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Introduction

Informed consent is one of the primary ethical requirements governing research that involves human subjects.  The concepts of informed decision-making and that of voluntary participation are essential elements of the informed consent process.  To ensure an effective informed consent process, the consent form should express the realistic expectations of participation in the research study, avoiding inducement by raising false hopes.

Individuals must be given all of the relevant information about the research, in order to decide whether they wish to participate or continue to participate, in a research study.  The informed consent process should also include opportunities to allow potential participants to ask questions and to exchange information freely with the study staff.  Moreover, investigators have an ethical and contractual responsibility to keep research participants fully informed of any new information that may affect their willingness to continue to participate.  The consent document should therefore be the basis for a meaningful exchange between the investigator and the potential research participant.

Definitions:

Informed Consent is an individual’s voluntary agreement, based upon adequate knowledge and understanding of relevant information, to participate in research.  

Assent is an individual’s affirmative agreement to participate in research obtained in conjunction with permission form the individual’s parents or legally authorized representative.  Failure to object to participation in research cannot be construed as assent.

Minor is an individual who has not attained the legal age for consent to activities or procedures involved in research, under applicable law of the jurisdiction in which the research is being conducted.  In Ohio, the legal age for consent is 18 years of age.

Legally Authorized Representative is an individual, judicial, or other body authorized under applicable law to grant permission on behalf of a prospective participant for their participation in research activities.  In Ohio a legal guardian is defined as “any person, association, or corporation appointed by the probate court to have the care and management of the person, the estate, or both of an incompetent or minor.”  Without court action, spouses, family members and people that have a close association with the individual, are not recognized as legally authorized representatives.  In addition, the existence of Advanced Directives for health care does not constitute a legally authorized representative.

Guardian Ad Litem is a person appointed by the court to look out for the best interests of a child during the course of legal proceedings.
Health Care Decision-Maker is, in the case of an incompetent individual or an individual who lacks decision-making capacity, the individual’s health care decision-maker designated in order of preference as one of the following: the individual’s court appointed legal guardian with health care decision-making authority (e.g., power of attorney), the individual’s health care agent as specified in an advance directive, or the individual’s surrogate health care decision-maker.

Incompetence is a legal term meaning the inability to manage one’s own affairs.  This refers to a person who is unable to understand information, to appreciate the consequences of acting or not acting on that information, and who is unable to make a choice.

Phase 1 studies are usually conducted in healthy volunteers; however, for more toxic drugs they are often done in patients who do not have any other approved or investigational treatment options.  The goal is to determine what the most frequent side effects and, in some studies, how the drug is metabolized and excreted.  The number of subjects typically ranges from 20 to 80.  Treatment effects are not part of the assessment in phase 1 studies.

Phase 2 studies begin if Phase 1 studies don't reveal unacceptable toxicity.  While the emphasis in Phase 1 is on safety, the emphasis in Phase 2 is on effectiveness.  This phase aims to obtain preliminary data on whether the drug works in people who have a certain disease or condition.  For controlled trials, patients receiving the drug are compared with similar patients receiving a placebo or a different drug.  Safety continues to be evaluated, and short-term side effects are studied.  Typically, the number of subjects in Phase 2 studies ranges from a few dozen to about 300.

Phase 3 studies begin if evidence of effectiveness is shown in Phase 2.  These studies gather more information about safety and effectiveness, studying different populations and different dosages and using the drug in combination with other drugs.  The number of subjects usually ranges from several hundred to about 3,000 people.

Phase 4 studies occur after a drug is approved.  They may explore such areas as new uses or new populations, long-term effects, and how participants respond to different dosages.

Deception Research is when participants are intentionally misinformed or information is purposely held, as part of the research design.

