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 4     Informed Consent Requirements                      
The purpose of this section is to assist the investigator by providing guidance on how to obtain valid informed consent from potential research subjects.  The informed consent process is fundamental to ensuring the continuous and adequate disclosure of research related risks and benefits.  Written informed consent is also required by federal regulations and State law.
The Process of Informed Consent
In the past, it was generally accepted that written informed consent, obtained at a single contact between an investigator and a subject, was sufficient to meet legal and ethical obligations to patients and research subjects.  This view was abandoned in the 1970s.  Informed consent is now understood as an ongoing process which starts with the initial presentation of a research activity to a prospective subject by the investigator and continues through the research activity until the subject ends his/her participation or the study closes.

Research subjects are rarely aware of research activities prior to an initial presentation by the principal investigator or a member of the principal investigator’s study team.  The initial phase of consent requesting participation in a research activity commonly begins with the first contact between the subject and the investigator.  Many subjects make their decision regarding whether to participate in research during the initial contact.  As a result the greatest potential for misunderstanding exists in the initial consent process.  Researchers are encouraged to provide sufficient time for a potential subject to reflect on the nature of participation during the important initial presentation of a research activity.  When subjects are presented with numerous research and clinical options, the consent process should include a clear description of the possible ramifications resulting from each option presented.  The presentation should not include specific “leading” information about whether to participate in any particular project.
By providing a potential subject with understandable information in an initial session regarding complex research issues, potential subjects will have an improved comprehension of the elements within the consent form and provide a more informed consent for participation in the research.

The second step in the consent process is the presentation of the consent form to subjects.  The investigator should separate the research consent form from other clinical information or hospital admission forms.  Subjects should not be asked to sign hospital admission paperwork or hospital consent documents for clinically indicated procedures at the same time as the presentation of the research consent form.

A member of the study team should ensure that the subject reads the consent form.  After the subject reads the consent form, the member of the study team should ask the subject if he/she understands the information contained in the form.  In situations where the ability of the subject to understand the form is in question, for example, the form includes complex scientific information or the subject is possibly educationally or mentally challenged, the member of the study team may wish to ask questions of the subject to ensure an understanding of the basic elements of the consent form.  In performing an assessment of the subject’s comprehension of the consent form, an investigator should request that the subject indicate the risks of participation, how the subject may withdraw, and what alternatives exist to participation in the study.  The decision-making capacity of subjects with psychiatric disorders or cognitive deficits (such as dementia) should be evaluated by a practitioner not otherwise affiliated with the research.  (Please see, “Determining Decision-Making Capacity”, in this Chapter.)

All efforts should be made to offer potential subjects sufficient time to consider the information contained in the consent form.  The subject should be given an opportunity to take the consent form home and sign the form on a return visit or the subject may be left alone to discuss enrollment with family or friends.  If the individual decides to participate, he/she would sign the consent form. Authentication of this process must be demonstrated by affixing an original signature, date and time stamp. If the research involves more than minimal risk, the SHIRB may require a witness to document the process by also signing the form.

Communication between subject and investigator should embody aspects similar to those in a good patient-doctor relationship.  The discussion with the potential participant by the investigator or co-investigator should include the purpose of the research, the procedures to be followed, and the discomforts, risks and possible benefits, if any.  The signing of the consent document should signify that a thorough discussion has taken place and will continue to take place during the conduct of the study.

Patients being asked to participate in diagnostic or therapeutic trials should be informed of any alternative choices for diagnosis or treatment.  All subjects should know if their treatment is to be determined by random selection and if placebos are to be used.  No information should be withheld that might influence the decision, nor should there be promises of beneficial results.
Excerpt from Responsible Conduct of Human Studies

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

· 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 blinded)?

· 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?

The consent process does not end with the signing of a consent form.  Research is an ongoing process which involves the constant re-evaluation of current information and procedures.  Therefore, investigators are ethically obligated to keep subjects apprised of all issues related to their participation in the study.  For example, a sponsor may, during the course of a study, decide to supply a drug free-of-charge to subjects following their participation in the research.  The new information should be presented to research subjects in a written form and the subjects should be asked to sign a copy of the form or to sign a revised consent form.  Likewise, adverse events may occur during a research activity that would directly affect whether prospective or enrolled subjects would wish to continue in a particular research activity.  Subjects must also receive the new information as a part of the continuing consent process.  Investigators should note that the IRB requires IRB review and approval prior to an investigator providing subjects with new research information.
Information may also arise regarding the study which should be shared with previously enrolled subjects after their completion of the study, or a specific treatment or procedure.  For example, dysfunctional families may participate in qualitative research examining parenting techniques.  Following data analysis, the investigator finds that a specific technique is superior to the other study arms of the project.  As a health care institution, Sunrise Health investigators are morally obligated to provide this valuable new information to research participants.
In conclusion, it is difficult to be confident that volunteers truly understand the nature of their participation in research when they are confronted with volumes of complex scientific details in a brief and isolated consent session.  By rejecting the outmoded belief that informed consent starts and ends with a consent document, investigators and subjects will work as partners in a healthy process of an equal exchange of information and scientific discovery.  As a result, subjects will have an improved understanding of the risks and anticipated benefits (to themselves, others, and society) of participating in the research.  Creating an ongoing consent process will facilitate an exchange of information between subjects and investigators in a scientific environment of increasing complexity.  In providing subjects with a continuing consent process we will ensure that subjects are completely informed about their participation in the research.  By providing subjects with the opportunity to give effective and ongoing informed consent, in a process that incorporates the free exchange of information between both the researcher and the subject, investigators will continue to set the standards for the conduct of ethical research.
Writing the Consent Form
The consent form is intended to serve as only one aspect of an ongoing dialogue between the investigator and the subject.  Subjects are autonomous and should voluntarily give their consent to participate in research.  As a result of their voluntary participation, subjects reserve the right to withdraw their participation from the research without prejudice.  Therefore, the consent form should serve as just one element in an equal exchange of information between the investigator and the subject and not a binding contract between two parties.

Delays in SHIRB approval most commonly result from the submission of an inadequate consent form.  The design of the consent form should carefully reflect the process of informed consent, i.e., introduce the investigator to the subject; indicate why the subject is being asked to participate in the study; articulate the purpose of the study; clearly separate the research procedures from any standard treatment; inform the subjects of the risks and benefits of participation; and ultimately document the subject’s willingness to participate in the project.  Oftentimes the consent form is too technical and includes scientific jargon which can prove incomprehensible and ultimately intimidating to a subject.

Studies have found that most subjects read at a sixth grade level or lower.  Therefore, consent forms should avoid or define technical jargon or terminology, adjust for educational background and age, and provide translations for subjects who are not facile in English.  The SHIRB may require separate forms for different subject groups, such as parents, children, healthy control subjects, etc.  (Samples of consent and assent forms can be found in Chapter 11, Application Forms.)

Consent forms that contain medical language, social science terminology, and metric equivalents for quantities are routinely returned to investigators for modification.  If the subject cannot understand the consent form they cannot give knowing consent for their participation in the research.  The SHIRB suggests that investigators have a colleague or staff person, not familiar with the field of research, review the consent form for content and readability prior to submitting the form for SHIRB review.

A typical problem for research requesting the inclusion of blood draws or biopsies is the use of metric measurements in the consent form.  Most subjects do not understand metric measurements, i.e., how much blood is in 10cc’s.  Therefore, the IRB commonly requests the translation of metric measurements into teaspoons, tablespoons, etc.  In a similar spirit, biopsies should be described or equated with a commonly recognized amount.  (Please see Chapter 14, “Glossary:  Suggested Lay Language Translation for Consent Forms”, for suggested common technical terms and possible lay language explanations which will assist you in developing your user friendly consent forms.)
DESCRIPTION OF INFORMED CONSENT FORMS

General Requirements
The consent form gives potential research subjects sufficient written information to decide whether to participate in a research study.  Legal informed consent requires that potential human subjects be given a full and fair explanation of the proposed research in order to understand the nature of their participation.  The consent form documents and protects all parties: the subjects, the investigator, and the institution.  Therefore, it is important that consent forms present information in an organized and easily understood format.  Research has concluded that consent forms written at approximately a sixth grade reading level facilitates comprehension by research subjects.  We strongly suggest that investigators use the sample consent form or assent form when planning to conduct human subject research.  (Please see Chapter 11, Forms).

