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Abstract 

Subpart D of the Common Rule establishes four categories of research that may be 

conducted on children. One category, 45 CFR 46.406, permits research posing a minor 

increase over minimal risk and no prospect of direct benefit but expected to yield vital 

knowledge about the subjects’ disorder or condition. To include other children in 

research posing a minor increase over minimal risk and no prospect of direct benefit 

requires federal review and approval of the Secretary of Health and Human Services 

under 45 CFR 46.407. It is widely held that children generally should not be exposed to 

more than minimal risk in research without the prospect of direct benefit. To justify 

deviating from this norm, as 406 allows, two claims must be true: (1) When there is vital 

knowledge to be gained from studying children, it is permissible to expose some children 

to a minor increase over minimal risk with no prospect of direct benefit; (2) It is 

permissible for locally reviewed and approved research to expose only children with the 

disorder or condition under investigation to greater risk with no prospect of direct 

benefit.. The justification for (1) appears to be grounded in the magnitude of benefit to 

society combined with the need to study children. This paper demonstrates that, even if 

the necessity and magnitude of benefit to society justify exposing children to increased 

risk, the decision to categorically restrict participation in such research to children with 

the disorder or condition under investigation (unless the study is federally reviewed and 

approved) is not justified. Subpart D should be revised.  
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I. Introduction 

The Common Rule (45 CFR 46) establishes four categories of research that may be 

conducted on children in addition to research that is exempt under the Common Rule at 

45 CFR 46.101.b.1 

45 CFR 46.404: Research not involving greater than minimal risk. 

45 CFR 46.405: Research involving greater than minimal risk but presenting the 
prospect of direct benefit to individual subjects. 

45 CFR 46.406: Research involving greater than minimal risk and no prospect of 
direct benefit to individual subjects, but likely to yield generalizable knowledge 
about the subject’s disorder or condition. 

HHS [Health and Human Services] will conduct or fund research in which the 
IRB finds that more than minimal risk to children is presented by an intervention 
or procedure that does not hold out the prospect of direct benefit for the individual 
subject, or by a monitoring procedure which is not likely to contribute to the well-
being of the subject, only if the IRB finds that: 

(a) The risk represents a minor increase over minimal risk; 

(b) The intervention or procedure presents experiences to subjects that are 
reasonably commensurate with those inherent in their actual or expected medical, 
dental, psychological, social, or educational situations; 

(c) The intervention or procedure is likely to yield generalizable knowledge about 
the subjects' disorder or condition which is of vital importance for the 
understanding or amelioration of the subjects' disorder or condition; and 

(d) Adequate provisions are made for soliciting assent of the children and 
permission of their parents or guardians, as set forth in §46.408. 

45 CFR 46.407: Research not otherwise approvable which presents an 
opportunity to understand, prevent, or alleviate a serious problem affecting the 
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health or welfare of children. [Approval under 407 requires IRB approval, review 
by a federal panel of experts, and review and approval by the Secretary of HHS.] 

 45 CFR 46.406 reflects a deviation from a widely held view that, generally, 

children should not be exposed to more than minimal risk for research purposes unless 

there is the prospect of direct benefit (National Commission, 1977). For 406 research to 

be justified, we must identify a reasonable basis for (1) granting  permission to expose at 

least some children to a minor increase over minimal risk with no prospect of direct 

benefit as well as for (2) categorically restricting participation to children with the 

disorder or condition under investigation (unless it is reviewed and approved under 407). 