Policy:

The UHC Informed Consent Policy is based upon the essential principles established in the Belmont Report: respect of persons, beneficence, and justice, and is in accordance with both the Department of Health and Human Services (45 CFR 46.116) and the Food and Drug Administration (21 CFR 50.20).  It is the policy of the IRB to assure that for research involving human subjects, provisions are made to obtain legally authorized informed consent from each prospective subject or legally authorized representative.  However, the IRB may grant a waiver of informed consent if conditions presented are in accordance with the requirements for a waiver or alteration of informed consent.  Any such waiver or alteration must be consistent with applicable Federal and Ohio state laws and regulations.

The IRB also requires that documentation of informed consent be obtained from all participants unless alternate procedures are approved by the IRB.  The IRB will review all informed consent documents to assure the adequacy of the information contained in the consent document and adherence to Federal regulations regarding the required elements of informed consent.

All approved informed consent forms must have the UHC IRB stamp, and contain the UHC protocol number and the consent expiration date.  The IRB requires that the most recently approved and non-expired consent documents be used when obtaining consent from participants.

For multiple page consent forms, the heading, title of protocol and page numbers must appear on all pages.  The UHC standard research consent language must also be included at the end of the consent unless waived (45 CFR 46.116(d)) or altered by the IRB.  The standard consent language is available at the IRB website.

Suggested wording and organization for consent forms is contained in the IRB Consent Language Tutorial.

A) General requirements

The IRB requires that all informed consent documents include the eight basic elements of informed consent listed below (45 CFR 46.116(a) and 21 CFR 50.25(a)).  The IRB may also require any or all of the six additional elements of informed consent (45 CFR 46.116(b) and 21 CFR 50.25(b)), depending on the nature of the research.

There may not be discrepancies within the informed consent documents, the IRB application, the sponsor’s or investigator’s protocol, the investigator’s brochure, the grant and/or the contract regarding the purpose, risks, and benefits of the research.  The Informed Consent document must be in a language understandable to the subject or the subject’s legally authorized representative (45 CFR 46.116 and 21 CFR 50.25).  Verbal or telephone consent is not acceptable unless the IRB has specifically waived the requirement for a written consent (45 CFR 46.11(c)).  Consent must be obtained before initiation of any study procedures unless delayed consent is approved by the Board.

The investigator must provide a detailed description of the intended method for obtaining informed consent in the protocol.  All informed consent documents (full written documents, oral scripts, assent forms, and genetic or healthcare surrogate consent forms) must be submitted for review and approval by the IRB prior to use.  Any changes in the informed consent documents must be submitted as an amendment to the IRB for review and approval prior to use.

The IRB requires that all informed consent documents are reviewed and approved by the IRB and that consent documents include the eight basic elements of informed consent listed below, as stated under 45 CFR 46.116(a) and 21 CFR 50.25(a).  The IRB may also require any or all of the six additional elements of informed consent (45 CFR 46.116(b) and 21 CFR 50.25(b)), depending on the nature of the research.

1) Eight Basic Elements of Informed Consent 

a) Research Statement

The research statement must include the following:

· A statement that the study involves research

· An explanation of the purposes of the research

· An explanation of the expected duration of subjects’ participation

· A description of what procedures are involved

· Identification of procedures that are experimental

It is important to explicitly state that the individual is being asked to participate in a research study so as to clearly differentiate (i) the relationship between patient-physician from the relationship between the participant-investigator; and (ii) informed consent for participation in research from the informed consent for invasive clinical treatment procedures.

b) Risks and Discomforts

A description of any foreseeable risks or discomforts to subjects.

c) Benefits

A description of any benefits to the participant or others that may reasonably be expected from the research.  A Presumed positive outcome of a trial is not a benefit.  

d) Alternatives

A disclosure of appropriate alternative procedures or courses of treatment, if any, including those that might be advantageous to the subject.

e) Confidentiality

A statement describing the extent, if any, to which confidentiality of the records identifying the subjects will be maintained.  When applicable, indicate that the FDA may inspect the records to verify information submitted or if there is reason to believe that the records do not represent the actual cases studied or results obtained.
f) Compensation

