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The Clinical Investigator and Informed Consent

The following is a review of the federal guidelines for patients’ participation in research/clinical investigation (clinical investigation).  Should a state have stronger regulations regarding protection of patients participating in clinical investigations, those take precedence over Federal regulations.

Respect for patient’ rights and dignity requires that informed consent be obtained before a patient participates in any clinical investigation.  A clinical investigation is a scientific process or project designed and developed to answer a question leading to additions or changes to generalized knowledge.  Clinical investigations involving the use of patients, to obtain ‘research’ data through an intervention or interaction with the individual or to collect identifiable private information for the clinical investigation, must be reviewed by an Institutional Review Board (IRB).

NOTE:  Clinical investigations aimed at testing of drugs or medical devices CANNOT proceed with the approval of both the IRB and Food and Drug Administration.

An Institutional Review Board is a formalized group designated to review and monitor research involving human subjects.  Its purpose is to assure that appropriate steps are taken to protect the rights and welfare of humans participating in research projects.  Physicians should contact a local IRB if they pursue development of a project that can be identified as a clinical investigation or research.  IRBs can be found in hospitals, health systems, managed care organizations, as well as academic medical facilities.  They are extremely helpful to a physician in monitoring the requirements needed to fulfill the obligations of Code of Federal Regulations 45 Part 46.  Many IRBs have developed templates that clinical investigators can obtain through the local IRB office.  These templates provide assistance in writing the consent, assuring no required portions or content, as required by law, are omitted.  The IRB office will also instruct the clinical investigator about preparing additional documents the committee will need for the initial review.  Many IRBs have access to statisticians.  These individuals can be extremely helpful in assisting the researcher in analyzing and evaluating data.  The local IRB office will have the most current state and federal regulations regarding the protection of human research subjects.  In many states, their regulations regarding this protection supersede the federal government regulations.  

To identify if a project can be classified as a clinical investigation or research (that is not related to the testing of drugs or medical devices), ask the following “Does this project ask questions to which answers are needed” or is there a variation on a standard technique that will be performed, then Informed Consent must be obtained from the patient.  The process of Informed Consent begins after the clinical investigator has had the study and actual consent document reviewed and approved by an IRB.  The process of Informed Consent involves not only obtaining written consent, but also providing a detailed explanation of the purpose and reasons for the study, as well as the risks and benefits of participating in the study.  In many states, records of research projects must be retained for seven to ten years.  

This chapter will focus on the content of the consent for a clinical investigation and additional information that the physician will need to provide the IRB for the initial review.  The content of this chapter is based on the current Health and Human Services Code of Federal Regulations 45 Part 46 and Food and Drug Administration Code of Federal Regulations 21 Part 50 & 56.  State regulations governing the protection of human research subjects will supersede federal regulations.  Contact your local IRB for identification and clarification of your state’s regulations prior to proceeding with the proposed research.

General Requirements

Informed consent is the process of providing the patient with the needed information to make a decision about participating in the clinical investigation.  It ensures they can understand the information, and gives them the opportunity to consider initial and ongoing participation.  The physician should allow sufficient time for these instructions to answer patient and/or agent questions and concerns.

The information listed below is that which must be provided in verbal and written form to patients who meet the population criteria identified in the study and agree to participate.  {Federal Policy 46.116}

1. A statement that the study involves research, an explanation of the purposes of the research and the expected duration of the patient’s participation, a description of the procedures to be followed, and identification of any procedures, devices or drugs which are experimental.  If pictures of the patient 
before and after, or during the procedure are a component of the proposed research, a statement authorizing release of the photographs is required in the Informed Consent for Research document.

2. A description of any reasonably foreseeable risks or discomforts to the subject, this includes risks that would normally be anticipated for the care, which is to be provided.