The text of 406 is very similar to Recommendation 5 of the National Commission for the 

Protection of Subjects of Biomedical and Behavioral Research’s Report and 

Recommendations: Research Involving Children (1977). Recommendation 5 states that 

research posing more than minimal risk to children but no prospect of direct benefit to 

individual subjects should be permissible only if an institutional review board determines 

that:  

(A) such risk represents a minor increase over minimal risk; 
(B) such intervention or procedure presents experiences to subjects that are 

reasonably commensurate with those inherent in their actual or expected medical, 
psychological or social situations, and is likely to yield generalizable knowledge 
about the subjects’ disorder or condition; 

(C) the anticipated knowledge is of vital importance for understanding or 
amelioration of the subjects’ disorder or condition (National Commission, 1977, 
Recommendation 5, pp. 7-8) 

 

By examining the conditions set forth in 406, the text of Recommendation 5 in the 

National Commission’s, report and the Commissioners’ commentaries that accompany 

the report, we gain insight as to intent of the regulation and why those who developed 
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and approved it held it was justified. This paper uses this insight to construct the most 

plausible justification for (1) allowing children to be exposed to a minor increase over 

minimal risk with no prospect of direct benefit and for (2) allowing only children with the 

disorder or condition to participate in such research without federal review and approval. 

I conclude that, while the first may be defensible, the second is not. Insofar as it is 

legitimate to expose some children to more than minimal risk for no direct benefit, it is 

not legitimate to allow only children with the disorder or condition to be exposed to such 

risks without the additional protection afforded to other children through the 407 review 

process.2  

II. Justifying Exposure to a Minor Increase Over Minimal Risk with no Prospect of 

Direct Benefit  

Significant controversy surrounds the permissibility of exposing children to risks 

in research, particularly when there is no prospect of direct benefit, and the appropriate 

definition of risk levels. Some hold that children should not be enrolled in research that 

poses no prospect of direct benefit regardless of the risks associated with the study. For 

example, Paul Ramsey argued that where no potential “diagnostic or therapeutic” benefit 

for the child was anticipated, children should not be used in research because children 

cannot consent to be used (1970). Others hold that the appropriate threshold is minimal 

risk or what Richard McCormick called “no discernable risk”. McCormick argued that 

research participation is the fulfillment of a duty that individuals, including children, 

have. He argued that some non-therapeutic research on children, namely that research to 

which children ought to consent if they could consent, was permissible (McCormick 
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1974; 1976). All individuals ought to take into account and serve the needs of others 

because we are social beings and it is good for us to “pursue and support” the goods of 

others “up to a certain point” (1974, p. 12). That point, for McCormick, is the point at 

which doing so does not put us at discernible risk (1974, p. 13). Parents may give proxy 

consent for their children to participate in non-therapeutic research that poses “no 

discernable risk” to a child and the child ought to want to consent to participate in such 

research (1974, p. 14).  

Other positions on how much risk children may be exposed to solely for research 

purposes have been articulated. Wendler and Emanuel (2005) accept the “minor increase 

over minimal risk” limit set forth in 406 for children with the disorder or condition under 

investigation but argue that the terms should be defined more precisely. “Minor increase 

over minimal risk” should be understood as “the risks in the daily lives of children who 

face greater than average, but still socially acceptable risks” (2005, p. 576). For example, 

risks faced by children who work on family farms or go mountain climbing with their 

families are considered acceptable and risks faced by children living in violent housing 

projects are deemed unacceptable (p. 577). Assessments should be based on empirical 

facts about the risks and potential types of harm associated with both the proposed 

research interventions and the socially accepted higher-than-average risks children face. 

Nelson and Ross (2005) argue that all children should be protected by the same risk 

limits in research posing no prospect of direct benefit and that the limit should be 

minimal risk. A definition of minimal risk that applies specifically to pediatric research 

should be developed and inserted into the Common Rule. They argue that a standard 

similar to one proposed by Ackerman (1980), should be adopted:  
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The probability [and magnitude] of physical [or] psychological harm is no more 
than that to which it is appropriate [for a scrupulous parent] to intentionally 
expose a child for educational purposes in family life situations (Nelson and Ross, 
2005, p. 566; citing Ackerman, 1980; brackets in Nelson and Ross). 