Research involving more than minimal risk must include an explanation as to whether compensation for medical treatment will be available if injury occurs and, if so, what it will consist of, or where further information may be obtained.

g) Contact Person

An explanation of whom to contact for answers to pertinent questions about the research and research subjects’ rights, and whom to contact in the event of a research-related injury to subjects (the study investigator and the UHC Chief Medical Officer).

h) Voluntary Participation and Right to Withdraw

A statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which the subject is otherwise entitled and the subject may discontinue participation at any time without penalty or loss of benefits to which the subject is otherwise entitled. 
2) Six Additional Elements of Informed Consent

While many of the additional elements of informed consent are included in the standard template for consent documents and are required for most studies, others are required for interventional studies depending upon the nature of the intervention. Where the risks of the intervention are not well known, there may be unknown risks to the subject or a developing fetus, and this should be stated. Where subjects are receiving a therapeutic intervention and their participation may be terminated or they may withdraw from participation, the consent form should include the procedure for stopping the study medication and disposition of the subject. This may include procedures such as a returning for a final study visit, returning unused study medications, and being referred back to their primary care physician for ongoing care for their medical condition. 

When appropriate these additional elements may apply:
a) Pregnancy Risks

A statement that addresses whether a particular treatment or procedure may involve risks which are currently unforeseeable to the subject, or to the embryo or fetus, if the subject is or becomes pregnant.

b) Termination of Participation

Anticipated circumstances under which the subject’s participation may be terminated by the investigator without regard to the subjects consent.

c) Costs

Any additional costs to the subjects that may result from participation in the research.

d) Consequences of Withdrawal

The consequences of a subject’s decision to withdraw from the research and procedures for orderly termination of participation by the subject.

e) New findings will be given to Subjects

A statement that significant new findings developed during the course of the research which may relate to the subjects willingness to continue participation will be provided to the subject.

f) Number of Participants

The approximate number of participants involved.

3) Additional Consent Requirements

a) No Exculpatory Language 

No informed consent, whether written or oral, may contain any exculpatory language through which the participant or their legal authorized representative is made to waive or appear to waive any of the participant’s legal rights, or releases or appears to release the investigator, the sponsor, the institution, or its agents from liability for negligence.

Examples of Acceptable Language:

· Tissue obtained from you in this research may be used to establish a cell line that could be patented and licensed.  There are no plans to provide financial compensation to you should this occur.

· By consenting to participate, you authorize the use of your bodily fluids and tissue samples for the research described above.

Examples of Unacceptable Exculpatory Language:

· By agreeing to this use, you should understand that you would give up all claims to personal benefit from commercial or other use of these substances.

· I voluntarily and freely donate any and all blood, urine, and tissue samples to the U.S. Government and hereby relinquish all right, title, and interest to said items.

· By consent to participate in this research, I give up any property rights I may have in bodily fluids or tissue samples obtained in the course of the research.

· I waive any possibility of compensation for injuries that I may receive as a result of participation in this research.

b) FDA Regulated Test Articles

For all research involving test articles regulated by the U.S. Food and Drug Administration (FDA), informed consent documents should include a statement that a purpose of the study includes an evaluation of the safety of the test article.  Statements that test articles are safe or statements that the safety has been established in other studies are not appropriate when the purpose of the study includes determination of safety.  In studies that also evaluate the effectiveness of the test article, informed consent documents should include that purpose, but should not contain claims of effectiveness.

c) No Unproven Claims of Effectiveness

No unproven claims of effectiveness or certainty of benefit, either implicit or explicit, may be included in the informed consent documents.

d) Phase I Studies  

Potential participants should be told, and a statement included in the purpose of the informed consent document, that Phase I studies are designed to determine safety, but not effectiveness.  They are also designed to determine toxicity, and severe toxicity is a planned event for a subset of participants, and direct benefit is both not intended and extremely unlikely.  In addition, the informed consent document should include an explicit statement that the dose administered is not chosen to maximize the chance of effect.

e) Phase II and Phase III Studies  

Potential participants should be told, and a statement included in the purpose of the informed consent document, that Phase II and III studies are designed to determine both safety and effectiveness.

