Investigational Drugs, Devices and Biologics
March 7, 2011

[image: image1.wmf]ConsentInvestDrug10-1221.pdf

VANJHCS

Institutional Review Board
Standard Operating Procedures

INVESTIGATIONAL DRUGS, DEVICES AND BIOLOGICS

Nothing in this SOP is intended to limit the authority of a physician to provide emergency medical care, to the extent the physician is permitted to do so under applicable Federal, State, or local law. [45 CFR §46.116(f)] [21 CFR §50.25(d)] 

A component of the U.S. Department of Health and Human Services (DHHS), the Food and Drug Administration (FDA) is responsible for implementing and enforcing the Federal Food, Drug, and Cosmetic Act to ensure the safety and efficacy of products for human use.

The FDA regulates clinical investigations that are conducted on drugs, biologics, devices and food and color additives, hereinafter referred to as “FDA regulated products.”  All such investigations must be conducted in accordance with FDA requirements for informed consent and IRB review.

Clinical trials involving FDA regulated products that are supported by DHHS (e.g., the National Institutes of Health) fall under the jurisdiction of both the FDA and the DHHS Office for Human Research Protections (OHRP).  Such trials must comply with the FDA and the DHHS human subject regulations as well as VA regulations and the Common Rule.  Where regulations differ, IRBs should apply the stricter one.

a.
FDA vs. VA, Common Rule, and DHHS Requirements.  The human subject protection requirements found in FDA regulations, VA regulations, and the Common Rule and DHHS regulations are substantially the same as the VA and Common Rule requirements.  However, there are important differences:

(i) FDA regulations contain no Assurance requirement.

(ii) Conditions for exemption, exception, and waiver of IRB review and Informed Consent requirements differ (see M3, Chapters 9 and 11

(iii) FDA regulations require specific determinations for the IRB review of device studies (see below).

(iv) FDA regulations include specific requirements for reporting adverse events that are not found in VA regulations, the Common Rule, or DHHS regulations.

(v) DHHS regulations include specific additional protections for pregnant women, fetuses, and human in vitro fertilization (Subpart B); prisoners (Subpart C); and children (Subpart D) that are not contained in the FDA, VA, and Common Rule requirements.  However, recent legislation has mandated that FDA codify regulations to protect children in research. 

(vi) The FDA has different definitions for “human subject” and “clinical investigation (research).”

b.
Additional VA Requirements.  VA regulations and policy (see VA Manual M-3, Chapter 9 in Appendix V) require that all research comply with the VA human subject regulations, as well as with all applicable regulations and requirements regarding storage and security procedures for investigational agents.

(i)
In addition, a VA Investigational Drug Information Record (VA Form 10-9012) must be completed by the principal investigator, submitted with the initial “Request to Review Research Proposal” to the IRB for approval.  The PI and IRB staff obtains the appropriate signatures and a copy of the signed VA Form 10-9012 is forwarded to the Research Pharmacist.
c. VA-FDA Memo of Understanding.   

           Under the MOU (memo of understanding)

(i)
FDA will notify the Director of the VA facility whenever a clinical investigator or IRB is to be inspected so that suitable arrangements may be made.

(ii)
The VA will facilitate access to, and provide copies of, administrative and medical records associated with FDA-regulated research upon official request of the FDA field investigator.

(iii)
FDA will promptly advise the VA, through the liaison officer, of any violative findings resulting from an investigation of a VA clinical investigator or IRB.  FDA will forward to the VA liaison officer and the VA facility Director a copy of any correspondence with the clinical investigator or IRB.  Upon request, FDA will provide copies of relevant inspection reports and reviews to the VA liaison officer.

(iv)
The VA will maintain confidentiality of any information from an open FDA investigatory file.

(v)
FDA recognizes that disclosure of information from VA records is subject to restrictions under the Privacy Act of 1974 and the VA confidentiality statutes.  FDA personnel are not permitted to disclose patient-subject identities relevant to drug, alcohol, sickle cell anemia treatment in any manner in any report or audit documents.

d.
INDs and IDEs.    The sponsor of a clinical investigation initiates and holds the IND or IDE for a clinical investigation.  (Note that studies using either INDs or IDEs still generally need IRB review.)  If the investigator is also the initiator s/he is referred to as the sponsor-investigator. Applications are submitted to FDA for approval of research involving an investigational drug, device, or biologic as follows:

(i)
An Investigational New Drug (IND) application is submitted so that an investigation can be conducted in support of a potential New Drug Application.

(ii)
An Investigational Device Exemption (IDE) supports research to be conducted for a Pre-Market Approval application.  An IDE is required in order to ship an investigational device for research purposes.  Devices that are substantially equivalent to other devices that are legally on the market without a Pre-Market Approval are called 510(k) devices (see item “f” below).  Review of significant risk device studies occurs only after an IDE is obtained by the sponsor.  

(iii)
A Biologics License Application is submitted to the FDA to receive approval for research that would support a Biologics License.

(iv) All INDs and IDEs by VA employees must be submitted to the IRB for initial review and approval and for continuing review-REGARDLESS OF WHETHER ANY SUBJECTS ARE RECRUITED AT THE VA. All correspondence to the FDA must also be submitted to the IRB for review.

(v) Policies and procedures below describe how and when an IND or IDE is required. Drugs used in research will need IND except when used for dose and approved indications for the marketed use.  (AAHRPP I.5.A)  The IRB can determine exceptions using the guidance from 

Title 21—Food and Drugs, Chapter 1—Food and Drugs Administration, DHHS, Subchapter D—Drugs for Human Use, Part 312 – Investigational New Drug Application Subpart B--Investigational New Drug Application (IND) Sec. 312.20 

Requirement for an IND. 

(a) A sponsor shall submit an IND to FDA if the sponsor intends to conduct a clinical investigation with an investigational new drug that is subject to 312.2(a).

(b) A sponsor shall not begin a clinical investigation subject to 312.2(a) until the investigation is subject to an IND which is in effect in accordance with 312.40.

(c) A sponsor shall submit a separate IND for any clinical investigation involving an exception from informed consent under 50.24 of this chapter. Such a clinical investigation is not permitted to proceed without the prior written authorization from FDA. FDA shall provide a written determination 30 days after FDA receives the IND or earlier.

Title 21—Food and Drugs, Chapter 1—Food and Drugs Administration, DHHS, Subchapter D—Drugs for Human Use, Part 312 – Investigational New Drug Applications, Sec. 312.2 Applicability Subpart A--General Provisions

Exemptions

(a) Applicability. Except as provided in this section, this part applies to all clinical investigations of products that are subject to section 505 of the Federal Food, Drug, and Cosmetic Act or to the licensing provisions of the Public Health Service Act (58 Stat. 632, as amended (42 U.S.C. 201 et seq.)). 

(b) Exemptions. (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 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 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 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 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 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. 

