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USE OF INVESTIGATIONAL DRUGS, BIOLOGICS, OR DEVICES

IN HUMAN SUBJECTS RESEARCH

If the protocol involves an investigational device, the IRB will be informed on the Petition document whether the sponsor has assessed the device as “significant risk (SR)” or “nonsignificant risk. (NSR)”.

A significant risk device presents a potential for serious risk to the health, safety, or welfare of a subject and is (i) an implant, or (ii) is used in supporting or sustaining human life, or (iii) is of substantial importance in diagnosing, curing, mitigating or treating disease or otherwise prevents impairment of human health, or (iv) otherwise presents a potential for serious risk to the health, safety, or welfare of a subject.  Significant risk devices require an IDE approval from the FDA before review of a study can proceed.  Sponsors and investigators must comply with IDE regulations [21 CFR part 812] as well as informed consent and IRB regulations [21 CFR parts 50 and 56].

A nonsignificant risk device is a device study that does not meet the definition for a significant risk device study.  It should not be confused with the term “minimal risk” to identify certain studies that may be approved through an “expedited review” procedure.

The assessment of whether or not a device study presents a nonsignificant or significant risk is initially made by the sponsor, and it is the responsibility of the sponsor to provide the IRB with a description of the device, reports of prior investigations with the device, the proposed investigational plan, a description of patient selection criteria and monitoring procedures, as well as any other information the IRB deems necessary to make its decision.  

The IRB may agree or disagree with the sponsor’s initial risk assessment.  If the IRB agrees with an assessment that a device is an NSR an IDE application is not required to be submitted to, or approved by, the FDA.  In this situation the IRB will proceed to review the study applying the criteria in 21 CFR 56.111.  In addition, if the study is approved by the IRB, the convened IRB will confirm that the NSR device fulfills the requirements for an abbreviated IDE as follows:

· The device is not a banned device.

· The sponsor labels the device in accordance with 21 CFR 812.5. 
· The sponsor obtains IRB approval of the investigation after presenting the reviewing IRB with a brief explanation of why the device was not a significant risk device, and maintains such approval.
· The sponsor ensures that each investigator participating in an investigation of the device obtains from each participant under the investigator’s care, consent under 21 CFR 50 and documents it, unless documentation was waived.

· The sponsor complies with the requirements of 21 CFR 812.46 with respect to monitoring investigations.

· The sponsor maintains the records required under 21 CFR 8 12.140(b) (4) and (5) and makes the reports required under 21 CFR 812.150(b) (1) through (3) and (5) through (10).
· The sponsor ensures that participating investigators maintain the records required by 21 CFR 812.140(a)(3)(i) and make the reports required under 812.150(a) (1), (2), (5), and (7).

· The sponsor complies with the prohibitions in 21 CFR 812.7 against promotion and other practices.
· If the IRB determines that the device is to be re-categorized as “significant risk,” the PI and, where appropriate, the sponsor will be notified in writing and this will be documented in IRB minutes.  Further review will not proceed unless and until the sponsor has obtained an investigational device exemption (IDE).  Protocols involving significant risk devices are not eligible for expedited review.
EMERGENCY USE

In general, research is not conducted under “emergency” conditions, but research does allow emergency medical care to be provided to patients who need such care.  Therefore, whenever emergency care is provided without prior IRB review and approval, the patient shall not be considered a research subject in a study and the outcome of such care may not be reported with research-related data.

In an emergency (e.g., life threatening) situation involving the utilization of an investigational new drug (IND), biologic or device, the FDA allows specific procedures for specific circumstances.  If PIs need permission to conduct this type of research, they should consult with the Coordinator of the IRB or consult the FDA information sheets for current procedures.  In some cases, the Chair of the IRB can grant an “exemption” from prior IRB review and approval for such drug use in a single patient after appropriate review of the circumstances involved, the protocol to be used, the consent process/document being proposed, and whether the regulatory criteria allowing the exemption from prior IRB review will be met.  The Chair should attempt to consult with other members of the IRB before granting an interim approval.  In any event, a protocol for such emergency drug use must be reviewed by the IRB within a reasonable period of time to ensure that emergency procedures are not being used to circumvent human subject protection policies 

Even for an emergency use, the investigator is required to obtain informed consent of the subject or the subject's legally authorized representative unless both the investigator and a physician who is not otherwise participating in the clinical investigation certify in writing all of the following [21 CFR 50.23(a)]: 

· The human subject is confronted by a disease or condition which is life-threatening. 

· The situation necessitates the use of the investigational article.

· No standard acceptable treatment is available.

· There is NOT sufficient time to obtain IRB approval.

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

· Time is not sufficient to obtain consent from the subject's legal representative.

· The emergency use will be reported to the IRB within 5 working days.

· Any subsequent use of the investigational product at an institution utilizing this IRB will have prospective IRB review and approval.

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 by a physician who is not otherwise participating in the study, in advance, the use of the test article shall be reviewed and evaluated by a physician who is not participating in the clinical investigation.