4) UHC IRB Consent Requirements 

a) UHC Standard Research Consent Language

It is the requirement of the IRB that the Standard Research Consent Language be included in all written consent forms unless specifically waived by the IRB.  The only modification allowed to the standard language is the deletion of the “If this is a treatment study…” sentence if the research is not a treatment study.

b) Remuneration

If there is remunerated for participation the details must be included in the consent form.  Remuneration includes both reimbursement for expenses and incentives for time and discomfort (IRB Policy, Remuneration of Subjects). 

c) Compensation

Included in the standard paragraph is the obligation of the investigator to direct a research subject experiencing physical injury or illness as a result of participating in a study to appropriate medical care.  If compensation for injury is available from the study sponsor this should be explained in the body of the consent form.  

d) Signature Section

The signature section of the UHC Standard Research Consent Language has signature blocks for the following study categories: competent adults; combined adults and children/or legally incompetent adults; minors (45 CFR 46.404 and 45 CFR 46.405); and minors (45 CFR 46.406).  The person obtaining consent must both sign and print his or her name.  If the principal investigator does not obtain consent he or she must confirm the eligibility of the subject and verify that consent was obtained by signing and dating the consent form within one month of when consent was obtained.

e) No Omission of Required Elements unless Waiver Approved 

The investigator must indicate on the New Protocol Checklist (N) the type of consent used with the study including whether a waiver of consent is being requested, and the assent plan for minors (if applicable).  Required elements of informed consent may not be omitted unless waived by the IRB.  Requests for waivers need to be justified in the protocol.

f) Use of First or Second Person Language  

The language of the consent documents should be consistent throughout with the use of either the first (i.e., “I, me, my”) or second person or “(i.e., you, your”) pronoun.  The UHC strongly encourages the use of second person; however, first person consent forms are allowed.

g) Language Level

Informed consent documents must be written in language that is at the appropriate reading and comprehension level for the targeted population.  The target language level for consent forms is 8th grade reading ability.  The IRB encourages investigators to use the IRB Consent Language Tutorial and Consent Template documents when developing consent documents.  

h) No Complex Technical Language

The informed consent documents must be in lay language and should not include complex language that would not be understandable to all participants.  Technical and scientific terms should be adequately explained using common or lay terminology.  The IRB discourages the use of lists of medical terms followed by the lay term (e.g., syncope (fainting), rhinorrhea (runny nose)) and prefers the use of only the lay term.  Generic names are preferable when describing pharmaceuticals unless the brand name is more commonly known and understood.  Regardless of which name is preferred, it should be used consistently throughout the informed consent documents.  Devices and procedures should also be described consistently throughout the documents and explained in simple language.  The IRB allows the use of selected medical terminology when the study population has a chronic illness that would create familiarity with the terms (e.g., “pulmonary function tests” in a consent form for individuals with cystic fibrosis; “EEG” in a consent form for individuals with a chronic seizure disorder).

B) Waiver or Alteration of Informed Consent Requirements

The Common Rule permits an IRB to approve a consent procedure that eliminates or alters the required elements of informed consent, or to waive the requirement to obtain informed consent altogether. Alteration or Waiver of Informed Consent is defined as a variation from the traditional informed consent process. However, this process still includes a considerate and thorough discussion of the study with the subject and verification that the subject understands the study and will participate voluntarily. Under the Common Rule (45 CFR 46.116(d)(1-4), IRBs have the authority to alter or waive the requirement for informed consent of subjects In order to approve such a waiver or alteration, the IRB must find and document the following:

· The research involves no more than minimal risk to the subjects;

· The waiver or alteration will not adversely affect the rights and welfare of the subjects; 

· The research could not practicably be carried out without the waiver or alteration; and 

· Whenever appropriate, the subjects will be provided with additional pertinent information after participation.