(e) Guidance. FDA may, on its own initiative, issue guidance on the applicability of this part to particular investigational uses of drugs. On request, FDA will advise on the applicability of this part to a planned clinical investigation. [52 FR 8831, Mar. 19, 1987, as amended at 61 FR 51529, Oct. 2, 1996; 64 FR 401, Jan. 5, 1999]

(vi) Verification of IND or IDE:  (AAHRPP I.5.A)  When an IND or IDE is required, the IRB seeks to validate the IND or IDE.  The Application to Undertake Research Involving Human Subjects requires that the IND or IDE number be provided.  When the IND or IDE number is not in the protocol, the PI is required to provide written verification from the sponsor that the IND or IDE number is the correct one for the protocol.

(vii)When the PI assumes the sponsor function, the following policies and procedures describe how the IRB evaluates whether the sponsor function complies with FDA regulations.  (AAHRPP I.5.A)  

(viii) The IRB ensures that the requirements of FDA for an IND are fulfilled by the following procedures:  (AAHRPP I.5.A)  

a. The PI will include in the protocol submission the following parts written to the specifications identified Title 21—Food and Drugs, Chapter 1—Food and Drugs Administration, DHHS, Subchapter D—Drugs for Human Use, Part 312 – Investigational New Drug Application  Subpart D, responsibility of the investigator

b. The PI must send to the IRB all correspondence to the FDA, including investigator reports.

c. The IRB in its initial and continuing review will check that these elements are in compliance:

·    § 312.50 - General responsibilities of sponsors. 

·    § 312.52 - Transfer of obligations to a contract research organization. 

·    § 312.53 - Selecting investigators and monitors. 

·    § 312.54 - Emergency research under 50.24 of this chapter. 

·    § 312.55 - Informing investigators. 

·    § 312.56 - Review of ongoing investigations. 

·    § 312.57 - Recordkeeping and record retention. 

·    § 312.58 - Inspection of sponsor's records and reports. 

·    § 312.59 - Disposition of unused supply of investigational drug. 

·    § 312.60 - General responsibilities of investigators. 

·    § 312.61 - Control of the investigational drug. 

·    § 312.62 - Investigator recordkeeping and record retention. 

·    § 312.64 - Investigator reports. 

·    § 312.66 - Assurance of IRB review. 

·    § 312.68 - Inspection of investigator's records and reports. 

·    § 312.69 - Handling of controlled substances. 

·    § 312.70 - Disqualification of a clinical investigator.

e.
Investigator and Sponsor Responsibilities.  Under FDA regulations, the investigator in a clinical trial is responsible for the conduct of the study and for leading the team of individuals coordinating the study. These responsibilities include:

(i) Obtaining IRB approval.
· The investigator is responsible for providing the risk assessment from the sponsor (including the device risk level SR [Significant Risk Device], NSR [Non-Significant Risk Device].  Note: the principal investigator is to provide their own device risk assessment if there is no sponsor.
(ii) Getting informed consent from each subject.

(iii) Following the investigational plan.

(iv) Complying fully with the regulations including obtaining continuing review within the time limit specified by the IRB.

(v) Protecting the rights, welfare and safety of the subjects.

(vi) Supervising the use and disposition of the test article.

(vii) Maintaining accurate, current and complete records.

(viii) Disclosing relevant financial information.

(ix) The investigator proposing device research will be required to provide a plan, that will be evaluated by the IRB, that will include: (AAHRPP I.5.B)

(1) Receipt

(2) Security

(3) Storage 

(4) Use (dispensing or use)

(5) Return/disposition

(6) Documentation of control of device

The investigator will be trained on FDA regulations for devices (21CRF812) by the Research Service staff.
(x) The Investigator is responsible for investigational drug/biologic accountability (storage, security, dispensing, administration, return, disposition and records of accountability).  The PI will delegate responsibility for drug/biologic accountability to Pharmacy Service.   When the investigational drug/biologic is delivered to the PI, the PI is responsible for assuring prompt delivery of the investigational drug/biologic to Pharmacy Service.  (AAHRPP I.5.B)
The sponsor takes responsibility for initiating the clinical investigation, and holding the IND or IDE.  The sponsor’s responsibilities include:

(i) Selecting qualified investigators.

(ii) Providing investigators with the information they need to conduct the investigation properly.

(iii) Ensuring proper monitoring of the investigation.

(iv) Ensuring that the FDA and (for devices) any reviewing IRBs or (for drugs) all participating investigators are promptly informed of significant new information about an investigation.

f.
IRB Review of Medical Devices.  (AAHRPP I.5.A; II.3.C)  IRBs must determine whether a device study involves significant risk (SR) or non-significant risk (NSR) as defined by the FDA to subjects as follows.  Note that determination of risk level is based on the proposed use of the device and not the device alone.

(i)
A SR device study presents a potential for serious risk to the health, safety, or welfare of a subject and (1) is intended as an implant, or (2) is used in supporting or sustaining human life, or (3) is of substantial importance in diagnosing, curing, mitigating or treating disease, or otherwise prevents impairment of human health.

(ii)
A NSR device study is one that does not meet the definition of a SR study.

(iii)  The IRB must review the sponsor’s justification for the NSR determination and may determine a device to be SR even if the sponsor considers the device to be NSR.

(iv)
If the IRB determines, or concurs with the assessment of the sponsor that a device study involves a SR, then it would be governed by the IDE regulations at 21 CFR 812.  The IRB or the Research and Development Committee must also provide prompt written notification to both the sponsor and the investigator if risk is determined to be significant.  Protocols involving significant risk devices do not qualify for expedited review.    

(v)   A device study that is deemed to involve a NSR may begin immediately since it would not require the submission of an application to the FDA.  

(vi)  The rationale for the IRBs NSR/SR determination will be documented in the IRB minutes.

(vii)
It is very important to note that the terms “non-significant risk” and “minimal risk” are defined separately, and are not synonymous.

(viii)The review requirements for 510(k) devices are somewhat different. If FDA agrees that a new device is substantially equivalent to a device already on the market, it can be marketed without clinical testing. However, if clinical data are necessary to demonstrate equivalence, any clinical studies must be conducted in compliance with the requirements of the IDE regulations, IRB review, and informed consent.

(ix)
The IRB will review and evaluate the device research plan for:  (AAHRPP I.5.A)  
(a)
Storage

(b)
Security
(c)
Dispensing 

(d)    Use (dispensing or use)

(e)    Return/disposition

(f)    Documentation of control of device

g.
Radiology Devices and Radioactive Materials.  FDA is responsible for regulating radiology devices and radioactive materials used in healthcare and research.  Local oversight in this area is handled by the institutional Radiation Safety Committee and the Research Safety Subcommittee.  In this facility, the Radiation Safety Committee is a subcommittee of the Hospital Safety Committee, and the Research Safety Committee is a Subcommittee of the Research and Development Committee. 

h.
Adverse Events and Reporting Requirements – INDs.  FDA IND regulations require that the investigator report promptly to the sponsor any “adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug. If the adverse effect is alarming, the investigator shall report the adverse effect immediately” [21 CFR 312.64(b)].

