

pr oceedi ngs.

(b) The Adm nistrator may disqualify an I RB or the parent
institution fromstudies subject to this part if the Adm nistrator
determ nes that:

(1) The IRB has refused or repeatedly failed to conply with any of
the regulations set forth in this part, and

(2) The nonconpliance adversely affects the rights or welfare of
t he human subjects of research

(c) If the Administrator determnes that disqualification is
appropriate, the Admnistrator will issue an order that explains the
basis for the determ nation and that prescribes any actions to be taken
with regard to ongoi ng human research, covered by subparts A through L
of this part, conducted under the review of the IRB. EPA will send
notice of the disqualification to the IRB and the parent institution
O her parties with a direct interest, such as sponsors and
investigators, may al so be sent a notice of the disqualification. In
addition, the agency nay elect to publish a notice of its action in the
Federal Register.

(d) EPA may refuse to consider in support of a regulatory decision
the data from human research, covered by subparts A through L of this
part, that was reviewed by an IRB or conducted at an institution during
the period of disqualification, unless the IRB or the parent
institution is reinstated as provided in Sec. 26.1505, or unless such
research is deemed scientifically sound and crucial to the protection
of public health, under the procedure defined in Sec. 26.1706.

Sec. 26.1504 Public disclosure of information regarding revocation

A determnation that EPA has disqualified an institution from
studies subject to this part and the adm nistrative record regardi ng
that deternination are disclosable to the public under 40 CFR part 2.

Sec. 26.1505 Reinstatenent of an IRB or an institution.

An IRB or an institution may be reinstated to conduct studies
subject to this part if the Adm ni strator deternines, upon an
eval uation of a witten subm ssion fromthe IRB or institution that
explains the corrective action that the institution or IRB has taken or
plans to take, that the IRB or institution has provi ded adequate
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assurance that it will operate in conpliance with the standards set
forth in this part. Notification of reinstatenent shall be provided to
all persons notified under Sec. 26.1502(c).

Sec. 26.1506 Debar nent.

I f EPA determines that an institution or investigator repeatedly
has not conplied with or has conmtted an egregious violation of the
applicable regulations in subparts A through L of this part, EPA may
recormend that institution or investigator be declared ineligible to
participate in EPA-supported research (debarnent). Debarnment will be
initiated in accordance with procedures specified at 40 CFR part 32.

Sec. 26.1507 Actions alternative or additional to disqualification

Di squalification of an IRB or of an institution is independent of,
and neither in lieu of nor a precondition to, other statutorily
aut hori zed proceedi ngs or actions. EPA may, at any tinme, on its own
initiative or through the Departnent of Justice, institute any
appropriate judicial proceedings (civil or crinminal) and any ot her
appropriate regulatory action, in addition to or in lieu of, and
before, at the tinme of, or after, disqualification. The Agency may al so
refer pertinent natters to another Federal, State, or |ocal governnent
agency for any action that that agency determ nes to be appropriate.

Subpart P--Revi ew of Proposed and Conpl eted Human Resear ch
Sec. 26.1601 EPA review of proposed hunan research.

(a) EPA shall review all protocols subnmtted under Sec. 26.1125 in
a tinmely manner. Wth respect to any research or any class of research,
the Administrator may recommend additional conditions which, in the
judgnment of the Administrator, are necessary for the protection of
human subj ect s.

(b) I'n reviewi ng proposals covered by this subpart, the
Adm ni strator may take into account factors such as whether the
appl i cant has been subject to a term nation or suspension under Sec.
26.123(a) or Sec. 26.1123 and whether the applicant or the person or
persons who woul d direct or has/have directed the scientific and
techni cal aspects of an activity has/have, in the judgnent of the
Adm nistrator, materially failed to discharge responsibility for the
protection of the rights and wel fare of human subjects (whether or not
the research was subject to Federal regulation).
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(c) Wien research covered by subpart K takes place in foreign
countries, procedures normally followed in the foreign countries to
protect human subjects may differ fromthose set forth in subpart K
(An exanple is a foreign institution which conplies w th guidelines
consistent with the Wrld Medical Assenbly Declaration of Hel sinki,

i ssued either by sovereign states or by an organi zati on whose function
for the protection of human research subjects is internationally
recogni zed.) In these circunstances, if the Adninistrator deternmni nes
that the procedures prescribed by the institution afford protections
that are at | east equivalent to those provided in subpart K, the

Adm ni strator may approve the substitution of the foreign procedures in
lieu of the procedural requirenents provided in subpart K

(d) Following initial evaluation of the protocol by Agency staff,
EPA shall submt the protocol and all supporting materials, together
with the staff evaluation, to the Human Studi es Revi ew Board.

(e) EPA shall notify the submitter of the proposal of the results
of the EPA and Human St udi es Revi ew Board reviews.