However, the FDA (21 CFR 50.24) requires that investigators obtain informed consent from all subjects with the exception of emergency research (i.e.; persons with life-threatening conditions who can neither give informed consent nor actively refuse enrollment). 

For research not subject to FDA regulations, the IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth in this section, or waive the requirements to obtain informed consent provided the IRB finds and documents that the regulatory requirements in 45 CFR 46.116(c) are satisfied: 

· The research or demonstration project is to be conducted by or subject to the approval of state or local government officials and is designed to study, evaluate, or otherwise examine 
· public benefit or service programs; 
· procedures for obtaining benefits or services under those programs; 
· possible changes in or alternatives to those programs or procedures; or 

· possible changes in methods or levels of payment for benefits or services under those programs; and 

·  The research could not practicably be carried out without the waiver or alteration. 

These findings and their justifications must be clearly documented in the meeting minutes when the IRB approves the waiver provision.  This waiver provision is not applicable to research governed by FDA regulations, and the IRB will not approve such alterations or waivers for FDA-regulated research.

The IRB may allow the alteration of informed consent in research involving no more than minimal risk which can only be conducted when subjects are less than fully informed and the missing information does not increase subject risk (e.g. behavioral studies).  In these situations the IRB may determine that consent which does not follow the regulatory requirements, can be obtained for initial enrollment, however on completion of the research or after participation, each subject must be informed of the true nature of the study and be offered the ability to decline participation.  The records must document why the IRB judged that each criterion listed under 45 CFR 46.116(d) was met for the protocol.  It is the policy of the IRB that any research that includes participant deception will not be eligible for expedited review.  

C) Waiver of Signed Written Consent (Documentation of informed consent)

If the IRB waives documentation of informed consent, the investigator may still need to obtain informed consent from the study participant, but will not document the circumstance of that consent on paper (i.e.; verbal consent).  An IRB may waive the requirement for the investigator to obtain a signed consent form for some or all participants (45 CFR 46.117(c)) if the IRB finds either:

· That the only record linking the participant and the research would be the consent document and the principal risk would be potential harm resulting from a breach of confidentiality.  NOTE: When the IRB waives the requirement for documentation under this condition, each participant must be asked whether the participant wants documentation linking the participant with the research, and the participant’s wishes will govern. 45 CFR 46 117(c)(1); or 

· That the research presents no more than minimal risk or harm to the participants and involves no procedures for which written consent is normally required outside of the research context (45 CFR 46 117(c)(2) and 21 CFR 56.109(c)(1)).

When the IRB waives the requirement to obtain written documentation of the consent process, the IRB will review a written description of the information that will be provided to participants and consider whether to require the investigator to provide participants with a written statement regarding the research.

The FDA does permit waiver of documentation of informed consent in studies involving minimal risk of harm to subjects and involves no procedures for which written consent is generally required outside of the research environment 21 CFR 56.109(c)(1)).

When a Board approves a protocol and waives the requirements for obtaining a signed informed consent document, the meeting minutes must document the required regulatory determinations made by the Board in accordance with 45 CFR 46.117(c) as well as including the protocol-specific information for the justification of the waiver. 

D) Investigator Responsibilities for Obtaining Consent

The principal investigator for an IRB-approved study is ultimately responsible for the conduct of the study including the entire informed consent process and the instruction and oversight of individuals who may be involved in this process.  

· Informed Consent must be obtained from a human subject or their legally authorized representative (i.e.; parents, court appointed guardian, or legally authorized representatives of those unable to give consent due to minor age, physical incapacity or mental incompetence) and assent, when possible, from subjects who cannot give consent (i.e.; children seven years of age or older) prior to conducting the research. The principal/responsible investigator is held accountable to guarantee that informed consent is obtained from every subject according to his/her approved IRB protocol. 