3. A description of any benefits to the patient or to others which may reasonably be expected from the research

4. A disclosure of appropriate alternative procedures or treatments, if any, that might be advantageous to the patient

5. A statement describing the extent, to which confidentiality of records identifying the subject will be maintained

6. For research involving more than minimal risk, an explanation as to whether any compensation and an explanation as to whether medical treatments are available if injury occurs and, if so, what they consist of, or where further information may be obtained.  A statement that the particular treatment, device or drug under investigation may involve risks to the patient and/or embryo/fetus should the patient become pregnant during participation in the research

7. An explanation of whom to contact for answers to pertinent questions about the research and research subject’s rights, and whom to contact in the event of a research-related injury

8. A statement that participation is voluntary, refusal to participate will not change the expected standard of care to be provided to the patient, and the patient may discontinue participation at any time without penalty or loss of care or benefits to which the subject is otherwise entitled.  Should the patient decide to withdraw, consequences of this action as well as the procedures for termination of participation by the patient should be included in the statement.  The statement should include circumstances where the investigator may stop the patient’s participation without regard to the patient’s consent.

9. A statement regarding additional costs, over and above the normal costs of treatment(s) or procedure(s) normally occurring during the episode of care, a patient may assume as a result of participating in the research project.  If there will be financial compensation to the patient participating in the proposed project, the details of this compensation must be included in the Informed Consent for Research document.

10. A statement that significant new findings developed during the course of the research that may relate to the care of the patient and their willingness to continue participation will be provided to them.

11. The approximate number of patients to be enrolled in the project.

The information must be presented in a language that is understandable to the patient or their healthcare agent.  It is helpful to ask the following questions when writing the Informed Consent document – 

Question 1.
Is it written at a reading level understandable to the target research population?


a.
A general rule is that consent documents should be written so that they are understandable to people who have NOT graduated from high school.  The reading level of a document is more difficult if it contains: long sentences, works with more than two syllables, and continuous run-on text.


b.
Therefore, if possible use words with fewer than three syllables; non-scientific/non-medical words; short sentences and break the text up into short sections.

Question 2.
Is the document formatted well?


Does it have headings that break the text into short sections?

Question 3.
Does the document contain the basic elements for informed consent and are they presented in a clear, easy to understand way?  

Question 4.
Can the document be shortened without compromising clarity or other requirements?

When writing a consent document, assume the prospective participant will not talk to a researcher (or research nurse) at all about the study and that all their information will come entirely form the consent document.  If this approach is used, the document is more likely to be clear, complete and able to stand alone.  

The consent document must be created in duplicate.  A signed copy is placed in the patient’s medical record.  The second copy is given to the person who signed the consent.  The consent must be dated at the time of signature.  This is to assure the consent was obtained prior to the patient’s participation in the study.  A witness is required to attest to the adequacy of the consent process and the patient’s voluntary consent and signature.  The witness is also required to sign both copies of the document before being placed in the medical record or given to the subject.

Exceptions to General Requirements

Informed consent is waived when both the investigator and the physician who is not otherwise participating in the research investigation certify in writing ALL of the following:

1. The patient is facing a life-threatening situation necessitating the device or drug’s use.

2. Informed consent cannot be obtained from the patient because of an inability to communicate with or obtain legally effective consent from the patient.  “Inability to communicate” exists when the subject is in a coma or state of confusion.  The inability of a patient to speak a particular language is NOT considered an “inability to communicate.”

3. Time is insufficient to obtain consent from the patient’s health care representative.

4. No alternative method of approved or generally recognized treatment is available that provides an equal or greater likelihood of saving the patient’s life.

Research Protocol Exemptions

Research may be exempt from IRB if they fall into any of the situations identified below.  It is up to the IRB to make that decision, however.

1.
Research conducted in established or commonly accepted educational settings, involving normaleducational practices, such as:


(i)
research on regular and special education instructional strategies,

 or


(ii) 
research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom management methods.

2.
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey 
procedures, interview procedures or observation of public behavior, unless:
(i)
Information obtained is recorded in such a manner that human subjects can be identified, directly or through identifiers linked to the subjects; 

and

(ii) 
any disclosure of the human subjects’ responses outside the research could reasonably place the subjects at risk of criminal or civil liability or be damaging to the subject’s financial standing, employability, or reputation.