(i)
FDA, VA, and DHHS regulations require prompt reporting to the IRB of any unanticipated problems involving risks to subjects or others.  FDA interprets “any unanticipated problems involving risk to human subjects” to mean “an unexpected adverse experience that is not listed in the labeling for the test article . . . . including an event listed in the labeling . . . that differs . . . because of greater specificity or severity” (FR 28027).  FDA interprets “and others” to mean “persons who are participating in clinical trials under the same or similar protocols or who may be affected by products or procedures developed in those trials” (FR 28027).    

(ii)
FDA IND regulations require the clinical investigator to notify the sponsor of any adverse effect that may reasonably be regarded as caused by, or probably caused by, the drug.

(iii)
This facility requires that any adverse event information submitted to the sponsor also be submitted to the IRB.  The IRB will provide prompt written notification to this facility’s Research and Development Committee of any unanticipated problems involving risks to subjects or others, and of the resolution of those problems.  

(iv)
FDA IND regulations require that the sponsor notify the FDA and all participating investigators of any adverse experience associated with the use of the drug or biologic that is both serious and unexpected as soon as possible but in no event later than 15 calendar days after the sponsor determines it to be reportable. “Serious adverse drug experience” is defined as “any adverse drug experience occurring at any dose that results in any of the following outcomes: death, a life-threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a congenital anomaly/birth defect” [21 CFR 312.32(a)].  The FDA should be notified by telephone, facsimile, or in writing as soon as possible but in no event later than seven calendar days of the sponsor’s receipt of the information of any unexpected fatal or life-threatening experience.

i.
Adverse Events and Reporting Requirements – IDEs.  FDA IDE regulations require that the investigator notify the sponsor and the IRB of any unanticipated adverse device effect within 10 days. 

(i)
It is the responsibility of the IRB Chairperson to provide prompt written notification to this facility’s Research and Development Committee of any unanticipated problems involving risks to subjects or others, and of the resolution of those problems.

(ii)
The sponsor is required to evaluate the event and report it to the FDA, to all participating investigators, and to all reviewing IRBs within 10 working days of the sponsor’s receipt of the information.

(iii)
Since 510(k) devices under clinical investigation fall under the IDE regulations, reporting of adverse or unanticipated 510(k) device effects must follow these same requirements.

j.
USE of FDA Regulated Products in Research Off-Label (Unapproved) Use of FDA-Regulated Products in Medical Practice vs Research.  Good medical practice and the best interests of the patient require that physicians use legally available, marketed drugs, biologics and devices- according to their best knowledge and judgment.  If physicians use a product for an indication not included in the approved labeling (i.e., off-label), they have the responsibility to be well informed about the product, to base its use on firm scientific rationale and on sound medical evidence, and to maintain records of the product’s use and effects.

(ii)
Use of an Off-label marketed product in research (i.e., as part of a systematic investigation designed to develop or contribute to generalizable knowledge) does require IRB review. 

(iii)
Use of an Off-label marketed product intended to support a change in labeling requires both IRB review and submission of an IND or IDE. 

(iv)  Other activities that require both an IND or IDE and IRB review and informed consent include the use of a product that increases the risks or reduces the acceptability of the risks associated with the products, etc. (21 CFR 312.2 for complete list.

 k.
Treatment INDs.  The 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.  Where necessary, this mechanism can be used even for providing such drugs to a single patient-subject.  

Note: See Attachment 1 Emergency Use and Treatment Use of Test Articles – Investigational Drugs for specific, required VA NJ Health Care System procedures.

Four requirements must be satisfied before a treatment IND can be issued:

(i)
The drug must be intended to treat a serious or immediately life-threatening disease.

(ii) 
There must be no satisfactory alternative treatment available.

(iii)
The drug must already be under investigation or the drug trials must have been completed.

(iv)
The trial sponsor must be actively pursuing marketing approval.

Treatment IND studies require prospective IRB review and informed consent.  Although the sponsor may apply for a waiver of local IRB review under a treatment IND, such a waiver does not apply to the informed consent requirement.  It is the policy of this facility that all treatment IND studies must reviewed and prospectively approved by the IRB.

To be exempt from the requirements of IND regulations, all of the following conditions must be fulfilled:

(i) The investigation is not intended to support a new indication for use or any other significant change in the labeling for the drug.

(ii) 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 IRB review and informed consent.  

(v) The investigation is conducted in compliance with the FDA regulations on promoting and charging for investigational drugs (21 CFR 312.7).  

l.    Expanded Access to Investigational Drugs.  

      Note: See Attachment 1 Emergency Use and Treatment Use of Test Articles –     

      Investigational Drugs
 for specific, required VA NJ Health Care System     

      procedures for:

· Emergency Use of an Investigational Drug With Informed Consent  

· Emergency Use of an Investigational Drug WITHOUT Informed Consent
· Treatment Use of an Investigational Drug Under a Treatment IND (FDA Investigational New Drug Application)

Investigational products are sometimes used for treatment of serious or life-threatening conditions either for a single subject or for a group of subjects. The procedures that have evolved for an investigational new drug (IND) used for these purposes reflect the recognition by the FDA that, when no satisfactory alternative treatment exists, subjects are generally willing to accept greater risks from test articles that may treat life-threatening and debilitating illnesses. The following mechanisms expand access to promising therapeutic agents without compromising the protection afforded to human subjects or the thoroughness and scientific integrity of product development and marketing approval (21 CFR 312.34, 312.35, and 312.83).
(i) Open Label Protocol or Open Protocol IND.  These are usually uncontrolled studies, carried out to obtain additional safety data (Phase 3 studies).  They are typically used when the controlled trial has ended and treatment is continued so that the subjects and the controls may continue to receive the benefits of the drug until marketing approval is obtained.  These studies require prospective IRB review and informed consent. 

(ii) Group C Treatment IND.  This was established by agreement between FDA and the National Cancer Institute (NCI).  The Group C program is a means for the distribution of investigational agents to oncologists for the treatment of cancer under protocols outside the controlled clinical trial.  Group C drugs are generally Phase 3 study drugs that have shown evidence or relative and reproducible efficacy in a specific tumor type.  They can generally be administered by properly trained physicians without the need for specialized supportive care facilities.  Group C drugs are distributed only by the National Institutes of Health under NCI protocols.  Although treatment is the primary objective and patients treated under Group C guidelines are not part of a clinical trial, safety and effectiveness data are collected.  Because administration of Group C drugs is not done with research intent, FDA has granted a waiver from the IRB review requirements (21 CFR 56.105).  Even though FDA has granted a waiver for these drugs, an IRB may still choose to conduct a review under its policies and procedures.  

(iii) Parallel Track Studies.  FDA also permits wider access to promising new drugs for HIV/AIDS related diseases under a “separate access” protocol that “parallels” the controlled clinical trials that are essential to establish the safety and effectiveness of new drugs. These so-called “parallel track” studies require prospective IRB review and informed consent.

m. Expanded Access to Investigational Devices.  

 Note: See Attachment 2, Emergency Use of Test Articles - Unapproved Medical Devices with and without Informed Consent from Patient or Legally Authorized Representative for specific, required VA NJ Health Care System procedures. 