Kopelman (2004) argues that we should adopt a relative risk standard in pediatric 

research. In research posing no prospect of direct benefit children should be exposed to 

no more than minimal risk for them in light of their medical, psychological, or psychiatric 

conditions, but children whose baseline level of risk is higher than that of “normal” or 

“healthy” children never may be exposed to risks that represent more than a minor 

increase over minimal risk for “normal” children. Kopelman’s argument is considered 

below.  

There is ample room for debate on the permissibility of exposing children to risk 

in research offering no prospect of direct benefit and on the appropriate definition of 

minimal risk.  Reasonable arguments can be made for competing positions, and continued 

debate on the level of risk to which investigators should be permitted to expose children 

in research posing no prospect of direct benefit (none, minimal, minor increase over 

minimal, more than minor increase over minimal) and how to define the various risk 

levels is warranted. At the same time, the current regulations govern research and further 

debate should be framed in terms of present requirements. The Common Rule reflects a 

politically settled view that children with the disorder or condition under investigation 

may participate in research posing a minor increase over minimal risk and no direct 

benefits under certain conditions (specified at 45 CFR 46.406). 

Research on children, like all research subject to the Common Rule, may be 

approved only if the anticipated benefits to subjects and/or society exceed the risks (45 
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CFR 46.111.2). 45 CFR 46.406.c and part C of Recommendation 5 specify that research 

posing more than minimal risk and no prospect of direct benefit may include children 

only if the knowledge to be gained is of “vital importance” and the risk represents only a 

minor increase over minimal risk. It is not sufficient that the benefits exceed the risks; the 

magnitude of anticipated benefits must far exceed the risks, and significant benefit to 

society may not be used to justify exposing children to more than a minor increase over 

minimal risk without review and approval under 45 CFR 46.407.  In addition to the 

significance of the anticipated benefit relative to the risks, one can presume that it is 

necessary to study children to obtain the vital information. Children should not be 

exposed to research risks unnecessarily, and generally it is preferable to study adults if 

the knowledge sought could be obtained by studying adults (National Commission, 

1977). (One exception might be if a study posed minimal risk to children and significant 

risk to adults.)  

The most plausible justification for 406 as written is grounded in the magnitude of 

benefits relative to the risks. By capping the amount of acceptable risk at a minor increase 

over minimal risk, children are protected in a way most adults are not. Children may not 

participate in a study if the risks exceed that level regardless of the anticipated benefits, 

unless the study is reviewed and approved at the federal level under 407. Insofar as the 

magnitude of benefits relative to the risk justifies exposing children to a minor increase 

over minimal risk with no prospect of direct benefit, it does not justify including only 

children with the disorder or condition under investigation. For 406 to be legitimate and 

justified as written, a second claim must be true: only children with the disorder or 

condition under investigation may participate in locally reviewed and approved research 



 8

that poses a minor increase over minimal risk and no prospect of direct benefit that is 

expected to yield vital information. Even the most plausible reasons for this requirement 

are unjustified. Whatever level of risk we determine is appropriate for pediatric research 

that offers no prospect of direct benefit should be applied to all children; we should not 

distinguish between (1) healthy children and children with disorders or conditions other 

than the one under investigation and (2) children with the disorder or condition under 

investigation.  

III. Justifying the Disorder or Condition Criterion 

If we accept that it is permissible to expose children to a minor increase over 

minimal risk with no prospect of direct benefit when the magnitude of social benefit far 

exceeds the risk level and it is necessary to study children, for 406 to be legitimate, the 

claim that IRBs may review and approve research enrolling only children with the 

disorder or condition under investigation, but that other children may participate only 

with federal review and approval under 407, must be defended. The justification for 

allowing the increased exposure to risk, in principle, has nothing to do with the child’s 

health status but rather with the magnitude of benefit to society relative to risks to 

subjects. There will be cases in which the information sought may be obtained only from 

children with the disorder or condition under investigation, but this is not always so. For 

example, healthy controls may be essential to an investigation, or studying children with 

one disorder may provide information about human physiology that is essential for 

understanding a different condition. To justify allowing IRBs to approve research on 

children that poses a minor increase over minimal risk and no prospect of direct benefit 

only when solely children with the disorder or condition under investigation will be 
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enrolled, there must be one or more morally relevant differences between (1) healthy 

children and children with disorders or conditions other than the one under investigation 

and (2) children with the disorder or condition under investigation that justifies exposing 

only the latter to a minor increase over minimal risk with no prospect of direct benefit in 

the absence of significance public scrutiny. 