[[ Page 6176] ]
Sec. 26.1602 EPA review of conpl eted human research

(a) When considering data under FIFRA or FFDCA from research
i nvol ving intentional exposure of humans, EPA shall review the nmaterial
subm tted under Sec. 26.1303 and other avail able, relevant information
and docunent its conclusions regarding the scientific and ethical
conduct of the research

(b) EPA shall submit its review of data from human research covered
by subpart Q together with the avail abl e supporting materials, to the
Human Studi es Review Board if EPA decides to rely on the data and:

(1) The data are derived fromresearch initiated after April 7,
2006, or

(2) The data are derived fromresearch initiated before April 7,
2006, and the research was conducted for the purpose of identifying or
measuring a toxic effect.

(c) Inits discretion, EPA nmay submit data fromresearch not
covered by paragraph (b) of this section to the Human Studi es Revi ew
Board for their review

(d) EPA shall notify the submitter of the research of the results
of the EPA and Human Studi es Revi ew Board revi ews.

Sec. 26.1603 Operation of the Human Studi es Revi ew Board.
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EPA shall establish and operate a Human Studi es Revi ew Board as foll ows:
(a) Menbership. The Human Studi es Revi ew Board shall consist of
menbers who are not enployed by EPA, who neet the ethics and ot her
requi renents for special governnent enployees, and who have expertise
in fields appropriate for the scientific and ethical review of human
research, including research ethics, biostatistics, and human toxicol ogy.
(b) Responsibilities. The Human Studies Review Board shall coment
on the scientific and ethical aspects of research proposals and reports
of conpleted research with human subjects submtted by EPA for its
revi ew and, on request, advise EPA on ways to strengthen its prograns
for protection of human subjects of research

Subpart Q -Ethical Standards for Assessing Whether to Rely on the
Results of Human Research in EPA Actions

Sec. 26.1701 To what does this subpart apply?

This subpart applies to EPA s decisions whether torely inits
actions taken under the Federal Insecticide, Fungicide, and Rodenti cide
Act (7 U S.C. 136 et seq.) or section 408 of the Federal Food, Drug,
and Cosnmetic Act (21 U S.C. 346a) on scientifically valid and rel evant
data fromresearch involving intentional exposure of human subjects.

Sec. 26.1702 Definitions.

The definitions in Sec. 26.1102 and Sec. 26.1202 shall apply to
this subpart as well.

Sec. 26.1703 Prohibition of reliance on research involving
i ntentional exposure of human subjects who are pregnant wonmen (and
therefore their fetuses) or children.

Except as provided in Sec. 26.1706, in actions within the scope of
Sec. 26.1701, EPA shall not rely on data from any research invol ving
i ntentional exposure of any human subject who is a pregnant wonan (and
therefore her fetus) or child.

Sec. 26.1704 Prohibition of reliance on unethical hunan research with
non- pregnant adults conducted before April 7, 2006.

Except as provided in Sec. 26.1706, in actions within the scope of
Sec. 26.1701, EPA shall not rely on data fromany research initiated
before April 7, 2006, if there is clear and convincing evidence that
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the conduct of the research was fundanentally unethical (e.g., the
research was intended to seriously harmparticipants or failed to
obtain inforned consent), or was signhificantly deficient relative to
the ethical standards prevailing at the tine the research was
conducted. This prohibition is in addition to the prohibition in Sec.
26. 1703.

Sec. 26.1705 Prohibition of reliance on unethical hunan research with
non- pregnant adults conducted after April 7, 2006.

Except as provided in Sec. 26.1706, in actions within the scope of
Sec. 26.1701, EPA shall not rely on data fromany research initiated
after April 7, 2006, unless EPA has adequate information to determ ne
that the research was conducted in substantial conpliance with subparts
A through L of this part, or if conducted in a foreign country, under
procedures at |east as protective as those in subparts A through L of
this part. This prohibition is in addition to the prohibition in Sec.
26. 1703.

Sec. 26.1706 Criteria and procedure for decisions to protect public
heal th by relying on otherw se unacceptabl e research.

This section establishes the exclusive criteria and procedure by
whi ch EPA may decide to rely on data fromresearch that is not
accept abl e under the standards in Sec. Sec. 26.1703 through 26.1705.
EPA may rely on such data only if all the conditions in paragraphs (a)
through (d) of this section are satisfied:

(a) EPA has obtained the views of the Human Studi es Revi ew Board
concerning the proposal to rely on the otherw se unacceptabl e data,

(b) EPA has provided an opportunity for public coment on the
proposal to rely on the otherw se unacceptabl e data,

(c) EPA has determned that relying on the data is crucial to a
decision that would i npose a nore stringent regulatory restriction that
woul d i nprove protection of public health, such as a limtation on the
use of a pesticide, than could be justified without relying on the
data, and

(d) EPA publishes a full explanation of its decision to rely on the
ot herwi se unacceptabl e data, including a thorough discussion of the
et hical deficiencies of the underlying research and the full rationale
for finding that the standard in paragraph (c) of this section was net.

[ FR Doc. 06-1045 Filed 2-3-06; 8:45 anm
Bl LLI NG CODE 6560-50-S
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