CONSENT FORM (CF) TEMPLATE:  Always use the current version of the Consent Form template (version date is in the header on each page).  Go to the SHORC website and download the form(s) that you need.  NOTE: Please contact us in advance if you wish to use any consent template other than the current SHIRB template on the website.  We may approve exceptions on a case-by-case basis.

FORMAT: Type all documents using at least 12-point font.
· Single space between lines of text; double space between paragraphs.

· Place informational headings right above the relevant text.  Headings should not “float” at the bottom of the page, either alone or with only part of a sentence attached.

· Before submitting the CF, print and check for printing process errors in the formatting, e.g., changed fonts, indentations, and floating headings.

	SECTION 2: Creating Plainly Written Consent Forms


Plain Language:  Consent forms must be easy to read and understand, as research subjects have varying backgrounds and educational levels.  Potential subjects may also be under physical and/or emotional stress when approached about participation in a research study.  Consent forms should be written at a 6th grade reading level, or lower.  Some common strategies for writing consent forms that are easy to read and understand are as follows:

· Speak directly to the reader.  Use “you” when referring to the subject.  For example, “You will take the study drug…” not “I will…” or “Subjects will…”

· Use the active voice to make it clear who will do what.  For example, write, “You must give consent” rather than the passive voice, “Consent must be given.”

· Use words with the fewest number of syllables.  For example, use “drug” rather than “medication”, “take part” rather than “participate”.

· Use short, declarative sentences to deliver a clear message.  Break long sentences into several shorter ones.  Express only one major idea in each sentence.  Avoid complex sentences loaded with dependent clauses and exceptions.

· Break lengthy paragraphs or passages into multiple, shorter paragraphs.  Whenever possible, use a separate, short paragraph for each topic.  Express only one major idea in each paragraph.

· Avoid unfamiliar or confusing words and phrases.  Avoid jargon.  Use lay (non-technical) language in place of medical terminology, e.g., “bruise” rather than “hematoma”.  If it is necessary to use a technical term, explain it in lay language.

· Use the same term consistently to identify a specific concept or object, e.g., use “research study” throughout, not a variety of terms such as “study”, “investigation”, “clinical trial”, etc.

· Use common household measures, i.e., teaspoon, tablespoon, cup, etc. (Note that 5 cc = 5 ml = approximately 1 teaspoon; 3 teaspoons = 1 tablespoon; 16 tablespoons = 1 cup) Instead of 1.5 or 3.25, use 1 ½ or 3 ¼.

· Define an abbreviation the first time you use it, e.g., MRI (magnetic resonance imaging); then use the abbreviation alone.  Limit use of unfamiliar abbreviations.

· Don’t use Latin abbreviations, such as i.e., e.g., and b.i.d., or symbols such as ≤ or ≥.  Instead, use words (“less than or equal to”).

· Use “subjects”, rather than “patients”, when referring to research subjects, in order to avoid confusion between treatment and research.

· Use the terms “your own doctor” and “the study doctor” or “the researcher” to distinguish between the subject’s treating physician and the study doctor/researcher.

· Describe sample or object size in comparison to everyday objects, e.g., “A punch biopsy removes a skin sample about the size of the top of a pencil eraser.”

· Avoid misinterpretations.  Place words carefully to avoid misinterpretations or muddied meanings.

· Keep subjects and objects close to their verbs.

· Make sure pronouns clearly refer to specific nouns.

· Put conditions, such as “only” and other modifiers, next to the words they modify, whenever possible.

· Use contractions when appropriate.  For example, write “don’t take” rather than “do not take”.  Some readers may see the “do” and skip over the “not”.

· Use vertical lists (“bullets”) to highlight important information.  Use vertical lists of points/items to help your reader focus on important information in a visually clear way.  Always use a lead-in sentence or phrase to explain your list of points or items.

For example, vertical lists are useful for:

· Highlighting levels of importance;

· Helping the reader understand the order in which things happen;

· Making it easy for the reader to identify all necessary steps in a process;

· Setting apart items in a long list for easier reading.

It’s easy to over-use vertical lists.  Use them to highlight important information, not to over-emphasize trivial matters.  Be sure they make sense grammatically and are punctuated consistently.

· Don’t use “You understand…” Beginning a sentence with “You understand…” assumes that the individual reading the consent form understands what is being written, but this may not be the case.  Many prospective subjects won’t “understand” the scientific and medical significance of all of the statements and will require further explanation.

· Create separate consent forms for surrogates or parents.  When subjects and surrogates/parents are addressed in the same consent form, the wording can become awkward and confusing.  When obtaining parental consent, use “your child”.  When using surrogate consent, use “the person you are authorized to represent”, and then refer to the person as s/he.

· Always print and proofread the informed consent document for grammatical, typographical, formatting errors, and readability.

	SECTION 3: Detailed Instructions for Consent Form Header


The Header
Add study-specific information by tabbing to (or clicking on) highlighted text fields.

· Protocol Title:  In most cases, this should be identical to the protocol submission.

· Principal Investigator:  The Principal Investigator (PI) must be a staff member or employee of a Sunrise Health institution, not a trainee, e.g., not a Resident.  There can be only one Principal Investigator.

· Site-Responsible Investigator(s)/Institution: Add names in this space ONLY when enrollment at multiple Sunrise Health sites is planned.

· Description of Subject Population: Describe study population, e.g., “adults with diabetes”, “healthy adults”, etc.  Do not include multiple inclusion criteria here (for example, “women with osteoporosis taking Fosamax”).  The purpose of this line is to provide a brief description of the study population.

· Don’t use the term “patients”, as this document specifically refers to research subjects.  Instead, use “adults”, “children”, “adolescents”, etc.

· For multiple Consent Forms, label each one with the name of the study subpart and/or intended signers in parentheses, e.g., “Women with Endometriosis (Screening Phase)” or “Women with Endometriosis (Study Phase)”; “Adults with Dementia (Surrogate)”; “Children with Mania (Parent)”; etc.
	SECTION 4: Detailed Instructions for Each Section


Required Elements of Informed Consent.  The Department of Health and Human Services (DHHS) and the Food and Drug Administration (FDA) require that certain information be provided to subjects when seeking their informed consent to participate in research.  These basic and additional elements of informed consent have been incorporated into the instructions that follow.  Whenever language is taken directly from the regulations, it is italicized in bold type.  Section 4 of this document outlines the federal requirements for informed consent, as set forth in 45 CFR 46.116(a)(b) and 21 CFR 50.25(a)(b).
About This Consent Form

The text provided in the first paragraph of this section of the template cannot be changed.

Why is this research study being done?

Include the following information under this heading:

1. Purpose: State “that the study involves research” and provide “an explanation of the purposes of the research” [45 CFR 46.116(a)(1) and 21 CFR 50.25(a)(1)].  The purpose of the research study derives from, and must be consistent with, the specific aims of the protocol.

For example, if an investigational drug is being tested for efficacy and safety, state as follows: “The purpose of this research study is to find out whether [name of study drug] can help people with [disease/condition] and whether it is safe for them to take.”

2. Reason for Asking Individual to Take Part:  State explicitly why this particular person is being asked to take part.

For example, “We are asking you to take part in this research study because you have adult onset diabetes but do not require insulin or other drugs to treat your condition.” Don’t use the term “invite”.

3. Information on Drugs/Devices/Procedures Being Studied:  Identify “any procedures which are experimental” [45 CFR 46.116(a)(1) and 21 CFR 50.25(a)(1)].  Specify the FDA status of all drugs/devices under study, including whether the FDA has approved the drugs/devices for sale for the indication/use being studied.  If prior use in humans is limited, this should be stated.

