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Recommendation 5.  The approval of research under Subpart A requires an IRB to determine “that risks to subjects are reasonable in relation to anticipated benefits, if any, to subjects, and the importance of the knowledge that may reasonably be expected to result.” This regulatory language gives IRBs wide latitude in deciding when research offers a reasonable balance of risks to benefits, including circumstances when the benefits are in the form of scientific knowledge alone.  Currently, no formal guidance addresses how IRBs are to interpret this criterion either for prospective research participants who have the capacity to consent, or those who do not.  When a prospective participant has capacity, the process of informed consent respects the individual’s autonomy and affords him or her additional protection. 

Individuals who lack consent capacity, in contrast, are limited in expressing or unable to express their wishes.  Consent provided on their behalf by a legally authorized representative (LAR) will only, and to a varying degree, approximate consent by the subject and may not provide equivalent protections.  The criterion of reasonable risk is one that must reflect the non-equivalence of consent by the LAR, more so when the risks of research are greater and for research which does not offer a significant prospect of direct benefit.  

When reviewing research with individuals with impaired consent capacity and with those who lack consent capacity, the IRB should consider the following: 

a. The determination that the relationship of risks to benefits is reasonable requires a careful analysis by the IRB of several continuous variables, including the degree to which the research:  introduces risk, presents a risk/benefit profile which departs from standard care, offers a prospect of benefit available only in the research, will yield knowledge that will benefit others, and the extent to which informed consent by an LAR can be considered equivalent to the research participants.  

b. In weighing risks and benefits, IRBs and investigators should be especially mindful of the nature of the decision that the LAR will be asked to make.  When a research participant is not providing informed consent, an important consideration relates to the degree to which the participant will be exposed to risks when the research provides him or her with no direct benefit but could serve to benefit others.  

c. IRBs and investigators should recognize that different categories of LARs will stand in different relationships to the research participant and may not equally well fulfill the ethical requirements of informed consent. 

d. Therefore, compared to research with individuals with consent capacity, it may be appropriate for an IRB to establish a lower threshold for allowable risk and require a more favorable risk/benefit ratio as a requirement for approval.  This will serve to provide necessary additional protections.
  It may be appropriate for an IRB to employ its standard risk-benefit considerations for studies that offers little or no prospect of direct benefit when the assessed risk of harm, discomfort or inconvenience is low.  

e. IRBs should undertake a careful analysis of the anticipated direct benefits of research participation.  The following should be considered: 

(i) Participation in research can serve to benefit the participant by offering assessment, diagnosis, treatment, or other (e.g., psychological, behavioral, interpersonal, or social) interventions or enhancements.  

(ii) In terms of the prospect of direct benefit, studies will vary from one another along a number of dimensions.  These include the likelihood of direct personal benefit, the value of these benefits in relation to the same or similar benefits that exist outside the research,
 and the extent to which subgroups of participants are not expected to benefit.
 

(iii) Financial compensation is not ordinarily considered a benefit of participation by IRBs in their risk/benefit analysis.  

f. When the research involves risk at the higher end of the spectrum, IRB review should consider who will be consenting on behalf of the participants who lack consent capacity.  The relationship of the prospective participant to the LAR and the responsibilities of the LAR will vary considerably based on the category of LAR, the individuals involved, and the research decision at hand.  LARs will differ in whether they otherwise have been entrusted to make decisions on behalf of the prospective participants, in the extent to which they are familiar with the their wishes and attitudes, and in their ability to make a decision in the best interest of the participants.  Specifically,

(i) The LAR for an incapable adult may have little or no experience in the required role and will have varying degrees of kinship or familiarity with prospective participants or their wishes with regard to research participation.

(ii) Some LARs may be appointed in advance by individuals to consent to research on their behalf; the subjects may have provided varying degrees of authority for the LAR, and enumerated their wishes, interests and instructions with different degrees of specificity.  

(iii) LARs appointed through legally defined hierarchies for health decision-making or by a health care proxy or equivalent, are permitted to make decisions related to healthcare and, according to OHRP interpretation and barring state law to the contrary, by extension, to certain categories of research.

(iv) In the context of the an individual’s acute illness or chronic disability, next-of-kin or other caregivers may themselves evidence compromised ability to make a research decision. 

(v) Some prospective research participants, for example, those with severe developmental disabilities, may never have been able to express wishes or attitudes with regard to research and altruistic behavior in general.