According to statute and FDA regulations, an unapproved medical device may normally only be used in human subjects when the device is under clinical investigation and when used by investigators participating in the clinical trial.  FDA recognizes, however, that there may be circumstances under which a health care provider may wish to use an unapproved device to save the life of a patient, to prevent irreversible morbidity or to help a patient suffering from a serious disease or condition for which there exists no alternative therapy.  Four main mechanisms are utilized by FDA to make unapproved devices available to patients/physicians faced with circumstances such as those described above.  These mechanisms are consistent with the Expanded Access provisions of the FDA Modernization Act of 1997 (Section 561 of the Federal Food, Drug, and Cosmetic Act).  The sponsor must agree and FDA must approve the use.  Under most circumstances such studies require IRB review and informed consent.

(i) Single Patient/Small Group Access to Investigational Devices. Allows access to a device where patient is not eligible for an ongoing clinical trial.  The subject must have a serious condition/disease, with no alternative intervention available.  Under some conditions, FDA may grant permission even if there is no pre-existing IDE.

(ii) Treatment Use/IDE (21 CFR 812.36).  Allows wider access to a device during the clinical trial or prior to final action on marketing application.  Again, the subject must have a serious condition/disease, with no alternative intervention available.
(iii) Continued Access to Investigational Devices.  Allows access to a device while a marketing application is being prepared and reviewed, and can be used to collect additional evidence of safety and effectiveness, as well as to address new questions regarding the investigational device, such as labeling claims.  There must be a public health need for the device, as well as preliminary evidence that the device is effective.
(iv) Access under a formal protocol.  Access in a controlled rate of enrollment and with no significant safety concerns identified for the proposed indication.

n.   Gene Transfer Research.  Gene transfer involves the administration of genetic material to alter the biological properties of living cells for therapeutic use.  Gene transfer activities in humans are investigational and are regulated by the both the FDA and the NIH Office of Biotechnology Activities (OBA). 

(i)
FDA regulations require the submission of an IND for human gene transfer research.

(ii)
DHHS regulations specify that no individual may be enrolled in human gene transfer research until review has been completed by the Recombinant DNA Advisory Committee (RAC), local Institutional Biosafety Committee (IBC) approval has been obtained, local IRB approval has been obtained, and the investigator has obtained all other regulatory authorizations from the subject [65 FR 196, October 10, 2000].

(iii)
While the RAC is advisory to the Director of the National Institutes of Health (NIH), compliance with its guidelines is mandatory for all investigators at institutions that receive NIH funds for research involving recombinant DNA.

o.
Emergency Use of a Test Article Without IRB Review.  An exemption under FDA regulations at 21 CFR 56.104(c) permits the emergency use of an investigational drug, device, or biologic on a one-time basis per institution without IRB review and approval.  Any subsequent use of the test article at the institution is subject to IRB review. (AAHRPP I.5.C)
The following conditions must be met for this type of emergency use (AAHRPP I.5.C):

(i) 
A human subject is in a life-threatening situation.

(ii)
No standard acceptable treatment is available

(iv) There is insufficient time to obtain IRB approval. 
(v) This situation necessitates the use of the investigational article

(vi) If the research involves an investigational drug, the FDA has issued an IND.
 VANJHCS policy requires permission for the emergency use of a drug or biologic be obtained from the Chairperson of P&T Committee.  

When an investigator conducts an emergency use of a test article in a life-threatening situation without prior IRB review, the activity is research under FDA regulations and the patient is a subject under FDA regulations. FDA may require data from an emergency use of a test article in a life-threatening situation to be reported in a marketing application. (from AAHRPP Evaluation Instrument, Element I.5.C)
The emergency use must be reported in writing to the IRB within five working days by the investigator and a physician not participating in the investigation. (AAHRPP I.5.C)  This reporting must not be construed as an approval for the emergency use by the IRB.  The IRB will review the report at the next scheduled IRB meeting and determine if the use met the FDA regulations for “emergency use”.  (AAHRPP I.5.C)  The IRB determination will be documented in the meeting’s minutes.  The P&T Committee will review the report at the next scheduled meeting.  The review will be documented in the meeting’s minutes.

       Ordinarily, the investigator must obtain the informed consent of the subject for such an emergency use, except as described below. (AAHRPP I.5.C)
p.
Emergency Use of a Test Article Without Informed Consent.  An exception under FDA regulations at 21 CFR 50.23 permits the emergency use of an investigational drug, device, or biologic without informed consent where the investigator and an independent physician who is not otherwise participating in the clinical investigation certify in writing all four of the following specific conditions (AAHRPP I.5.C):

(i)
The subject is confronted by a life-threatening situation necessitating the use of the test article.

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

(iii)
Time is not sufficient to obtain consent from the subject’s legally authorized representative.

(iv)
No alternative method of approved or generally recognized therapy is available that provides an equal or greater likelihood of saving the subject’s life.

(v) If time is not sufficient to obtain the independent physician determination before use of the test article, the actions of the investigator must be reviewed and evaluated in writing by an independent physician within five working days

 (vi)
The emergency use must be reported to the IRB and P&T Committee within five working days by the treating provider. (AAHRPP I.5.C)  Any subsequent use of the test article at the institution is subject to IRB review. (AAHRPP I.5.C)  This reporting must not be construed as an approval for the emergency use by the IRB. The IRB will review the report at the next scheduled IRB meeting and determine if the use met the FDA regulations for “emergency use”.  The IRB determination will be documented in the meeting’s minutes.  The P&T Committee will review the report at the next scheduled meeting.  The review will be documented in the meeting’s minutes.

q.
“Compassionate” or” Humanitarian” Use of a Test Article.  Questions frequently arise regarding “compassionate” or “humanitarian” use of a test article.  “Compassionate use” and “humanitarian use” are not terms that appear in the FDA, VA, or DHHS regulations or the Common Rule.  “Compassionate use” and “humanitarian use” are often meant to refer to the emergency use situations discussed above. 
r.
Planned Emergency Research.  An exception under FDA regulations at 21 CFR 50.24 permits planned research in an emergency setting without the informed consent of the subjects. However, VA regulations do not permit planned emergency research without informed consent. (AAHRPP II.7.F)  Planned emergency research without informed consent of the subject may be performed with informed consent of a legally authorized representative (surrogate).

(i)
Planned emergency research that is not FDA-regulated is also permitted by VA and DHHS regulations and the Common Rule when specific Department or Agency action is taken to exercise the waiver provision at 38 CFR 16.101(i).  However, planned emergency research is usually subject to FDA regulations because it usually involves use of an FDA-regulated test article.  When this is the case, the FDA requirements govern, and no notification of OHRP is required.

(ii)
It is the responsibility of the IRB Chairperson to provide prompt written notification to this facility’s Research and Development Committee and to ORO should a facility-designated IRB approve planned emergency research.

(iii)
Planned emergency use of a test article may be approved as follows:

(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; 

(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 preclinical 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 IRB has reviewed and approved informed consent procedures and an informed consent document consistent with 21 CFR 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. 
(5) 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; (iii) Public disclosure of the results of the investigation following completion; (iv) Establishment of an independent data monitoring committee; (v) 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; (vi) The investigator will summarize efforts made to contact family members and make this information available to the IRB at the time of continuing review.