For example, “The [insert name of study drug/device] has not been approved by the U.S. Food and Drug Administration (FDA) for sale for [insert indication/use being studied].  This means that [study drug/device] is available only for use in research studies.”

4. Name of Corporate Sponsor(s):  Name corporate sponsor(s) and, when applicable, state that the sponsor is the company that makes the drug/device.  Naming corporate sponsors informs subjects of entities with financial interests in the outcome of the study.

For example, “[Sponsor name}, the company that makes {drug/device], is paying for the study to be done.”

Don’t name non-corporate sponsors (NIH or other) here.  A subject may interpret government sponsorship of the research to be reassurance about the study’s safety or scientific merit.

5. Expected Enrollment:  State “the approximate number of subjects involved in the study” [45 CFR 46.116(b)(6) and 21 CFR 50.25(b)(6)].  Indicate the approximate number to be enrolled at all sites, and at Sunrise Health site(s).

For example, “About 100 people will take part in this research study.  We expect to enroll about 25 subjects at Sunrise Hospital.”

How long will I take part in this research study?

Describe “the expected duration of the subject’s participation” [45 CFR 46.116(a)(1) and 21 CFR 50.25(a)(1)].

For example, “It will take you about [Insert duration of participation in hours, days, weeks, months, or years] to complete the study.  During this time you will be asked to make {Insert Number} study visits.”

What will happen in this research study?

Describe “the procedures to be followed”, and identify “any procedures which are experimental” [45 CFR 46.116(a)(1) and 21 CFR 50.25(a)(1)].  Organize this information chronologically by study visit, whenever possible.  Include how much time it will take to complete each study visit and, in some cases, how long the study procedures will take.

The following must be included in the description of the procedures, when applicable to the study:

1. Study design, including randomization, use of placebo, and blinding.  These details usually belong in the description of the randomization visit.

When randomization is used, state the following:

“You will be assigned by chance (similar to a coin toss) to (describe the study groups, for example, drug, dose, route, schedule of administration).  You and the study doctor cannot choose your study group.  You will have a [insert chance of being assigned to each group, for example 1 out of 3, equal chance] of being assigned to [insert study groups].”  Avoid using percentages, such as 50% chance.

When a placebo is used, mention that the study drug(s) will be compared to placebo.  Explain placebo as follows:

“This study uses a placebo.  A placebo looks exactly like the study drug, but it contains no active drug.  We use placebos in research studies to learn if the effects seen in research subjects are truly from the study drug or from some other reasons.”

When a double blind design is used, state the following:

“You and the study doctor will not know which study group you are in, but we can find out that information if we need it.”

2. Medical history and physical exams.  For example, questions about health history, past and current medications, height, weight, temperature, blood pressure, and heart rate.  Note:  Consider mentioning study-related elements of the physical exam that subjects may not expect to be part of a routine office physical for a healthy adult, e.g., a rectal or pelvic exam.

3. Blood and urine tests (including pregnancy tests, drug screens and other sensitive testing, such as HIV and hepatitis).  For blood draws, include how much blood will be withdrawn at each visit and in total over the course of the study.  Use household measures (teaspoons, tablespoons, cups, pints, etc.) to describe the amounts.  When the total amount of blood is relatively large, use 2 cups (a standard blood donation) as a comparison.

4. Imaging tests.  For example, X-rays, MRIs, PET scans, ultrasound.

5. Surgical and non-surgical procedures.  For example, endoscopies, biopsies.

6. Questionnaires or interviews.  Include an estimate of how much time it will take to complete the questionnaires or interviews, and add the following statement: “While we hope that you will answer all of the questions, you can skip any questions you don’t want to answer.”

7. Special study requirements.  For example, stopping current medications, fasting before blood tests, etc.

8. Off-site testing.  When the study requires off-site procedures, an explanation of where the visits, tests, or procedures will take place, Include details about transportation to and from the other site, when appropriate.

9. Investigational diagnostic testing.  Explain that the findings will not be used to make clinical decisions.

10. Incidental radiological findings of clinical significance.   Explain that imaging tests will be read by a radiologist and incidental radiological findings of clinical significance will be communicated to the subject and his/her primary care doctor.

“Your [insert type of radiologic procedure] will be reviewed by a radiologist, a doctor who is trained to read and understand these tests.  The radiologist will write a report about your test results, and the report will become part of your permanent medical record at [insert Sunrise Hospital and Medical Center, Sunrise Children’s Hospital, MountainView Hospital, or Southern Hills Hospital].  If your [insert type of radiologic procedure] shows any unusual results that might be important for your health, then the radiologist will contact your primary care doctor/own doctor.  If you do not have a primary care doctor, or the name of your primary care doctor is not known, the radiologist will contact Dr. [insert name of study PI, or investigator responsible for interacting with subjects-should be an MD], the study doctor.  The study doctor will talk with you about the results of your [insert type of radiologic procedure].  By signing this consent form, you are giving us permission to contact your primary care doctor and share your [insert type of radiologic procedure] results.”

11. Research procedures added to routine clinical care.  Explain which procedures are done only for research and which would be done regardless of the individual’s participation in the research.  In general, describe in detail only research procedures.  Description of research procedures should be included even when the subject is required to sign a separate clinical consent form, as in the case of lumbar punctures, biopsies, cardiac catheterization, etc.

12. Sending data/specimens to research collaborators outside Sunrise Health.  Explain what information/specimens will be sent, to whom it will be sent, for what purpose, and how confidentiality will be maintained, such as details on how samples will be coded, etc.

13. Storage of data/specimens for future use.  When data/specimens will be maintained at Sunrise Health or non-Sunrise Health sites for future use, be as specific as possible when describing the future use.

For example, state, “Some of your samples and study information will be used for research on bipolar disorder.”  Describe where data/specimens will be stored and for how long, how confidentiality will be maintained, how data/specimens will be identified, and whether data/specimens can be withdrawn by the subject at a later time.  When applicable, describe what the subject has to do to have his/her data/specimens withdrawn.

14. Use of Specimens.  When cells, tissues, blood or other specimens collected during the course of the study may be used for the development of a new product that may be distributed commercially, include the following statement:

“Your specimens may be used to develop a new product for sale.  There are no plans to pay you if your specimens are used for this purpose.”

15. Optional Procedures.  When a subject can participate in the study without agreeing to undergo certain study procedures, provide a space for subjects to indicate their choice and initial their selection.  First, state that the procedures are not required for study participation.  Double space before and after the option items, so they stand out from the rest of the text.  Use bold type for any consent items requiring initials or signatures.

For example, “This procedure is optional (not required).  You can take part in the study, but not have this procedure done.  The choice is yours.”

Do you agree to have one additional biopsy?  Yes__ No__ Initials__
16. Sponsor Use of Data.  When the research is corporate sponsored, use the following language to cover the use of data by the sponsor, if applicable.

“The sponsor of this research study may use health information that identifies you to do the research described in this form.”

When the corporate sponsor requests the right to use identifiable health information for related research, use the following language instead of the sentence above.

“The sponsor of this research study may use health information that identifies you to do the research described in this form and to do related research.  This means research related to [insert name of drug or device being studied], alone or in combination with other drugs/devices; [insert medical condition being studied, e.g., glioblastoma, osteoporosis], or [insert general field, e.g., cancer, vascular disease (problems with the heart and blood vessels), asthma and inflammation] which is the same disease area being studied in this research.”

The following information must be included, when appropriate:

17. “Anticipated circumstances under which the subject’s participation may be terminated by the investigator without regard to the subject’s consent” [45 CFR 46.116(b)(2) and 21 CFR 50.25(b)(2)].  This requirement would be applicable to most interventional or treatment studies.  Anticipated circumstances may include: (1) health reasons (e.g., serious adverse events, pregnancy); (2) issues of study compliance, (e.g., failure to make study visits or to take study drug as directed); (3) sponsor’s decision to stop the study; and (4) administrative reasons, among others.