(vi) In some instances, an institution or government body may be authorized by law to provide consent for an incapable adult.

g. A careful consideration of the LAR’s role in the consent process becomes increasingly important for research assessed as falling at the upper end of a continuum of risk and at the lower end of the direct benefit spectrum. For example:

(i) For certain types of research or research risk, an IRB may specify that only certain categories of surrogates may provide consent,
 for example, those specified by advanced directives.  In other cases, approval may require that consent be provided by LARs with closer kinship, those more familiar with the participants, and those who have already been in a care-giving relationship to them.  

(ii) An IRB may require investigators and/or independent monitors to assess the ability of LARs to perform necessary duties.

(iii) An IRB may require that LARs be educated as to their roles and responsibilities during consent and, where applicable, throughout the course of the study.

(iv) An IRB may choose to limit or prohibit consent for certain categories of research by government or institutional authorities, require independent review, or put in place other safeguards.

h. In addition to the guidelines for subject selection specified previously, IRBs should develop written policies and procedures that define and limit research risk:

(i) Risk assessments by the IRB and investigator should carefully address the unique susceptibilities of the research participant to risk, the environment of the research and its impact on risk, and procedures to minimize risk. 
(ii) IRBs will ordinarily establish a lower threshold for acceptable risk in studies in which consent is provided by an LAR than in studies in which consent is provided by the participant him or herself.  Standards for upper limits of allowable risk should be developed and applied. IRBs developing these standards should consider the following: 
(a) In general, when the research offers little or no prospect of direct benefit, the probability and magnitude of harm or discomfort anticipated in the in the research (including, but not limited to, harm to physical, psychological, social or economic well-being and harms to dignity) should involve no more than a minor increase over minimal risk. 

(b) In exceptional circumstances, an IRB may consider the approval of research which offers little or no prospect of direct benefit and in which the risk of harm or discomfort anticipated in the research is moderate in terms of probability and magnitude.  In such cases, the research must include safeguards appropriate to this degree of risk.  Furthermore, the research must be of vital importance in the understanding, prevention or alleviation of a serious problem affecting the health or welfare of the study population.  
(c) When the research offers little or no prospect of direct benefit, research participants should never be exposed to significant risk of irreversible harm.  
� 45CFR46.111(2) recognizes that some research is anticipated to provide little or no direct benefit to research participants but is anticipated to yield important scientific knowledge.  It respects individual autonomy in allowing, within limits, for participants to assume the risks of research participation for altruistic or other reasons, even when the research offers no, or little, personal benefit.  The limits (imposed by the IRB) relate to the requirement that IRBs weigh anticipated risks to research participants against anticipated benefits to society and determine what is “reasonable.”  In effect, in the interest of protecting research participants from research risk, the IRB decides when the relation of risk to scientific benefit is such that even an individual who is willing to participate should not be permitted to do so.  When an individual’s autonomy is compromised, the IRB will ordinarily recognize a greater need to protect the that individual and establish a lower threshold of reasonable risk.  There are, of course, circumstances in which it may not be necessary or appropriate for an IRB to alter its risk benefit analysis, for example, when all prospective participants have indicated by way of advance directives their willingness to participate in research of the sort under consideration, or when they suffer from otherwise untreatable and serious conditions.


� For example, a complex set of considerations arise in treatment research when standard approaches to care or commonly employed therapies are not “of proven efficacy.”  Enrollment in such research may therefore mean that the participant is forgoing routine—albeit untested—care in the interest of science.  Other problems are posed by studies involving therapies that offer at best transient improvement for chronic conditions.  Finally, and perhaps most complex, is when effective treatments exist but are not provided in the community or are not accessible for reasons of cost.  


� A study of an intervention may offer unique benefit to some participants, but little or less value to participants who have previously failed the same or similar interventions, have not availed themselves of existing standard interventions, or are tolerating existing approaches.  An IRB may determine that it is appropriate to approve the study for some participants, but not others, thereby optimizing benefit and reducing risk.


� For example, if allowable under local law, patients with mild cognitive impairment recruited for a longitudinal study may appoint individuals to make decisions for them—assuming they retain the capacity to do so—if or when they lose consent capacity.  They may also specify their interest in taking part in a research project or category of research.  An IRB may determine that research that is otherwise not approvable (higher risk research with no direct benefit) is approvable when such LARs are available.
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