(6) The subject, legally authorized representative or family member must be informed that the subject’s participation may be discontinued at any time without penalty or loss of benefits to which the subject is otherwise entitled.

(7) There is a procedure to inform the participant, or if the participant remains incapacitated, a legally authorized representative of the participant, or if such a representative is not reasonably available, a family member, that he or she may discontinue the participant’s participation at any time without penalty or loss of benefits to which the participant is otherwise entitled.

(8) If a legally authorized representative or family member is told about the clinical investigation and the participant’s condition improves, the participant is also to be informed as soon as feasible.

(9) There must be a separate IND or IDE for the study for any FDA regulated product.  

(10) A report of the use of a test article for each subject enrolled in an approved emergency research protocol must be reported to the IRB within five working days of first dose/use by the Principal Investigator.  Reporting must not be construed as an approval for the emergency research use by the IRB. The IRB will review the report at the next scheduled IRB meeting and determines if the use complies with FDA regulations for emergency research.   The IRB determination will be documented in the meeting’s minutes.

(iv) If the IRB determines that it cannot approve a clinical investigation because the investigation does not meet the above criteria or because of other relevant ethical concerns, the IRB must document its findings and provide these findings promptly in writing to the investigator and the sponsor (through the investigator).  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 IRB's that have been, or are, asked to review this or a substantially equivalent investigation by that sponsor.

INVESTIGATOR PROCEDURES

See R&D Policy RI-12-0900, ATTACHMENT B, SUBCOMMITTEE ON HUMAN STUDIES (IRB), 11. INVESTIGATIONAL DRUGS AND BIOLOGICS IN RESEARCH WITH HUMAN SUBJECTS:

ATTACHMENT 1

EMERGENCY USE AND TREATMENT USE OF TEST ARTICLES – INVESTIGATIONAL DRUGS/BIOLOGICS

At the VA NJ Health Care System, under specific emergency circumstances, investigational drugs may be used.  Investigational Drugs may also be used for on-going treatment purposes when particular criteria are met.  The procedures described below provide steps to be followed and documentation requirements.

The following section describes procedures for three sets of circumstances:

· Emergency Use of an Investigational Drug With Informed Consent
· Emergency Use of an Investigational Drug WITHOUT Informed Consent
· Treatment Use of an Investigational Drug Under a Treatment IND (FDA Investigational New Drug Application)

Please note: VA Form 10-1221, Consent For Use Of An Investigational Drug For Either Diagnostic Or Treatment Purposes By Or Under The Direction Of The Department Of Veterans Affairs (attached) will be used in obtaining informed consent for use of investigational drugs for treatment or diagnosis.
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VA Form 10-1221 may also be accessed at the following web sites.

http://vaww.va.gov/vaforms/medical/pdf/10-1221.pdf
http://www.va.gov/vaforms/
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EMERGENCY USE OF AN INVESTIGATIONAL DRUG 
(INVOLVES EMERGENCY IND)  WITH INFORMED CONSENT FROM PATIENT OR LEGALLY AUTHORIZED REPRESENTATIVE

The VA requires that the following FDA criteria be met before emergency use of an investigational drug will be authorized:

· The need for the investigational drug

· An emergency situation 

· Situation does not allow time for submission of an IND

· Except in extraordinary circumstances, FDA authorization is contingent upon the sponsor making an appropriate IND submission as soon as practicable after receiving the authorization

15 Steps To Be Taken By The Treating Provider For Emergency Use Of An Investigational Drug With Consent 
(AAHRPP I.5.C)
1. Contact Sponsor to inquire about obtaining drug and procedures required by the sponsor

2. Contact FDA for Emergency IND or Authorization for sponsor to provide (ship) drug

3. Treating provider completes CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of an Investigational Drug (see content requirements below) 

4. Arrange for the Chairperson of the P&T Committee to document their concurrence in CPRS.  (The P&T Chair may add an addendum to the provider’s progress note indicating concurrence or a separate CPRS progress note may be written.)  

Note: By concurring with the provider’s CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of an Investigational Drug, the P&T chair will be authorizing Pharmacy Service to stock the investigational drug and dispense the investigational drug upon receipt of the drug order from the treating provider.  (AAHRPP I.5.C)
5. The P&T Chair also instructs treating provider to fully inform patient regarding:

a) Administration of the investigational drug

b) Reasons for its use

c) Inconveniences and hazards which can reasonably be expected

d) Existence of alternative forms of therapy

6. Obtain investigational drug from sponsor and deliver it to Pharmacy Service. 

7. Complete VA Form 10-1221, Consent For Use Of An Investigational Drug For Either Diagnostic Or Treatment Purposes By Or Under The Direction Of The Department Of Veterans Affairs (obtain consent from patient and signature of witness).

8. If patient is incompetent or has impaired decision making capacity, obtain consent from Legally Authorized Representative (LAR)

9. Provide investigational drug information to Pharmacy Service.

10. Enter order for the investigational drug into CPRS. 

11. Administer investigational drug

12. Full documentation in the medical record of informed consent and pertinent medical information.

13. Notify IRB and P&T Committee within 5 working days after investigational drug administration. (AAHRPP I.5.C)  Notification is to include the information in the CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of an Investigational Drug, informed consent documentation and any available outcome data. Any subsequent use of the test article at the institution is subject to IRB review. (AAHRPP I.5.C)
14. Progress report to P&T within 30 days of first use of the investigational drug. 
15. Final summary report to P&T upon completion of use of the investigational drug.
REQUIRED CONTENT FOR CPRS PROGRESS NOTES DOCUMENTING 

CONFIRMATION OF REQUIREMENTS FOR EMERGENCY USE OF AN INVESTIGATIONAL DRUG WITH INFORMED CONSENT

To be completed (and signed) by Treating Provider requesting emergency use of an investigational drug and co-signed by the Chairperson, Pharmacy and Therapeutics (P&T) Committee Authorizing Dispensing of Investigational Drug

1. Name of drug:

2. Reasons drug is required:

3. IND #:

4. Literature reference source: 

5. Authorized source of drug: 

6. Confirm that Drug information (e.g. investigator brochure) is available and will be provided to the Research Pharmacist. 

The following information must be documented in the note to meet the requirements for Emergency Use of an investigational drug, or biologic on a one-time basis per institution without IRB review and approval. (AAHRPP I.5.C)

1. Describe the life-threatening situation(s) necessitating emergent intervention and explain why available treatments are unproven or unsatisfactory:

2.  Confirm whether there are available alternative methods of approved or generally recognized therapy that provide an equal or greater likelihood of saving the patient's life:

3.  State whether there is insufficient time to obtain IRB approval:

4. Certify that there is a need for an investigational drug in an emergency situation that does not allow time for submission of an IND.

5. Certify that VA Form 10-1221 (Consent For Use Of An Investigational Drug For Either Diagnostic Or Treatment Purposes By Or Under The Direction Of The Department Of Veterans Affairs) will be used with subjects or their legally authorized representatives.

