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Can Children Participate in Research?
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The focus on pediatric research in this edition of
The Ochsner Journal emphasizes the importance of
research studies for the health of children. This focus
also provides an opportunity to reflect on the ethical
concerns raised when the subjects in this very
vulnerable population are not able to provide consent
for their own participation.

Most philosophers would argue that informed
consent provides the foundation for ethical research.
Reconciling the primacy of informed consent in the
ethical conduct of research with the special circum-
stances imposed by the maturation of intellectual
function as children grow and develop presents a
significant challenge. Consent as generally concep-
tualized is not possible in children. As early as 1931,
the Reich Circular1—which documented the rules for
research in pre–World War II Germany—emphasized
the primacy of consent for research and incorporated
rules that recognized the difficulty imposed by the
inability to obtain consent from children. The docu-
ment included the following caveat: ‘‘The question of
whether to use innovative therapy must be examined
with particular care where the subject is a child or a
person under 18 years of age.’’1

The response to the atrocities committed in the
face of the extensive directives formulated in the
Reich Circular produced the Nuremburg Code that
many believe explicitly prohibits the participation of
children in research. The code states, ‘‘the voluntary
consent of the human subject is absolutely essen-
tial’’2 and makes no provision for exceptions to this
rule. The conflict of this prohibition with the impor-
tance of research in special populations unable to
provide consent was recognized and addressed in
the first rules for research by the World Medical
Association, the Declaration of Helsinki in 1964.3 The
declaration stated, ‘‘clinical research on a human
being cannot be undertaken without his free consent
after he has been informed; if he is legally incompe-
tent, the consent of the legal guardian should be

procured.’’3 Because this statement was ambiguous
with respect to children, the statement was revised in
1975 with the addition of following provision: ‘‘where
physical or mental incapacity makes it impossible to
obtain informed consent, or when the subject is a
minor, permission from the responsible relative
replaces that of the subject in accordance with
national legislation.’’4

In the United States, research was transformed by
the deliberations of the National Commission for the
Protection of Human Subjects of Biomedical and
Behavioral Research, appointed in 1974 in response
to concerns that unethical research practices might
be endemic in research involving human subjects.
These debates culminated in the publication of The
Belmont Report in 1979.5 The Belmont Report
proposed that adherence to 3 basic principles—
respect for persons, beneficence, and justice—would
provide the foundation for ethical research.

Leading up to the landmark Belmont Report, the
commission’s deliberations produced Research In-
volving Children in 1977.6 This report outlined the
unique nature of scientific questions in children and
the importance of addressing these questions as
matters of justice and beneficence. The commission
contrasted questions of potential benefit to the
general welfare of children by including them in
research studies against questions of respect for
persons raised by the participation of minor subjects
in research without specific consent.

The commissioners also carefully considered the
evidence for evolution of the ability to participate in a
meaningful consent process as children mature
against seemingly arbitrary definitions of a means to
evaluate the ability of an individual to participate. The
commissioners’ considerations clearly favored the
arguments that an ethical imperative exists to allow
children to participate in research and that consent by
parents or guardians alone does not balance the
equation without some provision for developmentally
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appropriate agreement by the child to participate.
This latter concept does not meet the requirements of
consent, but rather is embodied in the concept of
assent: a developmentally appropriate understanding
of the reasons that participation in the research
proposal is needed, reasonable understanding of
the procedures that may be involved, and agreement
by the child that he or she will voluntarily participate.
Furthermore, respect for persons requires that the
child may withdraw assent for participation in the
research at any time, just as competent subjects may
withdraw from a research protocol at any time after
providing consent. The commission voiced support
for this process of assent that is similar to the process
adopted in 1975 for all intramural research at the
National Institutes of Health Clinical Center.

The seminal concepts introduced in The Belmont
Report led to a complete reformulation of the rules for
conducting research involving human subjects sup-
ported by funds from Health and Human Services.
These rules were codified at 45 Code of Federal
Regulations (CFR) Part 46—Protection of Human
Subjects in 1983. The detailed recommendations in
the 1977 Research Involving Children report served as
the basis of the regulations guiding participation of
pediatric subjects that were enacted as Subpart D of
this reformulation of the federal rules. This original
formulation has weathered the test of time, with only
minor revisions of Subpart D since the initial publica-
tion.