The most explicit and plausible justification for the for the disorder or condition 

requirement in 406 is explained in the National Commission report in comments 

attributed to five Commissioners who supported Recommendation 5 (National 

Commission, 1977, p. 127), namely that such research poses significant foreseeable 

benefit to the class of children to which the subjects belong. Children with a particular 

disorder or condition are seen as members of a separate class, and potential benefit to 

other members of the class justifies their exposure to risk.  

Commissioner Turtle, a member of the National Commission who disapproved of 

Recommendations 5, argued against this recommendation on the grounds that it is 

morally arbitrary to assume that there is a category of children who may be exposed to 

greater risk than other children for the benefit of third parties, and to define that class as 

children with the disorder or condition under investigation (National Commission, 1977, 

p. 147). To highlight the arbitrariness, consider an alternative: the class of children who 

could be exposed to a minor increase over minimal risk with no prospect of direct benefit 

could be all children with any disorder or condition (“sick children”) or children with a 

disorder or condition that poses risks or discomforts comparable to those experienced by 

children with the disorder or condition under investigation (“comparably sick children”). 

Significant benefits to members of one of those classes could justify exposing other 
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members of the class to a minor increase over minimal risk with no prospect of direct 

benefit. This is an admittedly controversial proposal that has been thoroughly criticized, 

and one I do not recommend, but it illustrates the concern we should have toward 406. 

Pappworth (1967), for example, describes a study in which hydrocephalic infants were 

used as controls in an experiment aimed at determining whether children could safely be 

given ammonium chloride intravenously to treat alkalosis (Pappworth, 1967, p. 32). 

Pappworth quotes Fisher’s (1953) criticism of this and another study that tested the safety 

of a diet containing phenylketone on healthy children prior to using it in a study on 

children with phenylketonuria (Bickel et al, 1953). Fisher’s concern was that “’normal 

children, or children suffering from some irrelevant disease, [were used] as controls in 

clinical research…’” (Pappworth, 1967, p. 33; Fisher, 1953, p. 993; emphasis added). 

Fisher also argued that “No medical procedure involving the slightest risk or 

accompanied by the slightest physical or mental pain may be inflicted on a child for 

experimental purposes unless there is a reasonable chance, or at least a hope, that the 

child may benefit thereby” (Fisher, 1953, p. 993).3  He may have believed that 

experimentation on children with the disorder or condition under investigation, i.e., with 

a relevant disorder or condition, could offer hope of future benefit, thereby justifying 

their participation. The potential for future benefit to the subjects is not a condition for 

approval under 406. I raise the possibility of defining the relevant class of children who 

may be exposed to a minor increase over minimal risk and no prospect of direct benefit as 

“sick children” or “comparably sick children” not to recommend it but to suggest that 

whatever bothers us about using “sick children” or “comparably sick children” as 

research subjects to benefit others, as in Pappworth’s example, should render the disorder 
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or condition clause in 406 equally suspect. With no prospect of direct benefit, it is not 

self-evident that children with a “relevant” disorder or condition are ethically appropriate 

subjects if those with “irrelevant” (or no) conditions are not.  