Note: P&T Chair co-signature of the CPRS note is required before VA Pharmacist can dispense the investigational drug.
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EMERGENCY USE OF AN INVESTIGATIONAL DRUG (INVOLVES AN EMERGENCY IND)  WITHOUT INFORMED CONSENT FROM PATIENT OR LEGALLY AUTHORIZED REPRESENTATIVE

The VA requires that the following FDA criteria be met before for emergency use of an investigational drug will be authorized:

· the need for the investigational drug

· in an emergency situation 

· that does not allow time for submission of an IND

· except in extraordinary circumstances, FDA authorization is contingent upon the sponsor making an appropriate IND submission as soon as practicable after receiving the authorization

When emergency medical care is initiated without the physician obtaining and documenting the legally effective informed consent of the patient or the patient’s legally authorized representative for participation in humans participant research (unless the IRB has appropriately waived such requirements or found that the research is consistent with the Secretary’s waiver for emergency research), the patient may not be considered a research participant under 45 CFR §46.

14 Steps To Be Taken By The Treating Provider For Emergency Use Of An Investigational Drug WITHOUT Consent 
(AAHRPP I.5.C)
1. Contact Sponsor to inquire about obtaining drug and procedures required by the sponsor

2. Contact FDA for Emergency IND or Authorization for sponsor to provide (ship) drug

3. In cases where patient is incompetent or has impaired decision making capacity and consent cannot be obtained from the Legally Authorized Representative (LAR).   Either 3a or 3b, below, will apply:

   3a) Both the investigator and a physician who is not otherwise participating in the clinical investigation certify in writing all of the following:

      3a1] Patient is confronted by a life-threatening situation necessitating the use of the test article.  

      3a2] Informed consent cannot be obtained from the subject because of an inability to communicate with, or obtain legally effective consent from the subject. 

      3a3] Time is not sufficient to obtain consent from the subject’s legal representative.  

      3a4] 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.  

   3b) If immediate use of the test article is, in the investigator’s opinion, required to preserve the life of the patient, and time is not sufficient to obtain independent determination as listed in this section (3.) in advance of using the test article, the determinations of the investigator shall be made and within 5 working days after use of the article, be reviewed and evaluated in writing by a physician not participating in the clinical investigation.  Note: This item (3b) is per FDA regulations, however, at the VA NJ Health Care System a CPRS progress note with the co-signature of the P&T Chairperson (to authorize dispensing the drug) and completion of VA Form 10-1221 with the signature of the Chief of Staff (to provide consent to treat) are required, as described below.
4. Treating provider completes CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of an Investigational Drug WITHOUT Informed Consent. (see content requirements below)

5. An independent physician who is not otherwise participating in the clinical investigation of the drug documents in CPRS their concurrence with the CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of an Investigational Drug WITHOUT Informed Consent.  (This may be done through an addendum or separate CPRS progress note.)

6. Arrange for the Chairperson of the P&T Committee to document their concurrence in CPRS.  (The P&T Chair may add an addendum to the provider’s progress note indicating concurrence or a separate CPRS progress note may be written.)  

Note:
By concurring with the provider’s CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of an Investigational Drug WITHOUT Informed Consent, the P&T chair will be authorizing Pharmacy Service to stock the investigational drug and dispense the investigational drug upon receipt of the drug order from the treating provider.  (AAHRPP I.5.C)
7. Obtain investigational drug from sponsor and deliver it to Pharmacy Service.

8. Complete VA Form 10-1221, Consent For Use Of An Investigational Drug For Either Diagnostic Or Treatment Purposes By Or Under The Direction Of The Department Of Veterans Affairs, and obtain signature of Chief of Staff.

9. Provide investigational drug information to Pharmacy Service.

10. Enter order for the investigational drug into CPRS.

11. Administer investigational drug

12. Notify IRB and P&T Committee within 5 working days after first use of the investigational drug or biologic.

Notification is to include the information in CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of an Investigational Drug WITHOUT Informed Consent, and any available outcome date 
Note: Any subsequent use of the test article at the institution is subject to IRB review. (AAHRPP I.5.C)
13. Progress report to P&T within 30 days of the first use of the investigational drug or biologic.
14. Final summary report to P&T upon completion of use of the investigational drug or biologic.

.
Required Content For CPRS Progress Notes Documenting 

Confirmation of Requirements for Emergency Use of an Investigational Drug WITHOUT Informed Consent

To be completed (and signed) by Treating Provider requesting emergency use of an investigational drug,  co-signed by the Independent Physician not involved in research on the investigational drug and co-signed by the Chairperson, P&T Committee Authorizing Dispensing of Investigational Drug

1. Name of drug:

2. Reasons drug is required:

3. IND #:

4. Literature reference source:

5. Authorized source of drug:

6. Confirm that Drug information (e.g. investigator brochure) is available and will be provided to the Research Pharmacist.

The following information must be documented in the note to meet the requirements for Emergency Use of an investigational drug, or biologic on a one-time basis per institution without IRB review and approval. (AAHRPP I.5.C)

1. Describe the life-threatening situation(s) necessitating emergent intervention and why it is believed that the patient’s only chance of survival is the administration of the drug 

2.  Confirm whether there are available alternative methods of approved or generally recognized therapy that provide an equal or greater likelihood of saving the patient's life:

3.  State whether there is insufficient time to obtain IRB approval. 

4. Certify that there is a need for an investigational drug in an emergency situation that does not allow time for submission of an IND.

When the investigational drug/biologic is to be used without informed consent, document the following:

1. Explain why subjects would be unable to give informed consent.

2. Explain why obtaining informed consent from the subjects' legally authorized representatives could result in a delay which would materially increase the hazards to the life or health of the patient.  Define the length of time of the potential therapeutic window based on scientific evidence.

3. Describe what is known about the risks and benefits of the proposed intervention or activity.  Explain why the risks are reasonable in relation to: a) what is known about the medical condition of the potential class of subjects, b) the risks and benefits of standard therapy, and c) any alternative treatments.

4. State that there is a need for an investigational drug in an emergency situation that does not allow time for submission of an IND.

5. Document that the Chief of Staff has signed VA Form 10-1221 (Consent For Use Of An Investigational Drug For Either Diagnostic Or Treatment Purposes By Or Under The Direction Of The Department Of Veterans Affairs).

To be co-signed by an Independent physician who is not participating in the study of the investigational drug.  The co-signature of the independent physician is required when informed consent cannot be obtained from the patient or patient’s representative.  The Independent Physician’s signature indicates certification of items (1) – (4), below.

    (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.

Note 1: P&T Chair co-signature of the CPRS note is required before VA Pharmacist can dispense the investigational drug.

[image: image4.png]



TREATMENT USE OF AN INVESTIGATIONAL DRUG UNDER A TREATMENT IND WITH INFORMED CONSENT FROM PATIENT OR LEGALLY AUTHORIZED REPRESENTATIVE

The VA requires that the following FDA criteria be met before for treatment use of an investigational drug will be authorized:

1. The drug is intended to treat a serious or immediately life-threatening disease;

2. There is no comparable or satisfactory alternative drug or other therapy available to treat that stage of the disease in the intended patient population;

3. The drug is under investigation in a controlled clinical trial under an IND in effect for the trial, or all clinical trials have been completed; and

4. The sponsor of the controlled clinical trial is actively pursuing marketing approval of the investigational drug with due diligence.

