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OBJECTIVE:

To describe the criteria to follow to determine if informed consent/HIPAA authorization may be waived.

BACKGROUND
The regulations governing waiver of informed consent are found in 45CFR46.116 (DHHS), 21 CFR 50.23 and 21CFR50.24 (FDA) ,and 32CFR219.116 (DoD).  Regulations regarding waiver of HIPAA authorization are found in 21CFR160 and 164 (HIPAA).  See Appendix A for waiver criteria. 
· Because the UVa agreement with DHHS via the Federal Wide Assurance (FWA) states that we will follow DHHS regulations regardless of funding, a waiver of consent must always be reviewed and approved under the DHHS waiver regulations.

· If the protocol includes research on a drug, device or biologic, a waiver of consent must also be reviewed and approved under the FDA waiver regulations.

· If the protocol includes research of an in-vitro diagnostic device, additional information may be found in the FDA Guidance document  " Guidance on Informed Consent for In Vitro Diagnostic Device Studies Using Leftover Human Specimens that are Not Individually Identifiable"
· If the protocol is funded by the Department of Defense, the waiver of consent must also be reviewed and approved under DoD regulations.

· In addition, if Protected Health Information (PHI) (health information with identifiers) will be obtained, HIPAA (21CFR160 and 164) regulations must be met in order to waive HIPAA authorization.  At UVa, the HIPAA authorization is embedded in our consent forms.

Criteria from these regulations are listed in Appendix A.

A waiver of consent/HIPAA authorization may be expedited if it meets the criteria of minimal risk under the 45CFR46.116 and HIPAA 45CFR164.512(i)(2).

PROCEDURE:

In order to grant a waiver of consent/HIPAA authorization all applicable regulations must be followed. 
See Background section of this document for additional information. 
Additional information/ guidance for when a waiver of consent/waiver of HIPAA authorization can and cannot be granted may be found in Consent Tips. Also see the document When is it impracticable to obtain consent? 
When a waiver is requested, the Chair and Staff should determine if the study involves research on an investigational drug, device or biologic. One must next determine if the research is exempt from FDA regulations.   If not exempt, the applicable FDA regulations must be followed. The criteria to determine if a drug, device or biologic is exempt from FDA regulations are listed below.  
Investigational Device

Per 21CFR812(c)  a device is exempt from IDE regulations if it meets one of the following criteria:

1. a legally marketed device when used in accordance with its labeling 

2. a diagnostic device if it complies with the labeling requirements in §809.10(c) and if the testing: 

a. is noninvasive; 

b. does not require an invasive sampling procedure that presents significant risk; 

c. does not by design or intention introduce energy into a subject; and 

d. is not used as a diagnostic procedure without confirmation by another medically established diagnostic product or procedure; 

3. consumer preference testing, testing of a modification, or testing of a combination of devices if the device(s) are legally marketed device(s) [that is, the devices have an approved PMA, cleared Premarket Notification 510(k), or are exempt from 510(k)] AND if the testing is not for the purpose of determining safety or effectiveness and does not put subjects at risk; 

4. a device intended solely for veterinary use; 

5. a device shipped solely for research with laboratory animals and contains the labeling "CAUTION – Device for investigational use in laboratory animals or other tests that do not involve human subjects." 

6. a custom device

According to 21CFR812.2(c) (7) a custom device as defined in 812.3(b) is exempt unless the device is being used to determine safety or effectiveness for commercial distribution.  A custom device means a device that:

(1) Necessarily deviates from devices generally available or from an applicable performance standard or premarket approval requirement in order to comply with the order of an individual physician or dentist;

(2) Is not generally available to, or generally used by, other physicians or dentists;

(3) Is not generally available in finished form for purchase or for dispensing upon prescription;

(4) Is not offered for commercial distribution through labeling or advertising; and

(5) Is intended for use by an individual patient named in the order of a physician or dentist, and is to be made in a specific form for that patient, or is intended to meet the special needs of the physician or dentist in the course of professional practice.

In Vitro Diagnostic Device Studies Using Leftover Human Specimens that are not Individually Identifiable. 

