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Consent for Special Categories of Studies 

Introduction:

Some categories of research present specific issues related to obtaining informed consent.

Definitions:

Research As defined by DHHS any systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge (45 CFR 46.102(d)).
Clinical Investigation Any experiment that involves a test article and one or more human subjects, and that is subject to the FDA regulations. FDA regulations consider the terms “clinical investigation” and “research” to be synonymous. The following are considered experiments subject to FDA regulations:

· Any use of a drug, other than the use of an approved drug in the course of medical practice.

· Any use of a medical device to evaluate safety or efficacy of that device.

· Any activity where data are being collection to submit to FDA or to be held for inspection by FDA.
Off-Label Use is the use of a FDA approved drug for a use that is not included in the approved label.  This also includes the use of a drug for an approved illness or condition in an unapproved age group or at an unapproved dose.

Adult is a person who has attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be conducted. Who is an adult may vary depending on the specific treatments or procedures involved in the research and on the jurisdiction in which the research will be conducted.
Informed Consent is an individual’s voluntary agreement, based upon adequate knowledge and understanding of the relevant information, to participate in research either for themselves or for a child for whom they are the parent or guardian (defined as an individual who is authorized under applicable State or local law to consent on behalf of a child to general medical care.      

Assent means a child’s affirmative agreement to participate in research.  Failure of a child to object to participation can not be construed as assent. Assent is a process involving communication with the child. A signature on an assent document is not, by itself, assent.

Child is a person, who has not attained the legal age for consent to treatments or procedures involved in research, under the applicable law of the jurisdiction in which the research will be conducted. 

Policy:

A) Questionnaire Studies 

The need for written informed consent for questionnaire studies will vary depending on the involvement of the subject and the nature of the information being collected.  An information sheet may be substituted for the written consent, indicating the nature of the study, the time requirement for the subject, and other information required for consent.  The information sheet must indicate that completion of the questionnaire implies consent.  A protocol must contain specific justification of the use of an alternative (i.e., information sheet) to written informed consent.  The use of in information sheet requires an IRB waiver of the need for written consent (see IRB Policy, Informed Consent (section C)).
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 the above criteria as well as including the protocol-specific information for the justification of the waiver. 

B) Blood Drawing Studies

All blood drawn for research purposes must be done with an IRB approved research protocol.  Some protocols that only involve blood samples are appropriate for oral consent and waiver of written consent (see IRB Policy, Informed Consent (section C)).  Studies involving multiple blood drawings (unless the research samples are drawn as an additional sample done at the time of a clinically indicated blood draws) require written consent. Written consent for venous blood drawing should include the amount of blood in lay terms (teaspoons, tablespoons, ounces, or cups), the number of samples, the number of needle sticks, whether an indwelling catheter will be used, and risks of infection, discoloration, and some pain. Consent forms should indicate what will be done with the blood including what will be measured, how long the blood will be stored, and whether results will be available to the subjects.  If personal identifying information will be removed from the sample this should be stated.

When the research subjects are patients who are acutely ill and subject to multiple clinically indicated blood tests, the investigator must discuss in the protocol what measures will be taken to ensure that research samples will not cause the total amount of blood removed (including clinical samples) to exceed the allowed limit. This applies to both children and adults.

Studies involving arterial blood drawing of any amount require written consent and must include the amount of blood in lay terms, a statement that a test for patency of collateral circulation (Allen test) will be performed, and the risks involved, i.e., gangrene, blood clot, possible loss of limb, as well as infection, discoloration and some pain.

1) Adults 

a) Adult Healthy Volunteers 

Protocols involving a single collection of blood up to one unit (475 ml) from adult healthy volunteers who come to an investigator for this purpose require an approved protocol and verbal consent, but do not require written consent. This amount should not be taken at intervals of less than two months. Subjects may repeat participation in a single blood draw study as long as more than 475 ml is not taken within 2 months; however, verbal consent must be obtained for each blood draw.

b) Adult Patients 

Protocols involving a single collection of 50 cc or less of blood from an adult subject usually are appropriate for oral consent.  The usual limit for blood drawing is a maximum of 475 ml over 2 months; however, this limit includes both clinical and research samples.