· Open communication between the subject and the person obtaining consent is vital. T
his includes a thorough explanation of the purpose of the research project, the procedures to be followed, the risks and possible benefits in participating in the study.  Therefore, the subject or their legally authorized representative should indicate that an appropriate discussion has taken place and open communication will continue to occur throughout the study.

· Subjects who are patients and asked to participate in a diagnostic or therapeutic trial should be notified of any alternative choices for diagnosis or treatment.  If the study includes randomized treatment and the use of a placebo, the information needs to be disclosed to the subject and included in the consent form. The person obtaining consent must not withhold any information from the subject that might influence the decision, nor make promises of beneficial results yet to be proven. 

· The informed consent process must minimize the possibility of coercion or undue influence.  

The principal investigator does not have to obtain consent personally.  A co-investigator or other individual listed on the New Protocol Checklist (N) (or added to the study by an amendment) may obtain consent from potential study participants.  All persons who will be obtaining consent must have achieved certification in human subjects’ protections.  Individuals obtaining consent must be knowledgeable about the study and capable of answering study-related questions posed by participants.  If the principal investigator does not obtain consent, he or she must confirm the eligibility of the subject by signing and dating the consent form with one month of consent being obtained.

Informed consent must be obtained under circumstances that gives the individual sufficient opportunity to consider whether to participate in the research study, and that minimizes possible coercion or undue influence.  This includes providing the participants or his or her legally authorized representative adequate time to read the consent, ask questions, and consider the risks and/or benefits to participation in the research study prior to obtaining their signature.

Informed consent to participate in a research study should be sought at a time separate from obtaining informed consent for procedures performed for the medical management of the participants.

It is the principal investigator’s responsibility to assure that the informed consent process is an ongoing exchange of information between the research team and the study participant throughout the course of a research study.  Informed consent is a continuous process of communication and acknowledgement over time, not just a signed document.

A copy of the currently approved and IRB date-stamped informed consent documents must be given to the participant or his or her legally authorized representative.  If an unsigned copy is given to the participant it must be an exact copy of the signed consent form.

Any revisions to the informed consent process or documents will be submitted to the IRB for review and approval as presented in the amendment policy (IRB Policy, Protocol Amendments
E) Documentation of Informed Consent

In order to approve research, the IRB must determine that informed consent will be documented in writing unless documentation can be waived in accordance with the Common rule (45 CFR 46.117) and FDA regulations (21 CFR 50.27).  Documentation of written informed consent must be obtained as a standard written informed consent that embodies the elements of informed consent required by 45 CFR 46.116 and 21 CFR 50.25 and which is signed and dated by the subject or his/her legally authorized representative.
The IRB must review and approve all consent documents (long form, short form, written summaries, and other related materials) prior to subject consent and enrollment.  It is also required as part of IRB policy that the investigator give either the participant or the representative adequate opportunity to read consent materials prior to signing them.  

1) Standard Consent Form Document  

This form may be read to the participant or the participant’s legally authorized representative however the investigator must give either the participant or the representative the adequate opportunity to read it before it is signed (45 CFR 46.117(b)(1)) and dated.  The subject or the subject’s legally authorized representative must sign the document and a copy must be given to the person signing the document.  For complex studies the IRB strongly encourages giving the consent documents to the potential subject several days in advance of the time he or she will be asked to sign the consent form.

In the unusual situation were a subject cannot read a consent form (illiterate, blind) permission may also be documented through use of a document which states that the elements of informed consent 45 CFR 46.116 have been presented orally to the participant or the participant’s legally authorized representative.  When this method is used, there must be a witness to the oral presentation.  Also, if the consent form is not read to the individual the IRB must approve a written summary of what is to be said to the participant or the representative.  The witness signs and dates both the document and a copy of the consent or summary, and the person obtaining consent shall sign a copy of the summary (45 CFR 46.117(b)(2) and 21 CFR 50.27(b)(2)).  A copy of the consent or summary shall be given to the participant or the representative, in addition to a copy of the document.  The consent or summary and document must be in a language which is understandable to the subject.