18. “Procedures for orderly termination of participation by the subject” [45 CFR 46.115(b)(4) and 21 CFR 50.25(b)(4)].  This requirement would be applicable to most interventional or treatment studies.  Procedures for orderly discontinuation of a subject might include telling the subject to taper the study drug and/or asking the subject to make a final study visit, and in some cases, asking for the return of any unused study drug, medical devices, diaries, or questionnaires.  The final study visit may include a physical exam, laboratory tests, questionnaires, or other procedures.  These should be specified, along with how long the end-of-study visit might last.

What are the risks and possible discomforts from being in this research study?

Describe any reasonably foreseeable risks or discomforts to the subject” that might result from participation in the study [45 CFR 46.116(a)(2) and 21 CFR 50.25(a)(2)].  Be careful not to minimize risks or discomforts.  Avoid use of reassuring terms such as “only a few”, “generally safe”, or “minimal risk”.  Use facts and figures, if available, to accurately state risks.  When appropriate for your study, we suggest the following introductory statement:

“You may have side effects while taking part in this study.  You will be watched carefully for any side effects.  Side effects may or may not be serious.  Many side effects will go away soon after you stop [insert taking the study drug, using the study device, or the study procedures].  In some cases, side effects can last a long time or may never go away.  The study staff may give you medicines to help lessen any side effects.  If you have any side effects during the study, you should tell the researchers right away.”

The following must be included in the description of the reasonably foreseeable risks, when applicable to the study.

1. Risks from drugs/devices/procedures performed solely for research purposes.  Include risks from baseline/screening procedures and ancillary/supportive care performed for research purposes.

For example: (1) ancillary/supportive care drugs, such as lidocaine for research biopsies; gadolinium administration for a research contrast CT scan; (2) ancillary procedures, such as placement of an arterial line for research PET scans, or placement of an IV catheter for frequent blood sampling for pharmacokinetic research.
Don’t include these risks if the ancillary/supportive care would be done whether or not the subject takes part in the study.

List separately for each drug/device/procedure the risks and discomforts in four categories, whenever possible.  (1) very common; (2) common; (3) less common; and (4) rare, but serious.
The categories of expected frequencies of adverse drug reactions are based on recommended guidelines for preparing clinical safety information from the Council for International Organizations of Medical Sciences (CIOMS), as described below:

	Category
	Range

	Very common

Common

Uncommon

Rare

Very rare
	≥ 10%

≥1% and <10%

≥0.1% and <1%

≥0.01% and <0.1%

<0.01%


In the “very common”, “common” and “uncommon” categories, identify those side effects that may be “serious”.  “Serious” side effects are those that may result in death; are potentially life threatening; may require inpatient hospitalization or prolongation of existing hospitalization; may result in a persistent or significant disability/incapacity; may result in a congenital anomaly/birth defect; or may require medical or surgical intervention to prevent serious outcomes.

“Rare and very rare” side effects do not have to be listed unless they are “serious”, and then they should appear in the “rare but serious” category.

Whenever possible, describe side effects by how they make the subject feel.

For example, “Having blood drawn may result in anemia (loss of red blood cells).  Anemia can cause people to feel tired, weak, and short of breath.”

2. Risks to an embryo or fetus or nursing infant.  Address the possibility of damage to an embryo or fetus.

· Describe the known risks to an embryo, fetus, or nursing infant.

· Include any requirements for use of birth control (by women and when appropriate, men) during the study and for whatever period thereafter, and include a list of acceptable birth control methods, using lay language, such as “birth control pill” for oral contraceptives.

· If a subject will be withdrawn from the study if she becomes pregnant, this must be stated.

· If the investigators would like to follow the outcome of the pregnancy and the child after birth, this must be requested.  Describe the nature of the follow-up.

3. Risks from drug interactions.  When applicable, remind the subject to contact the investigator before taking any new prescription or over-the-counter drugs, including nutritional or herbal supplements, or before making any changes in currently used prescription or over-the-counter drugs.

For example: “Other drugs could have a serious interaction with the study drugs.  Contact the study doctor or study staff before you take any new drug or medication or change any drug or medication you are currently taking.  This includes prescription drugs, over-the-counter medications, and dietary (vitamins) or herbal supplements.”

4. Risks from research-related exposure to radiation.  Describe the risks associated with only the research-related exposure(s) to radiation.  The Radiation Safety Committee will review this statement.

5. Risks from incidental findings of unknown clinical significance.  When applicable, include risks of incidental findings of unknown clinical significance discovered during the study.

When, for example, PET scans or MRI scans are done for research only, include an explanation of how incidental findings of possible clinical significance discovered during the study will be shared with the subject and/or the subject’s own doctor.

For example, “The MRI being done for this study is designed to answer research questions, not to examine your brain medically.  This MRI is not a substitute for one a doctor would order.  It may not show problems that would be picked up by a medical MRI.  However, if we believe that there is something unusual in your MRI, we will ask a doctor trained to read MRIs to look at your MRI.  If the specialist thinks that there may be something unusual in your MRI, we will contact you and refer you to another doctor for follow-up.  If you have a primary care doctor, we can also contact your doctor (with your permission) and help get the right care for you.  The results of your research MRI will not routinely become part of your hospital record.  If we think there might be a problem but do not actually find one, you might be worried unnecessarily.”

6. Risks associated with daily activities.  The usual daily activities of research subjects may become hazardous as a result of study participation.

For example, when subjects will be given a drug that has sedative properties, subjects should be told that the study drug might impair judgment.  Include how long this impairment might last (e.g., “during the first week of treatment”, as long as you are taking the study medication and for two weeks after stopping the medication”, etc.).  Mention that the degree and duration of impairment will vary from person to person.

For example, “The study drug can make you feel sleepy.  However, the study drug does not have the same effect on everyone taking it.  To be on the safe side, you should not drink alcoholic beverages, drive a car, or operate machinery until you know how the drug affects you.”

7. Risks to privacy/confidentiality of information.  Include risks related to disclosure of sensitive information, e.g., genetic testing, substance abuse, illegal activity, mental health diagnosis, sexual behavior, etc.

8. Risks of disclosure of reportable information.  Include, when applicable, the requirement for investigators to report to legal authorities suspected child abuse, elder abuse, or intent of the subject to harm self or others.

When tests for reportable diseases (such as HIV and hepatitis) are done only for the purposes of the study, and not as part of standard clinical care, include the Nevada state legal requirement to report positive test results to the Department of Public Health.

9. Discomforts.  Include, for example:

· Local reaction (pain associated with needle stick or bruising in area where needle was inserted) from blood withdrawal;

· Staying in one position during a lengthy procedure;

· Being enclosed in a confined space;

· Breathing through a mask;

· Completing lengthy questionnaires, etc.;

· Embarrassment when answering questions of a personal nature.  Indicate that the subject can always choose not to answer the question.

10. Opportunity costs.  Participating in a research study may mean that a subject must forego other treatment options.  Include, for example, the risk of stopping current therapy and possibly receiving less effective treatment as a subject in a research study.  Mention the delay (due to study participation) in receiving standard therapy, when applicable.

11. Non-medical risks of genetic studies:  Include, for example, risks to insurability and employment, potential psychological risks to the subject or family members who receive information about genetic findings, etc.

For example, “Genetic information that results from this study does not have medical or treatment importance at this time.  However, information about taking part in a genetic study may influence insurance and/or employers regarding your health status.  If you do not share information about taking part in this study with others, you will reduce these risks.  Information about your participation and results from the study will not be placed in your medical record.”

The following information must be included, when appropriate:

12. “A statement that the particular treatment or procedure may involve risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant) which are currently unforeseeable” [45 CFR 46.116(b)(1) and 21 CFR 50.25(b)(1)].

For example, “There may be other side effects that are not known at this time.”