Permitting the enrollment of children who do not have the disorder or 

condition under investigation into research posing a minor increase over minimal risk 

and no prospect of direct benefit only with review and approval under 407 implies 

that healthy children and children with other disorders or conditions merit protection 

not owed to children with the disorder or condition under investigation. This 

distinction is morally arbitrary. It rests on the assumption that some children, and not 

others, may be used for benefit to third parties. Ross has criticized this distinction 

recently, arguing that it is unjust because it “allows sick persons to be exposed to 

greater risks in nontherapeutic research [and thus places further burdens on those 

already burdened]” (Ross 2002, p. 2094; see also Ross 2003; Shah 2003).  

Kopelman has argued that identifying children with a disorder or condition as a 

morally relevant separate class is not arbitrary or unjust: 

Justice requires that similarly situated individuals be treated similarly, differently 
situated people differently, and that the differences and similarities are relevant.  
The justification for the “no benefit, higher hazard” category includes the fact that  
children with conditions are different in a relevant way; namely, their asthma,  
diabetes, cancer, physical disability, or other disorder sometimes justifies such  
studies to benefit those with similar disorders. (Kopelman 2004, p. 752)  
 

No doubt the differences between children with a particular disorder or condition and 

other children are a legitimate basis for treating them differently in some contexts, e.g., in 

providing them treatment. Do the differences justify entering some and not others into 

research posing a minor increase over minimal risk and no prospect of direct benefit 
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unless there is a scientific reason for doing so, e.g., the knowledge can be obtained only 

by studying such children? Kopelman holds that the answer is a qualified yes. She places 

an additional condition on the “no benefit, higher hazard” research that may be conducted 

on children with the disorder or condition under investigation, namely that it must present 

no more than minimal risk for that child and no more than a minor increase over minimal 

risk for a “healthy” or “normal” child, which serves as the baseline level of determining 

minimal risk: 

when children have serious medical, psychological or psychiatric conditions, what  
is a minimal research risk for them may be different from healthy children; in 
some cases, risks for children with conditions may be greater than for healthy 
children (e.g., due to weakened immune systems) and in some cases less (e.g., 
discussions of disability or death might be more troubling to healthy children). 
The upper limit of risk for ‘no benefit, higher hazard’ research for children with 
conditions should a) represent no more than a minimal risk for children with 
conditions who are enrolled in studies and b) no more than a minor increase over 
minimal risk for healthy children were they enrolled (which of course they 
cannot). (Kopelman, 2004, p. 755) 
 
Kopelman advocates a relative risk standard that allows research that would pose 

a minor increase over minimal risk for “normal” children to be conducted on children 

with the disorder or condition under investigation for whom the research poses only 

minimal risk. For Kopelman, the justificatory work seems to be done not by the disorder 

or condition itself but by the fact that the research poses no more than a minor increase 

over minimal risk for a healthy child and only minimal risk for those enrolled in the 

study. If we accept this standard, the non-arbitrary class that could be enrolled in such 

research would be all children for whom a particular study would pose minimal risk. The 

research in principle could pose no more than minimal risk to subjects and it could not 

pose more than a minor increase over baseline minimal risk. If the focus is on treating 

equals equally and one accepts a relative risk standard, then those who are equal are those 
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for whom participation in research poses a comparable level of risk, not necessarily those 

who have a particular disorder or condition. It may be that those categories often 

coincide, but that is not necessarily so. In light of Kopelman’s arguments, 406 should 

allow research posing a minor increase over a baseline level of minimal risk and only 

minimal risk for children enrolled in the study.  

To adopt Kopleman’s conclusion requires that we adopt a relative risk criterion, 

an approach that has been criticized by a number of authors (e.g., Ross, 2003) and, to 

some extent by Kopelman in other contexts. Kopelman has argued that differences in the 

daily life risks of children that are based on social or economic factors should not be 

relevant to determining whether research poses minimal risk for a child (1989) but that 

differences based on a child’s medical psychological, or psychiatric condition are 

relevant (2004). I challenge the assumptions underlying Kopelman’s claim, namely (a) 

that sick children, but not children whose daily life involves greater risks for other 

reasons, are a morally relevant separate class who may be exposed to risks for the benefit 