If the protocol includes research of an in-vitro diagnostic device, additional information may be found in the FDA Guidance document  " Guidance on Informed Consent for In Vitro Diagnostic Device Studies Using Leftover Human Specimens that are Not Individually Identifiable"
A waiver of consent may be allowed for research involving in vitro- diagnostic device studies using leftover human specimens that are not individually identifiable if ALL of the following criteria are true: 
· The investigation meets the IDE exemption criteria at 21 CFR 812.2(c) (3).

· The study uses leftover specimens, that is, remnants of specimens collected for routine clinical care or analysis that would have been discarded. The study may also use specimens obtained from specimen repositories or leftover specimens that were previously collected for other research purposes.

· The specimens are not individually identifiable, i.e., the identity of the subject is not known to and may not readily be ascertained by the investigator or any other individuals associated with the investigation, including the sponsor. If the specimen is coded,6 it will be considered to be not individually identifiable if neither the investigator(s) nor any other individuals associated with the investigation or the sponsor can link the specimen to the subject from whom the specimen was collected, either directly or indirectly through coding systems.

· The specimens may be accompanied by clinical information as long as this information does not make the specimen source identifiable to the investigator or any other individual associated with the investigation, including the sponsor.

· The individuals caring for the patients are different from and do not share information about the patient with those conducting the investigation.

· The specimens are provided to the investigator(s) without identifiers and the supplier of the specimens has established policies and procedures to prevent the release of personal information.

· The study has been reviewed by an IRB in accordance with 21 CFR Part 56, except as described in section 7 of the FDA guidance document.

Investigational Drug/Biologic 
Per 21CFR312(b)  Exemption Criteria for a Drug/Biologic
 (1) The clinical investigation of a drug product that is lawfully marketed in the United States is exempt from the 

requirements of this part if all the following apply:

    (i) The investigation is not intended to be reported to FDA as a well-controlled study in support of a new indication for use nor intended to be used to support any other significant change in the labeling for the drug;

    (ii) If the drug that is undergoing investigation is lawfully marketed as a prescription drug product, the investigation is not intended to support a significant change in the advertising for the product;

    (iii) The investigation does not involve a route of administration or dosage level or use in a patient population or other factor that significantly increases the risks (or decreases the acceptability of the risks) associated with the use of the drug product;

    (iv) The investigation is conducted in compliance with the requirements for institutional review set forth in part 56 and with the requirements for informed consent set forth in part 50; and

    (v) The investigation is conducted in compliance with the requirements of Sec. 312.7.

(2)(i) A clinical investigation involving an in vitro diagnostic biological product listed in paragraph (b)(2)(ii) of this section is exempt from the requirements of this part if (a) it is intended to be used in a diagnostic procedure that confirms the diagnosis made by another, medically established, diagnostic product or procedure and (b) it is shipped in compliance with Sec. 312.160.

    (ii) In accordance with paragraph (b)(2)(i) of this section, the following products are exempt from the requirements of this part: (a) blood grouping serum; (b) reagent red blood cells; and (c) anti-human globulin.

(3) A drug intended solely for tests in vitro or in laboratory research animals is exempt from the requirements of this part if shipped in accordance with Sec. 312.160.

(4) FDA will not accept an application for an investigation that is exempt under the provisions of paragraph (b)(1) of this section.

(5) A clinical investigation involving use of a placebo is exempt from the requirements of this part if the investigation does not otherwise require submission of an IND.

(6) A clinical investigation involving an exception from informed consent under Sec. 50.24 of this chapter is not exempt from the requirements of this part.

    (c) Bioavailability studies. The applicability of this part to in vivo bioavailability studies in humans is subject to the provisions of Sec. 320.31.

    (d) Unlabeled indication. This part does not apply to the use in the practice of medicine for an unlabeled indication of a new drug product approved under part 314 or of a licensed biological product.

If not exempt refer to 21 CFR 50.23 and 21CFR50.24 to determine the applicability of the regulations and the procedures to follow.

· 21CFR50.23 is to be used on an individual subject basis.

· 21CFR50.24 is to be used in a situation in which you are planning a study and know that more than 1 subject needing waiver of consent would be involved. 