For women who can become pregnant: “The effect of the study [drug/device/procedure] on an embryo or fetus is unknown and may be harmful.  Because of this, you must use an effective method of birth control during the study and for [insert time period] after you complete the study.  You may choose from these birth control methods”:

· [List acceptable birth control methods in lay language]

What are the possible benefits from being in this research study?

Describe “any benefits to the subject or to others which may reasonably be expected from the research” [45 CFR 46.116(a)(3) and 21 CFR 50.25(a)(3)].  Provide an accurate statement of possible benefits to the subject.  Do not include compensation as a benefit.
1. Possible benefit to individual subjects:  The first sentence, typically, should be: “You may not benefit from taking part in this study.  However, we hope that [describe possible benefits].”

2. No benefit to individual subjects:  The first sentence of this section, typically, should be:  “You will not benefit from taking part in this study.”

3. Benefits to future patients.  Describe any future benefits to others that may reasonably be expected from the research.  Avoid either understating or overstating the benefits to general scientific knowledge or to future patients.

For example, “Others with [insert disease or condition being studied] may benefit in the future from what we learn in this study.”

What other treatments or procedures are available for my condition?

Provide information on “appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the subject”  [45 CFR 46.116(a)(4) and 21 CFR 50.25(a)(4)].  Explicitly and concisely list the alternative procedures or courses of treatment.  It is not sufficient to state that alternative procedures or courses of treatments will be discussed with the subject.

Include the following, when appropriate:

· Palliative care or no treatment;

· Taking part in other research studies

· Availability of the study drug or device off-study (include this only when the drug/device is routinely used for this purpose at Sunrise Health sites).

Note: Delete this section if the study involves health volunteers or is designed to study human physiology.  This section should be included only when the research is designed to test the safety and/or effectiveness of a diagnostic procedure or course of treatment.
Can I still get medical care within Sunrise Health if I don’t take part in this research study, or if I stop taking part?

The text provided in the template cannot be changed.  This section states 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” [45 CFR 46.116(a)(8) and 21 CFR 50.25(a)(8).

Also, this section includes “a statement that significant new findings developed during the course of the research which may relate to the subject’s willingness to continue participation will be provided to the subject” [45 CFR 46.116(b)(5) and 21 CFR 50.25(b)(5)].

Will I be paid to take part in this research study?

Describe what, if anything, a subject will receive for participating (e.g., money, or other compensation or reimbursement, such as a gift certificate, meal voucher, parking voucher, travel expenses, babysitting expenses, etc.).  Always pro-rate compensation for individuals who, for whatever reason, don’t or can’t complete the study.  For guidelines on remuneration, refer to “Sunrise Health’s Guidelines on Remuneration”.

What will I have to pay for if I take part in this research study?

Explain how the cost of research-related procedures will be covered.  When appropriate, include “any additional costs to the subject that may result from participation in the research” [45 CFR 46.116(b)(3) and 21 CFR 50.25(b)(3)].

1. Research Costs are exams/visits, procedures, tests, medications, investigational drugs, etc. or anything that is done solely for the purposes of the study.  Generally, research funds must cover these costs, and subjects or their health insurers are not to be billed for research-related procedures.

Note:  If a standard care procedure is performed for research purposes more often than clinically required, then the extra procedures should be covered by research funds.  For example, if a diagnostic scan is repeated to determine study eligibility, or if follow-up scans are done every four weeks instead of the standard care eight weeks, the extra scans should be covered by research funds.

2. Standard Clinical Costs are those procedures and tests that would be done even if the subject did not participate in the research study.

Include a statement, such as “The cost of your routine medical care will be billed to you or to your health insurance company in the usual way.”

What happens if I am injured as a result of taking part in this research study?

The text provided cannot be changed.  This section provides “an explanation as to whether any compensation and an explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or where further information may be obtained” [45 CFR 46.116(a)(6) and 21 CFR 50.25(a)(6)].

Note:  If the sponsor requires that an additional injury statement be added, insert the sponsor’s language after the text provided in this section and under a separate heading: “Study Sponsor Information.”
Don’t use exculpatory language, by which a subject agrees to waive or appears to waive legal rights to compensation after injury.

For example, “The sponsor will not pay for your medical care or compensate you for any injuries you may receive by taking part in this research study.”

An example of language that is not exculpatory is: “The sponsor has no plans to pay for your medical care or to compensate you if you are injured as a result of taking part in this research study.”

If I have questions or concerns about this research study, whom can I call?

This section provides “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 the subject” [45 CFR 46.116(a(7) and 21 CFR 50.25(a)(7)].

Provide names, phone numbers, special instructions, and other information, as appropriate.  Note: Each name must be followed by academic degrees, e.g., Rachel Smith, M.D., Charles James, Ph.D., etc., so that subjects know the credentials of the individual they are contacting.  Designating contacts as the study nurse, study doctor, study psychologist, study staff, etc., would be helpful.

1. The text provided in the first paragraph of this section cannot be changed.

2. In the second paragraph, list the name and telephone number(s) of the Principal Investigator as the person in charge.  If there are multiple Sunrise Health sites, also list contact information for each site’s principal investigator.  If the research involves treatment or other study procedures that pose more than minimal risk, also list the clinician on call for medical concerns (e.g., side effects, new medications, injury).  This person must be a licensed physician listed on the protocol.  A 24-hour telephone contact number must be included for this person in this paragraph.

3. In the third paragraph, list the person(s) to call for general, non-emergent questions (e.g., scheduling study visits, payment for participation).  This may be another member of the study staff.  If the study has multiple Sunrise Health sites, list a contact person for each site.

4. The text of the last three paragraphs in this section cannot be changed.

If I take part in this research study, how will you protect my privacy?

The text provided in this section of the template cannot be changed.  This section describes “the extent, if any, to which confidentiality of records identifying the subjects will be maintained” [45 CFR 46.116(a)(5) and 21 CFR 50.25(a)(5)].  Specifically, this section discloses how protected health information (PHI) that identifies subjects will be used within Sunrise Health and shared with others outside of Sunrise Health.

Some boxes have been checked and cannot be unchecked, as these items apply to every research study and are required by the IRB.  Empty check boxes are included next to potential uses and disclosures of PHI.  Click on the optional boxes that apply to your study.  This will place an “X” in each one.

Generally, it is prudent to obtain authorization for every potential use within Sunrise Health and every potential disclosure outside of Sunrise Health.  By using this approach, you may avoid having to re-contact subjects to obtain additional written authorization or having to obtain a waiver of authorization from the IRB.

You will need to check any of the following boxes that apply to your study:

· Health Information About You That Might be Used or Shared During This Research
Check the following box if you will look at subjects’ medical records at any time, e.g., for screening, follow-up, etc.

	 FORMCHECKBOX 

	Information from your hospital or office health care records, within Sunrise Health or elsewhere that may be reasonably related to the conduct and oversight of the study.  If health information is needed from your doctors or hospitals outside Sunrise Health, we will ask you to give permission for these records to be sent to the researchers within Sunrise Health.


Check the following box if you will create new identifiable health information about the subject as a result of lab tests, exams, etc.  Generally, all research requiring written informed consent will create new PHI; therefore, this box should usually be checked.

	 FORMCHECKBOX 

	New health information from tests, procedures, visits, interviews, or forms filled out as part of the research study.


· Why Health Information About You Might be Used or Shared with Others
The text provided in this section of the template cannot be changed.

· People and Groups That May Use or Share Your Health Information
This section is divided into “within Sunrise Health” and “outside Sunrise Health”.  Note The first five boxes are already checked.  These boxes cannot be unchecked, as these items apply to every study.  The boxes listed below may or may not apply to your study:

Check the following box if a sponsor or its agents (including corporate as well as non-corporate sponsors) will ever have access to subjects’ identifiable PHI (for example, during monitoring, review of AEs, and quality assurance).  It is always advisable to check this box if a sponsor is involved, as you may not always anticipate the sponsor’s need to review research records.