Although the regulations in 45 CFR Part 46,
Subpart D,7 serve as a landmark in pediatric research,
the provisions for assent in the federal regulations
were promulgated with little specific guidance and did
not incorporate all of the commission’s recommen-
dations. The rules indicate that most decisions
regarding assent should be made by the local
institutional review board (IRB) with many possible
exemptions. The conflict between the ideal of partic-
ipation in research by only those capable of consent
and the importance of research to advance the care of
children unable to provide consent has led to
sometimes contentious debate regarding the require-
ments for obtaining meaningful assent. Such debate
frequently occurs in IRBs empowered to enforce the
rules for research participation, as well as among
investigators required to follow the practice of
obtaining assent as defined by their local IRB. The
problem is further fueled by the ethical debate of
philosophers questioning the very participation of
children in research and whether assent can play a
role in mitigating their ethical concerns. The inability
of developmental experts to provide the tools to
ascertain meaningful participation in assent for any

proposed research does little to modulate these
conflicts.

Also, the limited guidance from Subpart D does
little to inspire confidence in this process, particularly
with the exemption noting that in circumstances
where ‘‘the intervention or procedure involved in the
research holds out a prospect of direct benefit that is
important to the health or well-being of the children
and is available only in the context of the research, the
assent of the children is not a necessary condition for
proceeding with the research.’’7 This paradigm of
research-driven treatment, exempt from the absolute
requirement for assent, has produced remarkable
advances in survival in childhood cancer. Success in
treating formerly lethal diseases clearly justifies
research in children as supported by the principles
of justice and beneficence. Unfortunately, to some it
may appear that respect for persons has taken a back
seat in this circumstance where assent is not required
because there is significant potential benefit to the
subject (the patient) in these studies, blurring the
distinction between research and treatment.

How then to reconcile the seemingly irreconcil-
able imperatives for advancing the health of children
as supported by the principles of beneficence and
justice with the inability to obtain consent that is
necessary to fulfill the respect for persons require-
ment? Assent appears to mitigate these concerns if
the process is meaningful. In the absence of clearly
defined protocols for defining the ability of a child to
provide assent and with no clear consensus on the
definition of meaningful assent, the burden falls on the
investigator to go beyond the regulatory requirement
of obtaining assent that, according to the rules of the
IRB of record, may be met by perfunctory documen-
tation that assent has been obtained. The ethical
requirement for assent extends beyond this regulato-
ry burden. The diligent investigator, mindful of the
principle of respect for persons, will seek meaningful
assent even in those cases where the IRB and federal
regulations may not require assent. If assent is not
given and the research is pursued under the umbrella
of providing treatment, satisfying the respect for
persons obligation requires careful explanation in a
developmentally appropriate manner of the reason for
continuing the study.

As with all matters of ethics in research, the
commitment of the investigator to ethical conduct in
research will determine the quality of the assent
process and whether it fulfills the requirement of
respect for persons as intended by the commission-
ers in The Belmont Report, regardless of the regula-
tions. The individual investigator is responsible for
ensuring that the child subject has a developmentally
appropriate understanding of his or her role in any
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proposed research in exchange for the privilege of
conducting research in this very vulnerable popula-
tion.

REFERENCES
1. Post SG, ed. Encyclopedia of Bioethics. 3rd ed. Farmington Hills,

MI: Macmillan Reference USA; 2003:2816.
2. Nuremberg Code–Directives for Human Experimentation. http://ori.

dhhs.gov/education/products/RCRintro/c03/b1c3.html. Accessed
May 21, 2012.

3. Williams JR. The Declaration of Helsinki and public health. Bull

World Health Organ. 2008 Aug;86(8):650-652.
4. World Medical Association. The 1975 Declaration of Helsinki and

consent. http://www.ascensionhealth.org/index.
php?option¼com_content&view¼article&id¼156&itemid¼172.
Effective June 23, 2005. Accessed May 21, 2012.

5. National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research. The Belmont Report: Ethical

Principles and Guidelines for the Protection of Human Subjects of

Research. 1979. http://ohsr.od.nih.gov/guidelines/belmont.html.
Accessed May 21, 2012.

6. National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research. Research Involving Children:

Report and Recommendations. 1977. http://bioethics.georgetown.
edu/pcbe/reports/past_commissions/
Research_involving_children.pdf. Accessed May 21, 2012.

7. US Department of Health and Human Services. Protection of
human subjects. Requirements for permission by parents or
guardians and for assent by children. 45 CFR §46.408. http://ohsr.
od.nih.gov/guidelines/45cfr46.html#46.408. Revised June 23,
2005. Effective June 23, 2005. Accessed May 21, 2012.

Bioethics in Practice

190 The Ochsner Journal



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU ([Based on 'AP_Press'] Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (U.S. Web Coated \(SWOP\) v2)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
  /SyntheticBoldness 1.000000
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