of others and (b) that children with particular disorders or conditions constitute morally 

relevant separate classes whose members may be exposed to risks for the purpose of 

possibly benefiting other members of their class. If considerations such as ski trips or bad 

housing strike us as absurd reasons for permitting children to participate in research that 

poses a minor increase over minimal risk with no prospect of direct benefit, then the fact 

that a child has a disorder or condition should seem similarly unjustified. If one wants to 

adopt a relative understanding of minimal risk, then it is inappropriate to hold that risks 

associated with being sick increase the baseline level of minimal risk but that other daily 

life risks, such as where a child lives or how a child plays, are to be ignored when 
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evaluating how a child may be used for the benefit of others. In all of these cases, 

children who are different in some way would be used to benefit others. No independent 

justification for treating children with specific disorders or conditions differently in this 

regard has been offered.   

Adopting a relative risk standard could justify distinguishing some children from 

others and holding that some are eligible and some are not, but a relative risk standard 

does not support categorically restricting participation along the lines of those who do 

and do not have a particular condition. The relative risk approach justifies limiting 

participation to subjects for whom a study poses minimal risk. The additional 

requirements that the level of not exceed minor increase over minimal risk for “normal” 

children and that the study pose the prospect of yielding vital knowledge and enroll only 

children for whom study procedures are commensurate with their experiences could be 

enforced.  

Restricting participation in locally reviewed and approved research posing a 

minor increase over minimal risk and no prospect of direct benefit to children with the 

disorder or condition under investigation may have been a political compromise.  The 

compromise may have been crafted to appease those opposed to permitting any child to 

be exposed to any risk or to more than minimal risk with no prospect of direct benefit as 

well as those who were concerned that disallowing such research or requiring federal 

review of such research would stifle important projects and be harmful to children 

overall. This compromise is not, however, a justified position that stands up to careful 

scrutiny. To single out children with disorders or conditions under investigation as the 

only appropriate subjects for locally reviewed and approved research posing a minor 
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increase over minimal risk and no prospect of direct benefit but likely to yield vital 

knowledge is arbitrary. If only their participation is scientifically useful for a given study, 

restricting inclusion to such children is not arbitrary. But to treat them as if they 

necessarily are a morally relevant separate class that may be used in ways other children 

may not be used for social benefit is inappropriate. Because the disorder or condition 

requirement fails to stand up to scrutiny, the regulations governing research on children 

should be revised. 

 

IV. Revisiting 45 CFR 46.406 

When research poses no prospect of direct benefit, children with particular 

disorders or conditions should not be singled out as the only appropriate objects of locally 

approved research posing additional risk. (1) Healthy children or children with other 

disorders or conditions and (2) children with the disorder or condition under investigation 

do not merit different levels of protection in research. As a result, subpart D of the 

Common Rule should be revised. Numerous changes to subpart D have been discussed; 

the focus here is on revisions concerning 45 CFR 46.406. Three main options are 

considered here.  

One possibility is to eliminate 406 altogether. Research currently approvable 

would have to be reviewed and approved under the 407 mechanism. Among those who 

advocate eliminating 406 and allowing children to participate in research offering no 

prospect of direct benefit only if the research poses no more than minimal risk, some 

have suggested additional changes to the regulations such as revising the definition of 

minimal risk. For example, Nelson and Ross (2005) recommend that minimal risk be 
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adopted as the standard for all pediatric research posing no prospect of direct benefit and 

that a definition of minimal risk specific to pediatric research and grounded in the 

judgments of scrupulous parents be included in the Common Rule. One concern likely to 

emerge in response to a proposal to disallow research on children that poses a minor 

increase over minimal risk and no prospect of direct benefit is that it would be harmful to 

children overall. Failure to conduct certain studies could leave children worse off in the 

end. In evaluating this concern, we should bear in mind that there are many studies that 

could help children or adults overall but that are impermissible according to the Common 

Rule because they do not meet the side-constraints of the ethical conduct of research. 