	 FORMCHECKBOX 

	The sponsor(s) of the research study, and people or groups it hires to help do the research.


Check the following box if other researchers and medical centers will have access to subjects’ identifiable health information.  It is always advisable to check this box if any information will be shared with researchers and medical centers outside of Sunrise Health, or if this is a multi-center trial.  You may not anticipate their desire to obtain even a single identifier, such as a date of birth, or the date a blood sample was drawn.

	 FORMCHECKBOX 

	Other researchers and medical centers that are part of this research study.


Check the following box if an independent Data Safety Monitoring Board (DSMB) or other independent individual or group has been designated, or if you anticipate that one might be set up at any time in the future.

	 FORMCHECKBOX 

	A group that oversees the data (study information) and safety of this research study.


Check the following box and type the name of any other entities/parties with whom identifiable health information will be shared, but only if they are not covered in the preceding categories.

	 FORMCHECKBOX 

	Other:




▪
Time Period During Which Your Health Information Might be Used or Shared with Others


       The text provided in this section of the template cannot be changed.

▪
Your Privacy Rights
The only text provided in this section that can be changed is the final sentence: “In this research study, you may only get such health information after the research is finished.”

Delete this sentence if you will allow subjects to see and get a copy of their health information used or shared for treatment or for payment at any time during the study.

Leave this sentence in if allowing subjects to see their health information during the study would jeopardize the scientific integrity of the results (for example, because the study is blinded).

▪
If Research Results are Published or Used to Teach Others


       The text provided in this section of the template cannot be changed.

Consent to Take Part in This Research Study, and Authorization to Use or Share Your Health Information for Research

The text provided in the template cannot be changed.

Modifying the Consent Process
Since written informed consent is a basic principle in the protection of human subjects, the federal regulations allow the IRB to waive or alter the requirements only under special conditions.  As a result, the waiver of informed consent is one of the most misunderstood provisions of the federal regulations.  There is oftentimes confusion as to whether an investigator is requesting a waiver of documentation of informed consent or a waiver to all or part of the consent process.

The IRB may only grant a waiver of or modification to the informed consent process by a vote of the full Board.  Therefore, the IRB may not approve a request for waiver or modification of the informed consent process through the process of expedited review.  (Please see Section 3, The IRB Review Process: Expedited Review, for details regarding expedited review.)

Research that qualifies for a claim of exemption from IRB review is not necessarily exempt from the informed consent process.  Provisions for informed consent are evaluated with any request for exemption.  (Please see, “The IRB Process: Exempt from IRB Review”, earlier in this chapter, for more details regarding the Claim of Exemption from IRB review.)

For studies under the jurisdiction of the FDA, the IRB may not approve a short form or waive the requirements for written informed consent except under specific conditions.  (Please see Chapter 9, “FDA Requirements: Informed Consent Requirements”, for more information)

Waiver of Documentation of Informed Consent
Under certain conditions, the IRB may waive the requirement that subjects sign the consent form.  A waiver of documentation of informed consent, however, does not constitute a waiver of informed consent.  In cases where documentation is waived, the IRB may require the investigator to provide subjects with a written statement regarding the research.  The IRB is required to review and approve the written statement prior to its distribution to subjects.

The IRB may waive the requirement to obtain a signed consent form for some or all of the subjects enrolled in the study if one of the following conditions exists:

1. The consent document is the only record linking the subject and the research, where the principal risk would be potential harm resulting from a breach of confidentiality.  The IRB will request that the investigator ask subjects whether or not they want documentation linking them to the research and subject’s wishes will prevail.

2. The research presents no more than minimal risk of harm to subjects and involves no procedures for which written consent is normally required outside of the research context.  Since this condition is subject to misinterpretation, it is rarely approved as sole justification for a waiver of documentation of informed consent.

3. For projects of minimal risk involving the use of questionnaires, the required elements of informed consent may be included in an introductory letter attached to the instrument, which includes a statement that completion and return of the questionnaire will constitute consent to participate in the project.

Waiver or Alteration of Informed Consent
The IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent, or waive the requirement to document informed consent, provided one of the following sets of conditions exists and is documented:

1. The research or demonstration project is conducted by or subject to the approval of state or local government officials and is designed to study, evaluate, or otherwise examine:

a. Programs under the Social Security Act, or other public benefit or service programs;

b. Procedures for obtaining benefits or services under those programs;

c. Possible changes in or alternatives to those programs or procedures; or

d. Possible changes in methods or levels of payment for benefits or services under those programs; and

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

2. The IRB may also grant a waiver if the research meets all of the following conditions:

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

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

c. 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.

ASSENT AND PARENTAL PERMISSION FOR THE PARTICIPATION OF CHILDREN IN RESEARCH

Assent for Children

Given that children have not reached their full intellectual and emotional capacities and are legally unable to give valid consent, involving children in research requires the permission of their parents or legally authorized representatives.  When children age 7 or above are involved in research, the regulations require written assent of the child as well as the written permission of the parent(s).  OPRR defines “assent” as “an agreement by an individual not competent to give legally valid informed consent (e.g., a child or cognitively impaired person) to participate in research.”  Nevada law recognizes parents or court appointed guardians as the legal decision-makers for children in most situations.  (Please see Chapter 12, Applications Forms, Sample Assent Forms”, for guidance in formulating the structure and language of an assent form.)
In Nevada, a child gains majority at age 18 or upon marriage.  Pregnancy does not confer majority status.  The regulations permit children, with IRB approval, to consent on their own behalf if the research involves a treatment for which a child’s consent is permissible under applicable law (e.g., use of contraceptives, treatment for venereal disease or drug abuse).  If a subject under the age of 18 is legally declared to be emancipated, he/she may consent to participate in research without the permission of a parent or guardian.

The child’s assent is required in all research where the subject has the capacity to comprehend aspects of the study.  The assent process assures an element of understanding, cooperation, and a feeling of inclusion on the part of the child and also illustrates the investigator’s respect for the rights and dignity of the child in the context of research.   Investigators should remember that a child’s mere refusal to object to participation in research should not be construed as assent.  Out of respect for children as developing persons, they should be asked whether or not they wish to participate in the research, particularly if the research: (1) does not involve interventions likely to benefit them; and (2) the children can comprehend and appreciate what it means to be a volunteer for the benefit of others.

The federal regulations do not specify the age at which the written assent from children is required.  Assent should be sought when, in the judgment of the IRB, the children capable of understanding the nature of their participation in the research.  The IRB is obligated to examine the ages, maturity, and psychological state of the children involved in the research [45 CFR 46.408(a].  In such cases, a child’s dissent (which would normally be respected) may, at the IRB’s discretion, be overruled by the child’s parents.  At times there may be inconsistency between the permission of the parent and the assent of the child.  A rule of thumb is: a “no” from a child overrides a “yes” from the parent, but a “yes” from a child does not override a “no” from a parent.
The IRB is sensitive to parents who, when the child’s health is threatened, may wish to try anything, even when the likelihood of success is marginal and the probability of extreme discomfort for the child is high.  When the research involves the provision of experimental therapies for life-threatening diseases such as cancer, difficult decisions must be made when the child does not wish to undertake experimental therapy.  In general, if the child is a mature adolescent and death is imminent, the child’s wishes should be respected.
Parental Permission

Current regulations tend to avoid the term “consent” when one person grants approval for another to enroll in research.  Parents or legal guardians therefore grant “permission” for children to participate in research [45 CFR 46.408].  The “permission” form is in essence a consent document and should follow all applicable requirements for informed consent as outlined in this manual.