       A licensed practitioner who receives an investigational drug for treatment use under a treatment protocol is an “investigator” under the protocol and is responsible for meeting all applicable investigator responsibilities for treatment use (IND regulations: 21CFR 312.34, and 21CFR 312.35) and (IRB and Research Informed Consent regulations 21 CFR parts 50 and 56)

15 Steps To Be Taken By The Treating Provider For TREATMENT USE Of An Investigational Drug Under A Treatment IND 

1.   Contact Sponsor to inquire about obtaining drug and procedures required by the sponsor.  

2a. Use the sponsor’s treatment IND.  

2b. If sponsor will not obtain, treatment IND, apply for Treatment IND from FDA (see below) per Title 21CFR 312.35

3.   Submit all related materials (including modified research consent form) for IRB / R&D approval of study.

3a. If necessary, request emergency meetings of IRB and R&D.

3b. Obtain IRB/ R&D approval.

4.   If authorization to dispense the drug is necessary before IRB/R&D approval, the treating provider completes a CPRS progress note, for co-signature of P&T chairperson, documenting Confirmation of Requirements for Treatment Use of an Investigational Drug With Informed Consent (see required content below).

4a) Arrange for the Chairperson of the P&T Committee to document their concurrence in CPRS (The P&T Chair may add an addendum to the provider’s progress note indicating concurrence or a separate CPRS progress note may be written).  

Note:
By concurring with the provider’s CPRS Progress Note Documenting Confirmation of Requirements for Treatment Use of an Investigational Drug With Informed Consent, the P&T chair will be authorizing Pharmacy Service to stock the investigational drug and dispense the investigational drug upon receipt of the drug order from the treating provider.

4b) The P&T Chair also instructs physician or dentist to fully inform patient regarding:

   1) Administration of the investigational drug

   2) Reasons for its use

   3) Inconveniences and hazards which can reasonably be expected

   4) Existence of alternative forms of therapy

5. Obtain investigational drug from sponsor and deliver it to Pharmacy Service.

6. Obtain Consent from patient on VA Form 10-1221 and modified research consent form VA Form 10-1086

7. If patient is incompetent or has impaired decision making capacity, obtain consent from LAR

8. Provide investigational drug information to Pharmacy Service.

9. Enter order for the investigational drug into CPRS.

10. Administer investigational drug

11. Follow documentation and all other requirements as for any research at the VA NJ Health Care System.

12 No special IRB notification is required unless specifically specified by IRB.

13. If Authorization to Dispense Drug was obtained from the P&T Chairperson, submit a Preliminary report to P&T within 90 days of beginning tests or therapy.

14. If Authorization to Dispense Drug was obtained from the P&T Chairperson, submit a Final summary report to P&T upon completion of diagnosis or treatment.

15. Follow record keeping, documentation and reporting requirements as for any human studies research

Required Content For CPRS Progress Notes Documenting 

Confirmation of Requirements for Treatment Use of an Investigational Drug With Informed Consent
Note: This specific progress note content is only required when authorization to dispense the drug is required from the P&T Committee Chairperson. 

To be completed (and signed) by Treating Provider requesting Treatment Use of an investigational drug under a Treatment IND With Informed Consent and co-signed by the Chairperson, P&T Committee Authorizing Dispensing of Investigational Drug:

1. Name of drug:

2. Reasons drug is required:

3. IND #:

4. Literature reference source: 

5. Authorized source of drug: 

6. Confirm that Drug information (e.g. investigator brochure) is available and will be provided to the Research Pharmacist 

The following information must be documented in the note by the treating provider in order to meet the requirements for Treatment Use of an Investigational Drug Under a Treatment IND With Informed Consent. 

1. Describe the serious or immediately life-threatening disease that the drug is intended to   treat

2. Confirm that there is no comparable or satisfactory alternative drug or other therapy available to treat that stage of the disease in the intended patient population

3. Confirm that the drug is under investigation in a controlled clinical trial under an IND in effect for the trial, or all clinical trials have been completed

4. Confirm that the sponsor of the controlled clinical trial is actively pursuing marketing approval of the investigational drug with due diligence.

5. Indicate acceptance of the responsibility to serve as the “investigator” for the treatment protocol and to comply with the FDA regulations for the Treatment IND and human research protection regulations for research Informed Consent and IRB review.  

6. Certify that both VA Form 10-1221 (Consent For Use Of An Investigational Drug For Either Diagnostic Or Treatment Purposes By Or Under The Direction Of The Department Of Veterans Affairs) and a modified research consent form VA Form 10-1086a will be used with subjects or their legally authorized representatives.

Note 1: P&T Chair co-signature of the CPRS note is required before VA Pharmacist can dispense the investigational drug.

ATTACHMENT 2

EMERGENCY USE OF TEST ARTICLES - UNAPPROVED 

MEDICAL DEVICES

With and Without Informed Consent from Patient or Legally Authorized Representative

VA regulations require adherence to FDA regulations regarding emergency use of unapproved medical devices.

Note:  Only Procedures for Emergency Use of unapproved medical devices will be described in this section.  

The FDA also has provisions for Device Expanded Access: Compassionate Use, Treatment Use and Continued Access.  In order to use these provisions, there needs to be an IDE that provides for this use and the investigator/provider must consult with the IRB chair.  Those wishing to pursue use of an unapproved medical device for Compassionate Use, Treatment Use or Continued Access are referred to FDA Center for Devices and Radiological Health -Device Advice, Early/Expanded Access, web address: http://www.fda.gov/cdrh/devadvice/ide/early.shtml
At the VA NJ Health Care System, each of the following conditions must exist to justify emergency use of an unapproved medical device (AAHRPP I.5.C):

1) The patient is in a life-threatening condition that needs immediate treatment

2) No generally acceptable alternative for treating the patient is available

3) Because of the immediate need to use the device, there is no time to use existing procedures to get FDA approval for the use.

9 STEPS TO BE TAKEN BY TREATING PROVIDER FOR EMERGENCY USE OF AN UNAPPROVED MEDICAL DEVICE  (AAHRPP I.5.C)
1) Inquire about obtaining the device and required procedures (from device developer,    IDE holder and or sponsor, as applicable)

2) Obtain Device.

If applicable, advise device developer to notify the Center for Devices and Radiological Health (CDRH) Program Operation staff by telephone (301-594-1190) immediately after shipment is made.

3) Follow as many subject protection procedures as possible, including: 

a) Obtaining independent assessment by an uninvolved physician

b) Notifying supervisor and Service Chief

c) Notifying the IRB

d) Obtain authorization from the IDE holder, if an approved IDE for the device exists

4) Obtain Informed Consent from Subject or legally authorized representative (LAR) using a VA authorized consent form, such as OF -522, Request for Administration of Anesthesia and for Performance of Operations and Other Procedures, or a comparable form approved for use at the VA NJ Health Care System.