2) Children
It is usually inappropriate to draw blood from children as control subjects unless it is an extra sample of blood obtained at the time a blood sample is scheduled to be drawn as part of clinical care.

a) Samples Obtained at the Time of a Clinically Indicated Blood Draw

Oral consent and assent is sufficient for protocols involving the one-time collection of blood in children weighing less than 40 kg when volume to be drawn is less than 1 cc/kg.  Oral consent and assent is sufficient for protocols involving children weighing more than 40 kg when less than 50 cc of blood will be drawn once. The script for obtaining oral consent and assent must be reviewed by the IRB. Multiple blood drawings, regardless of amount of blood to be drawn, require written consent/assent.  

b) Research Samples Requiring Additional Venipunctures

If extra blood samples are obtained for research purposes, written consent and assent are required.  As a general rule blood samples for clinical plus research purposes should not exceed 5 cc/kg over 2 months.

3) Multiple Samples 

Frequent blood draws such as frequently used for pharmacokinetic studies should be done through indwelling access and not multiple venipunctures.  

C) DNA and Genetic Studies 

All studies using blood or tissues for DNA or genetic studies (excluding discarded tissue studies) must describe the study in the protocol and consent form.  Unless the samples are anonymous, how the data will be kept confidential must be discussed.  The protocol and consent form must discuss what results, if any, will be told to the participant.  In regard to paternity issues it may be appropriate to include the disclaimer statement “It is the policy of this institution not to report information regarding paternity.”  If the genetic studies are only a part of the protocol, subjects should have the option to “check off” participation or refusal in the genetic part of the study.  Subjects cannot be asked to sign away any rights to such materials.  Further details and suggested consent language are contained in the IRB Consent Form Template and Tutorial.  
D) Studies Involving Investigational Drugs 

According to Food and Drug Administration regulations, administration of substances with an IND number, but not approved by the FDA, requires approval by the IRB or notification to the IRB that an emergency situation exists. In the absence of an emergency situation IRB approval is required. The FDA policy allows for the emergency use of an investigational drug for medical care of patients, without IRB review and approval.  However, the resulting data cannot be used for research (see IRB Policy, Emergency Use of Investigational Drug, Biologic, or Device). 
The use of a FDA approved drug in a non-approved manner (off-label use) in patient care does not require approval by the IRB unless it is being used for research purposes.  An IND number is usually not required for off-label research use of a previously approved drug unless the studies are for the purpose of changing the recommended use of the drug in the package insert.  See the FDA regulations (21 CFR 312.2 (b)), for complete criteria.

Federal laws, state laws, accreditation boards, and UH policy requires that the storage and dispensing of all investigational drugs for inpatients be under the auspices of the Investigational Pharmacy.  The Investigational Pharmacy will maintain records of all investigational drug receipt, dispensing, and disposal.  For outpatient studies it is the responsibility of the principal investigator to maintain secure drug storage and meet all applicable laws regarding dispensing and accounting for research medications.  The IRB encourages the use of the Investigational Pharmacy for outpatient studies.  For off-site studies it is the investigator’s responsibility to maintain drug storage and drug administration records in a secure location.

The FDA has the authority to audit all records concerning the use of investigational drugs (drugs with an IND number).  FDA regulations require IRB approval for administration of substances with an IND number.   

E) Studies Involving Investigational Devices 

Certain investigational devices are billable to the subject.  This is determined by the Cost Management System and linked to the FDA Investigational Device Exemption (IDE) number.  The consent form must acknowledge whether the subject is to be charged.  All studies involving investigational devices require IRB approval regardless of category of risk.  The FDA has defined three categories: 

· Significant risk where there may be potential harm to subjects.  These require an application to the FDA for an IDE number.  

· Non-significant risk where potential harm to subjects would not require medical intervention.  These devices do not require an IDE number.

· Investigational Device Exemption and low risk studies of lawfully marketed devices may be exempt from IDE regulation.

F) Use of Fetal Tissue 

There is a law in Ohio and a City of Cleveland ordinance that restricts the use of the products of human conception in research.  The laws state:  “No person shall experiment or sell the product of human conception which is aborted irrespective of the duration of the pregnancy.” However the law does allow for research to be conducted using human fetal tissue that was spontaneously aborted, such as a stillbirth, if the woman donating that tissue gives informed consent, and the research is conducted in accordance with Federal regulations (45 CFR 46.206). The criteria under which the research has been approved will also be documented in the minutes and/or study file.
References and/or Regulatory Citations:

Ohio Rev. Code 2919.14 (Anderson 2003)

Cleveland Municipal Ordinance 231.05

Uses of Drugs Not Described in the Package Insert (Off-Label Uses), Pediatrics 110:181-3, 2002

45 CFR 46.206 Subpart B
45 CFR 46.117
21 CFR 312.2(b)
FDA Device Regulations, part 812, Investigational Device Exemptions 

Related Policies:
IRB Policy, Protocol Submission Requirements
IRB Policy, Remuneration of Subjects
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