Whenever possible, the permission of both parents should be obtained; however, current federal regulations do not require permission from both parents in all research situations.  In general, the risk to the child and the prospect of direct benefit for the child as a research subject determine whether single parent/guardian permission may be permitted.  If the research involves no greater than minimal risk, permission of only one parent is sufficient [45 CFR 46.404].  If the research involves greater than minimal risk, consent of both parents must be obtained unless one parent is deceased, unknown, incompetent, not reasonably available, or when only one parent has the legal responsibility for the care and custody of the child [45 CFR 46.408(b)].  Investigators should obtain written permission from the parent/guardian prior to contacting children for participation in research.
Conditions of Confidentiality for Parental Permission
The State of Nevada mandates that investigators and their staff report a reasonable suspicion or known abuse or neglect of a child.  When research is likely to reveal possible child abuse, such as interviews about personal behavior, child-rearing practices, discipline, or when talking to others about the child or specific familial relationships, or when the research is conducted in the subject’s home, a medical facility, or a doctor’s office, the parental permission form should clearly indicate that the investigator is required to report a reasonable suspicion or known abuse or neglect of a child.  (Please refer to Chapter 7, “Responsibilities of Principal Investigators: Confidentiality” and Chapter 8, “Special Classes of Research Subjects: Children” for additional requirements regarding the participation of children in research.)  The following statement is required for parental permission forms when investigators conduct research with children that requests information regarding sensitive personal or family behavior or is conducted in the subject’s home:

Under Nevada law the privilege of confidentiality does not include information about sexual or physical abuse of a child.  If any member of the research team has or is given such information, she or he is required to report it to the authorities.  The obligation to report includes alleged or probable abuse as well as known abuse.

For Research involving Subjects who are children initially, but become adults during the course of research, consent of the subjects need to be obtained when the subjects become adults.

Informed consent should be viewed as an ongoing process throughout the research.  When a child who was enrolled in research with parental permission subsequently reaches the legal age to consent to the procedures involved in ongoing research, the subject’s participation in the research is no longer regulated by the requirements of 45 CFR part 46, subpart D regarding parental permission and subject assent.  Investigators must seek and obtain the legally effective informed consent described in 45 CFR 46.116 for the now-adult subject for any ongoing interactions or interventions with the subjects because the prior parental permission and any assent are not equivalent to legally effective informed consent for the now-adult subject.  The IRB could approve a waiver of informed consent under 45 CFR 46.116(d), if the IRB finds and documents that the required conditions are met.

Similarly, if the research does not involve any ongoing interactions or interventions with the subjects, but continues to involve human subjects (for example, only involves the continued storage of identifiable specimens for future research studies), then it would be necessary for investigators to see and obtain the legally effective informed consent of the now-adult subjects, or for the IRB to consider, and if appropriate, approve a waiver of informed consent under 45 CFR 46.116(d) in order for the subjects to continue their participation in the research.

Waiver of Parental or Guardian Permission

The IRB may waive parental permission under limited conditions:

· When the consent of parents is not a reasonable requirement because it poses additional risk to the potential subject, or the parents’ interests may not adequately reflect the child’s interests (for example, in research concerning neglected or abused children), the IRB may waive the requirement for parental or guardian consent.  The researcher should propose an alternative mechanism in the application and explain how it will protect the child.  The IRB may require al alternative mechanism for protecting the rights and welfare of the children.  The choice of an appropriate alternative mechanism depends on the nature and the purpose of the research, the risk and anticipated benefit to the child, and their age, maturity, status, and condition. 
· If the research involves procedures for which children of a certain age may consent on their own under state law, the IRB may waive parental consent.  In Nevada, minors over the age of 12 may give legally valid consent to mental health care and to treatment for communicable diseases, substance abuse, pregnancy, rape, and sexual assault.  Minors of any age in Nevada may receive treatment for the prevention and care of pregnancy (except for abortion or sterilization); 

· Where the subject is legally emancipated.
Children Under Seven Years of Age

If the child is under the age of 7, only a Parental Permission form is required.  This form should follow all applicable requirements of informed consent as outlined in this manual.

Writing the Assent Form for Children from 7-17 Years of Age

If the child is 7-17 years of age, a child assent form is required in addition to the parental permission form.  The form should be brief and study specific, with subheadings or numerical paragraphs, and contain language that is both appropriate to the child’s maturity and age.  The assent form should have a simple format that is easy to read and when possible, limited to one page.  The use of larger type, simple schema, and pictures will facilitate the child’s understanding of the text.

The assent form does not replace a thoughtful discussion with the child regarding participation in the research.  Many researchers have suggested that the assent process, or discussion with the child is more important that the document.  Investigators should remember that the assent process should take into account, in both oral and written communication, the child’s experience and level of understanding.  Ultimately, the assent process should illustrate respect for the child and convey the essential information the child requires, in a manner the child can understand, in order to make a decision about participating in the research.

The IRB understands that the writing of a good assent form is an art and that there is more than one correct approach to creating a document that is easily understood by the child, and includes all of the pertinent information.  The IRB recommends that investigators unfamiliar with the language capabilities of the subject population consult with experts prior to developing an assent form.  The simplified form should contain the following elements and conclude with an assent statement:
· Why the child was chosen to participate

· What is going to take place from the child’s point of view

· The risks and discomforts to the child

· The possible benefit to the child

· Identification of the researcher by name and telephone number in case the child would like to call and ask questions

· In non-therapeutic research, statement that child has a choice to participate or to withdraw at any time without consequences

· Statement that child may keep a copy of the assent form

· Date and signature lines for the researcher and the child indicating assent.

Assent forms and parental permission forms should be written in parallel fashion in order to maintain consistency between certain guaranteed elements of privacy or privilege to parent/teacher/guardian and the child.  For example, investigators should not promise in the parental permission form that the parent has the right to review and edit audio/video-tapes of the child if the assent form assures the child that no one besides the researcher will have access to the material. (Please see Chapter 12, “Application Forms, Sample Assent Form” for guidance in formulating the structure and language of an assent form.)

For research conducted in a child’s school the parental permission form should indicate, if applicable, that the study is conducted with the approval of but not under the auspices of the school.  In addition, the assent form and the parental permission form should clearly indicate that the study:

a. Is not part of the child’s regular curriculum and therefore the child’s grade is not affected by a decision whether or not to participate; and

b. Does not require the participation of the child and that the child need not participate if s/he chooses not to participate.

Condition of Confidentiality for Child’s Assent:

When research is likely to reveal possible child abuse, such as interviews about family life, discipline, etc., or is conducted in the subject’s home, a medical facility, or a doctor’s office, the State of Nevada mandates that investigators and their staff report a reasonable suspicion or known abuse or neglect of a child.  The assent form should clearly indicate that the investigator cannot protect the child’s confidentiality.  The following sample is meant to guide investigators in constructing a fair and honest assent form:

We know your answers are personal and we are very careful with any information you give use.  We will not tell anyone what you tell use without your permission unless there is something that could be dangerous to you or to someone else.  If you tell us that someone is or has been hurting you, we will have to let people know who are responsible for protecting children, so they can make sure that you are safe.

The IRB acknowledges the sensitivity of some of the preceding wording for the assent form and will consider alternative wording suggests by investigators as long as the limits on maintaining the child’s confidentiality are made clear.  
ASSESSING CAPACITY TO CONSENT
IRB Approved Research in the Emergency Room or ICU

Victims of trauma, heart attack, stroke, and other medical emergencies may be the only suitable subjects for research about their condition, or to evaluate emergency interventions designed to ameliorate or reduce the effects of their condition.  At the same time, emergency patients frequently are unable to provide informed consent, and a legally authorized representative may be neither readily identifiable nor available.  If an experimental intervention must be administered immediately in order to be effective, it may not be possible to obtain legally valid informed consent for its use.  However, a clinical trial or collection of data on trauma victims, heart attack, stroke, head injury, etc. is a systematic investigation for generalizable knowledge and thus is defined as research.  Therefore, research on emergency situations requires full IRB approval.
The FDA and DHHS published new regulations in October 1996 that permit the IRB to approve waivers of informed consent for research involving emergency interventions.  The new regulations, however, defer to local or state law.  As Nevada state law is silent on allowing waivers of written informed consent, the Sunrise Health Institutional Review Board has determined that, the new regulations regarding waivers of informed consent for emergency interventions do not apply to research conducted at Sunrise Health institutions.  Therefore, no exceptions for this type of research are permitted.  Please contact the Office of Research Compliance for the most current information on evolving policies in this area.