Only a purely consequentialist conception of research ethics would support adopting 

research restrictions or permitting research practices strictly because doing so could 

produce more good overall. Such a conception of the ethical conduct of research has been 

ruled out in the U.S. by, among other things, the Belmont Report (National Commission, 

1979). Benefits to society are a consideration in evaluating the permissibility of research, 

but such considerations alone are not sufficient to justify treating any type of research as 

permissible.  

The second option is to change 406 so that all children can be exposed to a minor 

increase over minimal risk when the magnitude of anticipated benefit to society is 

sufficiently greater than the risk. For many studies, only children with the disorder or 

condition under investigation would be the scientifically appropriate subjects, which 

would mean that such children would be disproportionately represented in studies 

involving a minor increase over minimal risk and no prospect of direct benefit. Insofar as 

the commensurability requirement remains part of the revised 406, children who are not 
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healthy and are subjects to more medical interventions may be disproportionately 

represented in the study population. For example, if a study requires subjects with the 

disorder under investigation and control subjects, children who have some other disorder 

or condition that does not affect the parameters to be measured but that exposes them to 

procedures comparable to those used in the study may be eligible while healthy children 

may not be. This raises the question of whether the commensurability clause should be 

preserved. The commensurability clause may be a means of limiting the number of 

children exposed to risk in research as well as the fear and discomfort associated with 

their research participation (though sometimes children who have experienced medical 

interventions may be more traumatized by research participation than other children). It 

also may serve an additional, important function. It may better enable children who can 

give assent to research participation to make a decision about their willingness to 

participate. At the same time, it could become a mechanism for discrimination because it 

would increase the likelihood that children who have undergone medical interventions in 

the past would be over-represented in research aimed at benefiting others. Sick children 

would be more prone to being used and put at risk for social benefit. 

A third option is to revise 406 to state that demonstrable potential for benefit to 

subjects in the future is a condition for approval. This approach would combine the 

reasoning behind both 405 and 406, allowing children to be exposed to more than 

minimal risk in research if there is a prospect of direct benefit, but liming the amount of 

risk to a minor increase over minimal risk when the benefit is expected only in the future 

rather than from participation itself. Adopting this approach would not necessarily restrict 

participation to children with the disorder or condition under investigation. For example, 
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if a child is known to be at high risk for a condition and a study may produce knowledge 

essential to preventing the condition, it is reasonable to hold that such a child in principle 

could participate. This option would permit some research not allowable under the 

current regulations because children known to be at high risk might be eligible if the 

potential benefit to society and to them could be demonstrated. It also would disallow 

some research currently permissible under 406, namely any study posing a minor 

increase over minimal risk where future benefit to subjects is not anticipated.  

Each of these options could be pursued in multiple ways with various definitions 

of terms and concepts, such as ‘minimal risk’ and ‘future benefit,’ allowing and 

disallowing different types of research. To revise Subpart D and adopt an appropriate 

framework for research involving children, we must resolve three significant areas of 

debate. First, what level and types of risk, if any, may children be exposed to solely for 

research purposes, i.e., when there is no prospect of direct benefit? Second, what level 

and types of risk, if any, may children be exposed to primarily for research purposes, i.e., 

when the potential benefit is very remote or the only possible benefit to subjects is in the 

future? Third, what types of benefits to children are relevant in evaluating whether a 

study poses the prospect of present or future benefit. The Institute of Medicine (IOM, 

2004) report on pediatric research and an Office of Human Research Protections (OHRP, 

2001) report to Congress on Protections for Children in Research concluded that the 

regulations found in the Common Rule are appropriate; this suggests that problems 

associated with 406 are not yet widely recognized. The purpose of this paper is to 

motivate the need to abandon 406 as written and explore alternatives. It is essential to 
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recognize that discriminatory treatment of children with disorders or conditions built in to 

406 is unjustified.  
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