DOCUMENTATION:

The specific regulation under which waiver of consent/HIPAA authorization is granted must be documented in the IRB minutes and on the Assurance Form.  
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45CFR46.116 ( DHHS)
(d) An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth in this section, or waive the requirements to obtain informed consent provided the IRB finds and documents that:

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

2. The waiver or alterations will not adversely affect the rights and welfare of the subjects;

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

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

32CFR219.116 (d) (DoD)
(d) An IRB may approve a consent procedure which does not include, or which alters, some or all of the

elements of informed consent set forth in this section, or waive the requirements to obtain informed

consent provided the IRB finds and documents that:

(1) The research involves no more than minimal risk to the subjects;

(2) The waiver or alteration will not adversely affect the rights and welfare of the subjects;

(3) The research could not practicably be carried out without the waiver or alteration; and

(4) Whenever appropriate, the subjects will be provided with additional pertinent information after

participation.
21CFR50.23 (FDA)
(a)
The obtaining of informed consent shall be deemed feasible unless, before use of the test article (except as provided in paragraph (b) of this section), both the investigator and a physician who is not otherwise participating in the clinical investigation certify in writing all of the following:

1. The human subject is confronted by a life-threatening situation necessitating the use of the test article.

2. Informed consent cannot be obtained from the subject because of an inability to communicate with, or obtain legally effective consent from the subject.

3. Time is not sufficient to obtain consent from the subject’s legal representative.

4. There is available no alternative method of approved or generally recognized therapy that provides an equal or greater likelihood of saving the life of the subject. 

(b) If immediate use of the test article is, in the investigator’s opinion, required to preserve the life of the subject, and time is not sufficient to obtain the independent determination required in paragraph (a) of this section in advance of using the test article, the determinations of the clinical investigator shall be made and within 5 working days after the use of the article, be reviewed and evaluated in writing by a physician who is not participating in the clinical investigation.

(c) The documentation required in paragraph (a) or (b) of this section shall be submitted to the IRB within 5 working days after the use of the test article.

21CFR50.24 (FDA)
(a)
The IRB responsible for the review, approval, and continuing approve that investigation without requiring that informed consent of all research subjects be obtained if the IRB (with the concurrence of a licensed physician who is a member of or consultant to the IRB and who is not otherwise participating in the clinical investigation) finds and documents each of the following:

    (1) The human subjects are in a life-threatening situation, available treatments are unproven or unsatisfactory, and the collection of valid scientific evidence, which may include evidence obtained 

through randomized placebo-controlled investigations, is necessary to determine the safety and effectiveness of particular interventions.

    (2) Obtaining informed consent is not feasible because:

    (i) The subjects will not be able to give their informed consent as a result of their medical condition;

    (ii) The intervention under investigation must be administered before consent from the subjects' legally authorized representatives is feasible; and

    (iii) There is no reasonable way to identify prospectively the individuals likely to become eligible for participation in the clinical investigation.

    (3) Participation in the research holds out the prospect of direct benefit to the subjects because:

    (i) Subjects are facing a life-threatening situation that necessitates intervention;

    (ii) Appropriate animal and other pre clinical studies have been conducted, and the information derived from those studies and related evidence support the potential for the intervention to provide a direct benefit to the individual subjects; and

    (iii) Risks associated with the investigation are reasonable in relation to what is known about the medical condition of the potential class of subjects, the risks and benefits of standard therapy, if any, and what is known about the risks and benefits of the proposed intervention or activity.

    (4) The clinical investigation could not practicably be carried out without the waiver.

    (5) The proposed investigational plan defines the length of the potential therapeutic window based on scientific evidence, and the investigator has committed to attempting to contact a legally authorized representative for each subject within that window of time and, if feasible, to asking the legally authorized representative contacted for consent within that window rather than proceeding without consent. The investigator will summarize efforts made to contact legally authorized representatives and make this information available to the IRB at the time of continuing review.

    (6) The IRB has reviewed and approved informed consent procedures and an informed consent document consistent with Sec. 50.25. These procedures and the informed consent document are to be used with subjects or their legally authorized representatives in situations where use of such procedures and documents is feasible. The IRB has reviewed and approved procedures and information to be used when providing an opportunity for a family member to object to a subject's participation in the clinical investigation consistent with paragraph (a)(7)(v) of this section.