3. 
Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey 
procedures, interview procedures, or observation of public behavior that is not exempt under paragraph (2) above if:

(i) 
The human subjects are elected or appointed public officials or candidates for public office; 

or

(ii) 
federal statutes(s) require(s) without exception that the confidentiality of the personally identifiable information will be maintained throughout the research and thereafter.

4.
Research, involving the collection or study of existing data, documents, records, pathological specimens, or diagnostic specimens, if these sources are publicly available or if the information is recorded by the investigator in such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects.

5.
Research and demonstration projects which are conducted by or subject to the approval of department or agency heads, and which are designed to study, evaluate, or otherwise examine:

(i) 
Public benefit or service programs;

            (ii) 
Procedures for obtaining benefits or services under those programs;

            (iii) 
Possible changes in or alternatives to those programs or procedures;

or

(iv)
Possible changes in methods or levels of payment for benefits or services under those programs. 

6.
Taste and food quality evaluation and consumer acceptance studies,

(i)

If wholesome foods without additives are consumed; 

or
(ii)
If a food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or agricultural chemical or environmental contaminant at or below the level found to be safe, by the Food and Drug Administration or approved by the Environmental Protection Agency of the Food Safety and Inspection Service of the U.S. Department of Agriculture.

Information the Investigator Provides to the IRB

Below is the mostly commonly requested content the clinical investigator will need to provide to the IRB for initial review.  Depending on the complexity of the proposed research project, portions of documents needed for review by the committee may be waived.  It is suggested the clinical investigator or designee contact the local IRB office for a ‘Document Checklist’ to help identify the exact content for review.

Content

I.
Professional qualifications to do the research (including a description of necessary support services and facilities)

II.
Study Protocol


A.
Study Title


B.
Purpose of the study (including the expected benefits obtained by doing the study



(1)
The hypothesis is clearly stated



(2)
The study design is appropriate to prove the hypothesis



(3)
Will the findings of the research contribute to generalizable knowledge?



(4)
Is it worth the risks the subject will be exposed to?



a)
Are appropriate protections in place for vulnerable subjects (refer to Inclusion/Exclusion criteria)



(5)
Are there direct benefits of subject participation?


C.
Sponsor of the study


D.
Results of previous related research


E.
Subject inclusion/exclusion criteria – who is to be enrolled and are they appropriate to the study

F.
Justification for use of any special/vulnerable subject populations (for example, the decisional impaired, children)


G.
Study design (including a discussion of the appropriateness of research methods)



(1)
The design minimizes the risk to subjects


H.
Description of procedures to be performed

I.
The circumstances surrounding consent procedure, including setting, subject autonomy concerns, language difficulties, vulnerable populations.

J.
The procedures for documentation of informed consent, including any procedures for obtaining assent from minors, using witnesses, translators and document storage



(1)
The consent contains the eleven required elements



(2)
Consent is clearly written and easily understandable



(3)
Identification of the person who will be obtaining the consent (PI, RN or other?)


K.
Compensation to subjects for their participation


L.
Any compensation for injured research subjects


M.
Provisions for protection of subject’s privacy



(1)
Describe protection of personally identifiable research data from access or use


N.
Extra costs to subjects for their participation in the study


O.
Extra costs to third party payers because of subject’s participation.

III.
Investigator’s Brochure (when one exists)

IV.
Case Report Form (when one exists)

V.
Proposed Informed Consent Document (including translated consents as needed, considering likely subject population)


See General Requirements

VI.
Requests for changes in study after initiation

VII.
Reports of unexpected adverse events

VIII.
Progress reports

IX.
Institutional forms/reports

The following pages contain documents frequently cited as the foundation for the development of a process to protect people participating in clinical investigations.  They are included here as references for physicians who may be planning a clinical investigation.

(Declaration of Helsinki, Belmont and Nuremberg Code)
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