   4A) In cases where patient is incompetent or has impaired decision making capacity and consent cannot be obtained from the LAR.   Either 4A1] or 4A2], below, will apply.  When emergency medical care is initiated without the physician obtaining and documenting the legally effective informed consent of the patient or the patient’s legally authorized representative for participation in humans participant research (unless the IRB has appropriately waived such requirements or found that the research is consistent with the Secretary’s waiver for emergency research), the patient may not be considered a research participant under 45 CFR §46.

        4A1] Both the investigator and a physician who is not otherwise participating in the clinical investigation certify in writing all of the following:

        4A1a] Patient is confronted by a life-threatening situation necessitating the use of the test article.  

        4A1b] Informed consent cannot be obtained from the subject because of an inability to communicate with, or obtain legally effective consent from the subject 

        4A1c] Time is not sufficient to obtain consent from the subject’s legal representative.  

4A1d] 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.  

        4A1e] Obtain signature of COS using a VA authorized consent form, such as OF -522, Request for Administration of Anesthesia and for Performance of Operations and Other Procedures, or a comparable form approved for use at the VA NJ Health Care System.  This signature may be obtained after the clinical intervention, when necessary.

       4A2] If immediate use of the test article is, in the investigator’s opinion, required to preserve the life of the patient, and time is not sufficient to obtain independent determination as listed in this section 4B) in advance of using the test article

        4A2a] The determinations of the investigator shall be made to proceed with use of the device without informed consent and within 5 working days after use of the article be reviewed and evaluated in writing by a physician not participating in the clinical investigation.

        4A2b] Obtain signature of COS using a VA authorized consent form, such as OF -522, Request for Administration of Anesthesia and for Performance of Operations and Other Procedures, or a comparable form approved for use at the VA NJ Health Care System.  This signature may be obtained after the clinical intervention, when necessary.  (AAHRPP I.5.C)
5) Conduct device procedure

6) Document consent and relevant medical information in CPRS 
7) The physician is to evaluate the likelihood of a similar need and if future emergency use is likely, immediately initiate efforts to obtain IRB approval and IDE

8) If IDE exists, notify the sponsor of the emergency use.  If an IDE does not exist, notify FDA with a written summary of the conditions of the emergency, subject protection measures and results.

9) The physician is to report to the IRB within 5 working days following the device procedure and otherwise comply with IRB regulations.  Report is to include a written summary of the conditions of the emergency, subject protection measures (including informed consent) and results. Notification is to include the information in CPRS Progress Note Documenting Confirmation of Requirements for Emergency Use of Test Articles – Medical Devices with and without Informed Consent from patient or Legally Authorized Representative, and any available outcome date.  This reporting must not be construed as an approval for the emergency use by the IRB. The IRB will review the report at the next scheduled IRB meeting and determine if the use met the FDA regulations for “emergency use”.  The IRB determination will be documented in the meeting’s minutes.  Note: Any subsequent use of the test article at the institution is subject to IRB review. (AAHRPP I.5.C)
10)  The physician is to make a final report to the IRB within 30 working days following the completion of the device use.  Report is to include a written summary of the conditions of the emergency, subject protection measures (including informed consent) and results. The IRB will review the report at the next scheduled IRB meeting and determine if the use met the criteria for “emergency use”.  The IRB determination will be documented in the meeting’s minutes.
Definitions

Emergency Use of Test Article: means the use of a test article on a human subject in a life-threatening situation in which no standard acceptable treatment is available, an in which there is not sufficient time to obtain IRB approval

Life-threatening, for the purposes of section 56.102(d), includes the scope of both life-threatening and severely debilitating, as defined below.  (AAHRPP I.5.C)
Life-threatening means diseases or conditions where the likelihood of death is high unless the course of the disease is interrupted and diseases or conditions with potentially fatal outcomes, where the end point of clinical trial analysis is survival. The criteria for life-threatening do not require the condition to be immediately life-threatening or to immediately result in death. Rather, the subjects must be in a life-threatening situation requiring intervention before review at a convened meeting of the IRB is feasible. 

Severely debilitating means diseases or conditions that cause major irreversible morbidity. Examples of severely debilitating conditions include blindness, loss of arm, leg, hand or foot, loss of hearing, paralysis or stroke. 

Emergency Treatment Use of a device includes use of a device for diagnostic purposes.

Immediately Life-Threatening Disease means a stage of a disease in which there is a reasonable likelihood that death will occur within a matter of months or in which premature death is likely without early treatment.

A Legally Authorized Representative is an individual or body authorized under applicable law to provide permission on behalf of a prospective subject to the subject's participation in the procedure(s) involved in the research.  For the purposes of VA Human Subjects Protection (VHA Handbook 1200.5), a legally authorized representative includes not only a person appointed as a health care agent under a Durable Power of Attorney for Health Care (DPAHC), a court appointed guardian of the person, but also next-of-kin in the following order of priority unless otherwise specified by applicable state law:  spouse, adult child (18 years of age or older), parent, adult sibling (18 years of age or older), grandparent, or adult grandchild (18  years of age or older).  

IDE means an FDA Investigational Drug Exemption that authorizes the use of an unapproved device for research.

Test article means any drug for human use, biological product for human use, medical device for human use, human food additive, color additive, electronic product, or any other article subject to regulation under the act or under sections 351 or 354-360F of the Public Health Service Act.
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3. Signatureof PersonConsentingfor IncapablePatients(i. e.,whenpatientis unconscious,adjudgedincompetentby court,unableto
make understanding decision due to psychiatric disorder) .


CONSENT FOR USE OF INVESTIGATIONAL DRUG FOR EITHER DIAGNOSTIC OR TREATMENT
PURPOSES BY OR UNDER THE DIRECTION OF THE DEPARTMENT OF VETERANS AFFAIRS


(Signature of person authorized consent for patient)


(Date) (VA facility)


1. I, , hereby voluntarily consent to undergo treatment and/or diagnosis
(Type or print name of patient)


with the drug
(Name of drug)


2. The purpose of the drug, the risks involved, and the possibility of complications have been explained to me by Dr.


(Type or print name of physician or dentist under whose supervision drug is to he used)


(Patient’s signature)(Attending physician or dentist’s signature)


(Address)


(Relationship to patient)


WITNESS:
(Address)(Signature of witness)


IDENTIFICATION NUMBER WARD NUMBER


CONSENT FOR USE OF
INVESTIGATIONAL DRUG FOR
TREATMENT OR DIAGNOSIS


VA FORM
MAR 1999 (R) 10-1221


I acknowledgethatwhile no guaranteeor assurancehasbeenmadeasto theresultsthatmaybeobtained,sincetreatmentand/ordiagnosticresults
derivedthroughuseof investigationaldrugscannotbefully foreseen,nonethelessI understandthattheVA will takeeveryprecautionin administering
the drug, consistent with good medical practice.


PATIENT’S IDENTIFICATION (For typed or written entries give Name - last, first, middle; Date; Hospital )
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