For treatment studies a copy of the informed consent document must be included in the participant’s medical record.  The principal investigator must retain the original signed informed consent document in his or her research records for 5 years after the completion of the study.  

2) Use of Fax or Mail to Document Informed Consent

For minimal risk studies (e.g., studies involving questionnaires, surveys) the IRB may approve a process that allows the informed consent document to be given to the potential subject by facsimile or mail.  The person obtaining consent can conduct the consent interview by telephone with a third-party listening to witness the consent.  The cover letter accompanying the mailed consent document and survey or questionnaire materials must clearly address this telephone interaction.  Signed consent forms can be returned by mail and if the consent form is not returned, the data for the subject are destroyed.

3) Waiver of Written Consent

If the IRB has waived written consent for a protocol an information sheet or script for verbal use that describes the research is required and must be approved by the IRB.  If practical, a notation should be made in the subjects study record that there was a positive response to the presented information.  For additional information see the section on Consent for Special Categories of Studies.   

4) Non-English Speaking Participants 

Participants who do not speak English must be given an informed consent document written in a language understandable to them.  Translated consent documents for populations that are non-English speaking must be submitted for review and approved by the IRB.  The principal investigator must provide the qualifications of the individual or the service that was used to translate the informed consent documents.  The principal investigator may wish to delay translating the consent documents until IRB has granted approval for the English version to avoid extra translation costs.

When informed consent is obtained from non-English speaking participants using a translated consent form all the following must be done:

· The oral presentation must be provided by the IRB in a language understandable to the participant.

· A translator who is fluent in both English and the language of the participant must be present if the person obtaining consent does not speak the language of the participant.
· The consent document must be signed and dated by the participant or the participant’s legally authorized representative (unless the IRB has waived written consent).

· The consent document must be signed and dated by the person obtaining consent and, if the person obtaining consent does not speak the participant’s language, by the translator.

5) Documentation of Informed Consent in Participants Records

The person obtaining consent should document the consent process in the participant’s medical record or the participant’s research record.  This may include:

· How consent was obtained.

· The participant’s level of comprehension (did they appear to understand, did they ask questions, were they able to reiterate the main purpose of the study, procedures, risks, etc.).

· The participant’s decision-making capacity at the time of consent (were they alert and oriented).

· The time given for the participant to consider the research and whether others were involved in the decision-making.

· Identify who was present during the consenting process.

6) Obtaining Consent for Minors to Participate in Research

For children who are potential research subjects it is the responsibility of the principal investigator and the study team to determine who is the legal guardian.  This may be the biological parent(s), a relative, adoptive parents, or a social agency (city, county, or state).  In cases where the guardian is not the biological parent(s), it is important that guardianship was established by a court and is not just based on informal agreements by the parents or current living arrangements (e.g., a child living with an aunt does not make the aunt the legal guardian for signing research consent unless the arrangement has been approved by a court).  

Children who have had custody taken by a social agency, or are in foster care, are wards of the State.  Although foster parents have the authority to sign consent for urgent medical treatment for their wards, they do not have the authority to sign consent for research protocols.  For studies that are greater than minimal risk, permission for a foster child to participate must be given by the State and would usually require the appointment of a guardian ad litem and a hearing in a court.  Investigators who are studying conditions that have an increased frequency in foster children (e.g., aids, child abuse) are encouraged to develop a plan for including children in foster care in the protocol.  This is especially true for treatment protocols where non-research treatment alternatives are inferior or not available.  This is consistent with the Belmont Report expectation for equipoise in selecting research subjects.