A recent directive from OPRR reminded the IRB’s of the mandate for obtaining legally effective informed consent prospectively from each research subject or the subject’s legally authorized representative.  Nevada State law requires a four-level process regarding consent from next-of-kin for medical treatment when the patient is incapacitated:
1. There must be a sincere and lengthy attempt to reach a competent spouse.

2. If a spouse is not available an adult child may consent.
3. If neither a spouse nor adult child is reasonably available, a parent may consent.

4. If no parent is reasonably available, an adult sibling may consent.

NOTE:  The IRB will accept consent via facsimile if the subject’s representative does not accompany the patient to the emergency room.

	· The FDA permits an exception to the requirements for IRB review in the case of patients facing an immediately life-threatening illness for which there is no effective or generally accepted therapy and no IRB approved protocol for an investigational drug, device or biologic [21 CFR 50.23].
(For information, please see Section 8, FDA Requirements: Emergency Use of a Test Article)


Individuals with Severe Cognitive or Psychiatric Disorders

Although there are no federal regulations specifically addressing this subject population, general guidance is available from OHRP’s Official IRB Guidebook (available at OPRS) and from the Report and Recommendations: Those Institutionalized as Mentally Infirm published in 1978 by the National Commission for the Protection of Human Subjects.

Individuals with severe cognitive or psychological disorders may or may not have the capacity to consent to participate in research.  If the disorder has affected their reasoning, they may not be able to process information about the research, or they may be subject to actual or perceived duress.  This is particularly true of those who are institutionalized.  The third ethical principal of justice, outlined in the Belmont Report, states that investigators should take precautions not to systematically select subjects simply because of the subjects’ easy availability, their compromised position, or because of social, racial, sexual, economic, or cultural biases institutionalized in society.  Therefore, the first rule is to recruit subjects from non-institutionalized populations, to the extent possible, even though it may be more convenient to work with patients confined to an institution or residents of a nursing home.
No one who is found to lack decision-making capacity may be involved in research presenting more than minimal risk without the written consent of an agent designated by a health care power of attorney, or by some other legally authorized representative.    Protocols submitted to the IRB should describe how capacity to consent will be determined, by whom it will be done, and what procedures will be in place to assure that legally effective informed consent is provided for all individuals found to lack decision-making capacity.  (Please see Appendix 16, “Assessing Capacity to Consent Form”, for more information.)

Determining Decision-Making Capacity
A primary consideration when recruiting subjects with severe cognitive or psychiatric disorders is to establish procedures for determining which individuals are able to provide legally valid consent, and which are not.  Usually, an individual’s lack of capacity must be determined by at least one licensed physician and confirmed by another physician or health care practitioner competent in a relevant area of expertise (e.g., psychiatry, neurology, clinical neuropsychology, psychiatric social work).  Because of the importance and implications of such a determination, the IRB generally requires that such a determination be made by someone not otherwise involved in the research, and confirmed in writing, before a third party may consent to the participation of an impaired individual in research presenting more than minimal risk.

Who May Consent on Behalf of Incapacitated Individuals

In Nevada, when a person designates a health care proxy under a health care power of attorney, that proxy (or agent) may make any health care decision that the incapacitated individual could have made, if still able to do so.  Although it has not been clarified by the courts, we believe that a health care agent may provide valid permission to include an incapacitated individual in research, provided that an independent practitioner, approved by the IRB, certifies that the individual is incapable of providing informed consent.

	However, even when legally authorized permission has been provided, an incapacitated adult may not be included in research over his or her objection.




Research Involving Withdrawal of Psychotherapeutic Drugs

Research involving the withdrawal of psychotherapeutic drugs is required to include provisions for a psychiatrist not otherwise involved in the research to monitor the subjects’ mental status on an ongoing basis, and to reinstitute drug therapy if the patient/subject does not object and it is clinically indicated.  The requirement applies to research involving drugs withheld from control groups, as well as to research involving a drug washout period and research designed to study the symptoms and triggering mechanisms of relapse.

Normally, psychiatric patients should be on an inpatient unit during initial phases of drug withdrawal, and the research protocol should define criteria for:

· Return to outpatient status

· Continuation of (or return to) inpatient status

· Reinstitution of drug therapy, and

· Termination from the study

In addition, consent documents should inform both the subjects and their families (if family members are to be involved, or if the subjects will be living at home) of the risks of relapse, the possible signs of relapse, and what to do if symptoms of relapse appear.  Families should also be told about the subject’s right to refuse psychotherapeutic drugs, or hospitalization, except as permitted under Nevada law.

The consent form is required to clearly explain the patient’s right to confidentiality and the extent to which information about the patient/subject will be shared with family members and/or friends participating in the research and vice versa.

Finally, the IRB will forward the research protocol to a data and safety monitoring board (DSMB) for oversight and data review on an ongoing basis, breaking the treatment code (if applicable) to determine if the research should be modified or halted.

Deception or Withholding Information

The basic principles that guide the ethical conduct of research, as previously outlined in Chapter 1, Introduction “The Foundation of 45 CRR 46: The Belmont Report” are (1) respect for subjects; (2) beneficence; and (3) justice.  The requirements for complete informed consent strongly favor comprehensive, honest, and understandable disclosure of all elements of the subject’s participation in research.  There are times, however, especially in behavioral research, when investigators plan to withhold information about the real purpose of the study or purposely give subjects false information about some aspect of the research.  As a result, the subject will not give prospective fully informed consent.  The use of deception or incomplete disclosure imposes special responsibilities on the investigator and the IRB.

Occasionally, a study will involve some degree of deception.  Minor deception, such as withholding specific points of interest in an attempt to prevent a bias in the results, can be acceptable, provided the subject is fully debriefed after participation.  Risks stemming from major deception, such as leading a subject to believe that s/he has committed a crime or has a disease must be clearly counterbalanced by the benefits of the research.

The federal regulations do not allow the IRB to waive some or all of the elements of informed consent, including a fair and comprehensive description of all elements of the research, if the study is more than minimal risk.  In addition, the waiver of the elements of consent must not adversely affect the rights and welfare of subjects, and must be essential to the ability to carry out the research.  (Please see Chapter 5, “Risk/Benefit Assessment”, for more information regarding minimal risk.)

	NOTE: Incomplete disclosure or the use of deception cannot be used as a means to secure the participation of subjects in research.  The IRB may not approve research that entails more than minimal risk and withholds information that is material to the subject’s decision to participate in the study.


The IRB is required to consider whether the withheld information would influence the decision of potential subjects to participate in the research.  The Board cannot approve a study that presents more than minimal risk where subjects are deceived or not given complete information that they would consider material to the decision to participate.
Debriefing

In order for the IRB to adequately review the research, investigators should justify, in detail, in the protocol, the reasons for deceiving or withholding information from subjects, including an explanation of: a) the necessity for deceiving subjects; (b) how the potential benefits of the research justify the use of deception; and (c) how the investigators will conduct the debriefing.  In addition, investigators should include a debriefing script or statement that indicates the information subjects will receive regarding their participation in the research.

The IRB in collaboration with the investigator will determine whether subjects should be debriefed either after unwittingly participating in research or after knowingly participating in research that involved deception.  The IRB may require debriefing when it contributes to the subject’s welfare, i.e., when it corrects painful or stressful misperceptions, or when it reduces pain, stress, or anxiety concerning the subject’s performance.  For example, if a subject is led to believe through participation in deceptive research that s/he has committed a crime or has a disease, a debriefing session may correct the induced stress, pain, anxiety, etc.




IMPORTANT NOTICE:  Please refer to Chapter 7, “Responsibilities of Principal Investigators: Confidentiality”, Chapter 8, Special Classes of Research Subjects: Children” for additional requirements regarding the participation of children in research.
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