All required documentation shall be submitted to the IRB within 5 working days after the use of the test article. The documentation will be reviewed at the next convened meeting of the IRB.  The IRB will determine if the emergency use met FDA regulations, was DHHS or VA-regulated (and met these regulation), whether appropriate action has been taken with no follow-up required, if additional information is required, or if independent consultation is required.  The results of the IRB review will be recorded in the minutes of the meeting.

Federal regulations also allow for the conduct of planned research in life-threatening emergency situations where obtaining prospective informed consent is not practical and is permitted to be waived (e.g., emergency room research on comatose accident victims or stroke victims).  Prior to initiating this type of research project, the research plan must be approved in advance by the NIH/FDA and the IRB and be publicly disclosed to the community in which it will be performed.  Note:  The VA does not permit the conduct of planned emergency research without informed consent per 21 CFR 50.54.
Specific procedures are as follows:

1. In order to approve an emergency research consent waiver study, the IRB must find and document:

a. Subjects are in a life-threatening situation, available treatments unproven or unsatisfactory and collection of scientific evidence is necessary.

b. Obtaining informed consent is not feasible because: (i) medical condition precludes consent; (ii) no time to get consent from a legally authorized representative; and (iii) prospective identity of likely subjects not reasonable.

c. Prospect of direct benefits to study subjects because: (i) life-threatening situation that necessitates treatment; (ii) data support potential for direct benefit to individual subjects; and (iii) risk/benefit of both standard and proposed treatments reasonable.

d. Waiver is needed to carry out study.

e. Plan defines therapeutic window, during which investigator will seek consent rather than starting without consent. Summary of efforts will be given to IRB at time of continuing review.

f. IRB reviews and approves consent procedures. IRB reviews and approves family member objection procedures.

g. Additional protections, including at least: (i) consultation with community representatives; (ii) public disclosure of plans, risks and expected benefits; (iii) public disclosure of study results; (iv) assurance that an independent Data Monitoring Committee has been established; (v) objections of family members summarized for continuing review.

h. Ensure procedures in place to inform at earliest feasible opportunity of subject’s inclusion in the study, participation may be discontinued. Procedures to inform family the subject was in the study if subject dies.

i. Documentation of IND or IDE, if required, even for marketed products.

2. IRB disapproval must be documented in writing and sent to the clinical investigator and the sponsor of the clinical investigation.  Sponsor must promptly disclose to FDA, other investigators and other IRBs.

3. The IRB shall promptly notify in writing the investigator and the sponsor when it determines it cannot approve an emergency research consent waiver study.

4. The IRB shall provide in writing to the sponsor a copy of the information that has been publicly disclosed under 21 CFR 50.24(a)(7)(ii) and (a)(7)(iii).

TREATMENT USE

Pursuant to 21 CFR 312.34 and 312.35, a treatment IND is a mechanism for providing eligible subjects with investigational drugs for the treatment of serious and life-threatening illnesses for which there are no satisfactory alternative treatments. A treatment IND may be granted after sufficient data have been collected to show that the drug "may be effective" and does not have unreasonable risks. Because data related to safety and side effects are collected, treatment INDs also serve to expand the body of knowledge about the drug.

There are four requirements that must be met before a treatment IND can be issued: 1) the drug is intended to treat a serious or immediately life-threatening disease; 2) there is no satisfactory alternative treatment available; 3) the drug is already under investigation, or trials have been completed; and 4) the trial sponsor is actively pursuing marketing approval.

Treatment of subjects under an FDA-approved “Treatment IND” requires prospective IRB review and informed consent.   The PI/Physician should submit a letter of explanation with all relevant documentation (typically including the protocol and consent form to be used) to the IRB for this purpose.  In case urgent treatment is required, the IRB Chair or designee may grant interim approval and require that the PI/Physician submit a report on the use of the investigational agent within five (5) working days following such use. The documentation will be reviewed at the next convened meeting of the IRB.  The IRB will determine if the treatment use of the drug met FDA regulations, if appropriate action has been taken with no follow-up required, if additional information is required, or if independent consultation is required.  The results of the IRB review will be recorded in the minutes of the meeting.

Applicable Regulations and Guidelines

· Guidance for Institutional Review Boards, Clinical Investigators, and Sponsors: Exception from Informed Consent Requirements for Emergency Research, Draft Guidance, July 2006 http://www.fda.gov/OHRMS/DOCKETS/98fr/06d-0331-gdl0001.pdf
· FDA Regulations 21 CFR 312 Investigational New Drug Application

· FDA Regulations 21 CFR 812 Investigational Device Exemptions

· FDA Regulations 21 CFR 50 - Protection of Human Subjects (Informed Consent)

· FDA Regulations 21 CFR Section 50.24 Exception from informed consent requirements for emergency research

· OHRP Guidance Informed Consent Requirements in Emergency Research http://www.hhs.gov/ohrp/humansubjects/guidance/hsdc97-01.htm 
· HHS Regulations 45 CFR 46.116 General requirements for informed consent. HHS Regulations 45 CFR 46.117 Documentation of informed consent.
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