In approving research involving minors, the IRB must determine that adequate provisions are made for soliciting the permission of each child’s parents or guardian (46.408(b)). When parental permission is to be obtained, the IRB may find that the permission of one parent is sufficient for research determined to be not involving greater than minimal risk (46.404); or research involving greater than minimal risk but presenting the prospect of direct benefit to the individual subjects under 46.405. Research determined by the IRB to be greater than minimal risk and with no prospect of direct benefit under 46.406; or research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate a serious problem affecting the health or welfare of children (46.407), the permission of both parents must be obtained, unless one parent is deceased, unknown, incompetent, or not reasonably available, or when only one parent has legal responsibility for the care and custody of the child.
7) Minors who become Adults during the Study

If the research involves minors (age <18 years) who will continue to undergo research interventions (including the collection of identifiable private information) after they become adults, the IRB research protocol should address how consent for continued participation in the research study will be obtained from these individuals at the time they reach adult status (IRB Policy, Re-consenting Subjects).

8) Decisionally Impaired Subjects

For research studies in which the nature of the subject population is such that an individual may not be capable of initially providing direct consent for study participation but may recover adequate decision-making capability for direct consent at a later time, the IRB research protocol/informed consent document must address a mechanism whereby direct consent for continued participation in the research study will be obtained from the individual at the time he/she regains adequate decision-making capability (IRB Policy, Decisionally Impaired Research Subjects and IRB Policy, Re-consenting Subjects).

F) IRB Responsibilities

For protocols presented to at Board meetings the primary and secondary reviewers review the planned research activities to assure that the informed consent document is congruent with the IRB application, investigator’s brochure, sponsor’s or investigator’s protocol, grant and/or contract, and contains the necessary elements of informed consent as required by the Federal regulations.  When reviewing the informed consent document, the reviewers may request revisions to the content, language, punctuation, and/or grammar to allow the intended target population to clearly understand the proposed research activities and make an informed decision on whether to participate in the research.

The IRB considers the following points when assessing the methods for obtaining informed consent: 

1. The IRB considers the nature of the proposed subject population, the type of information to be conveyed, and the circumstances under which the consent process will take place (e.g., manner, timing, place, personnel involved):

• Who will be explaining the research to potential subjects? Should the principal investigator or physician co-investigators be required to obtain consent? Should someone in addition to or other than the investigator be present (e.g., subject advocate)? 

• Does the investigator serve a dual role that may pose a conflict of interest? 

• Will the consent process take place under conditions most likely to provide potential subjects an opportunity to make a decision about participation without undue pressure? 

• Is the language and presentation of the information to be conveyed appropriate to the subject population, taking into consideration the reading level, use of complex sentence structure and use of technical terms as well as the need for translation into languages other than English? 

• Do the consent documents describe the study design (including plans for   randomization, use of placebos, and the probability that the subject will receive a given treatment) and conditions for breaking the code (if the study is masked)? 

• Do the consent documents describe the risks and benefits of each of the proposed interventions and alternative courses of action available to the participants? 

• Do the consent documents clearly describe the extent to which participation in the study precludes other therapeutic interventions? 

2. All elements of consent as required by the Federal regulations, as well as additional elements are incorporated into the documents. The informed consent tutorial must be used as it provides guidance on the required elements.
3. Provisions have been made if the study is to include non-English speaking participants and the translated documents have been verified to be in a language understandable to the participant.

4. The IRB must assure that provisions for the use of consent surrogates are reviewed for appropriateness.

5. The IRB must assure that studies that include banked genetic samples are reviewed for appropriateness.

6. The IRB must verify that the informed consent documents are congruent with the study protocol and IRB application.  If not, the IRB will request revisions prior to granting final approval.

7. The IRB must assure that the written language is in lay terms with correct grammar, spelling, and punctuation for readability and understanding.

The IRB must review all amendments to the informed consent process or documentation.  If the requested amendments change the risk/benefit ratio, the review must be conducted by the Board and a determination of the necessity of re-consenting participants must also be made.

When the research includes minors (children less than 18 years of age), the IRB must determine whether assent is required, for what ages assent is required, and how assent is to be documented.

Decisions to waive documentation of informed consent must be clearly documented in the protocol submission and IRB minutes. 
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