    (7) Additional protections of the rights and welfare of the subjects will be provided, including, at least:

    (i) Consultation (including, where appropriate, consultation carried out by the IRB) with representatives of the communities in which the clinical investigation will be conducted and from which the subjects will be drawn;

    (ii) Public disclosure to the communities in which the clinical investigation will be conducted and from which the subjects will be drawn, prior to initiation of the clinical investigation, of plans for the investigation and its risks and expected benefits;

    (iii) Public disclosure of sufficient information following completion of the clinical investigation to apprise the community and researchers of the study, including the demographic characteristics of the research population, and its results;

    (iv) Establishment of an independent data monitoring committee to exercise oversight of the clinical investigation; and

    (v) If obtaining informed consent is not feasible and a legally authorized representative is not reasonably available, the investigator has committed, if feasible, to attempting to contact within the therapeutic window the subject's family member who is not a legally authorized representative, and asking whether he or she objects to the subject's participation in the clinical investigation. The investigator will summarize efforts made to contact family members and make this information available to the IRB at the time of continuing review.

(b)
The IRB is responsible for ensuring that procedures are in place to inform, at the earliest feasible opportunity, each subject, or if the subject remains incapacitated, a legally authorized representative of the subject, or if such a representative is not reasonably available, a family member, of the subject's inclusion in the clinical investigation, the details of the investigation and other information contained in the informed consent document. The IRB shall also ensure that there is a procedure to inform the subject, or if the subject remains incapacitated, a legally authorized representative of the subject, or if such a representative is not reasonably available, a family member, that he or she may discontinue the subject's participation at any time without penalty or loss of benefits to which the subject is otherwise entitled. If a legally authorized representative or family member is told about the clinical investigation and the subject's condition improves, the subject is also to be informed as soon as feasible. If a subject is entered into a clinical investigation with waived consent and the subject dies before a legally authorized representative or family member can be contacted, information about the clinical investigation is to be provided to the subject's legally authorized representative or family member, if feasible.

 (c)

The IRB determinations required by paragraph (a) of this section and the documentation required by paragraph (e) of this section are to be retained by the IRB for at least 3 years after completion of the clinical investigation, and the records shall be accessible for inspection and copying by FDA in accordance with Sec. 56.115(b) of this chapter.

(d)

Protocols involving an exception to the informed consent requirement under this section must be performed under a separate investigational new drug application (IND) or investigational device exemption (IDE) that clearly identifies such protocols as protocols that may include subjects who are unable to consent. The submission of those protocols in a separate IND/IDE is required even if an IND for the same drug product or an IDE for the same device already exists. Applications for investigations under this section may not be submitted as amendments under Secs. 312.30 or 812.35 of this chapter.

(e)

If an IRB determines that it cannot approve a clinical investigation because the investigation does not meet the criteria in the exception provided under paragraph (a) of this section or because of other relevant ethical concerns, the IRB must document its findings and provide these findings promptly in writing to the clinical investigator and to the sponsor of the clinical investigation. The sponsor of the clinical investigation must promptly disclose this information to FDA and to the sponsor's clinical investigators who are participating or are asked to participate in this or a substantially equivalent clinical investigation of the sponsor, and to other IRBs that have been, or are, asked to review this or a substantially equivalent investigation by that sponsor.

HIPAA 45CFR164.512(i)(2)

 (ii) Waiver criteria  A statement that the IRB or privacy board has determined that the alteration or waiver, in whole or in part, of authorization satisfies the following criteria:

(A) The use or disclosure of protected health information involves no more than minimal risk to the privacy of individuals, based in, at least, the presence of the following elements;

(1) An adequate plan to protect the identifiers from improper use and disclosure;

(2) An adequate plan to destroy the identifiers at the earliest opportunity consistent with conduct of the research, unless there is a health or research justification for retaining the identifiers or such retention is otherwise required by law; and

(3) Adequate written assurances that the protected health information will not be reused or disclosed to any other person or entity, except as required by law, for authorized oversight of the research study, or for other research for which the use or disclosure of protected health information would be permitted by this subpart. 

(B) The research could not practicably be conducted without the waiver or alteration and

(C) The research could not practicably be conducted without access to and use of the protected health information.


