
FDA-Regulated Research 

FDA regulations apply to any research that involves a test article in a clinical investigation 
involving human subjects as defined by the FDA regulations.  For FDA-regulated research, the 
IRB must apply the FDA regulations at 21 CFR 50 and 21 CFR 56, as well as, where appropriate, 
45 CFR 46. 

Use of investigational drugs must be conducted according to FDA IND regulations, 21 CFR Part 
312, and other applicable FDA regulations. Use of an investigational device in a clinical trial to 
obtain safety and effectiveness data must be conducted according to FDA’s IDE regulations, 21 
CFR Part 812, and other applicable FDA regulations.  

The following procedures describe the review and conduct of FDA-regulated research 
conducted under the auspices of BH.   

7.1 Definitions 
Biologic - Biological products include a wide range of products such as vaccines, blood and 
blood components, allergenics, somatic cells, gene therapy, tissues, and recombinant 
therapeutic proteins. Biologics can be composed of sugars, proteins, or nucleic acids or complex 
combinations of these substances, or may be living entities such as cells and tissues. Biologics 
are isolated from a variety of natural sources — human, animal, or microorganism — and may 
be produced by biotechnology methods and other cutting-edge technologies. Gene-based and 
cellular biologics, for example, often are at the forefront of biomedical research, and may be 
used to treat a variety of medical conditions for which no other treatments are available. In 
general, the term "drugs" includes therapeutic biological products. 

Dietary Supplement  - A dietary supplement is a product taken by mouth that is intended to 
supplement the diet and that contains a dietary ingredient. The dietary ingredients in these 
products can include vitamins, minerals, herbs and other botanicals, amino acids, other dietary 
substances intended to supplement the diet, and concentrates, metabolites, constituents, 
extracts, or combinations of the preceding types of ingredients. Dietary supplements can be 
found in many forms such as tablets, capsules, softgels, liquids, or powders. See section 201(ff) 
of the FD&C Act (21 U.S.C. 321(ff)).  

Investigational Drug -  An investigational drug for clinical research use is one for which the PI or 
a sponsor has filed an IND application (21 CFR Part 312) or an approved drug that is being 
studied for an unapproved or approved use in a controlled, randomized, or blinded clinical trial.  

Investigational Device - An investigational device is a medical device that is the subject of a 
clinical study designed to evaluate the effectiveness and/or safety of the device. As further 
stated, a device is any healthcare product that does not achieve its primary intended purpose 
by chemical action or by being metabolized. 

IND - IND means an investigational new drug application in accordance with 21 CFR Part 312. 

IDE - IDE means an investigational device exemption in accordance with 21 CFR 812. 



In Vitro Diagnostic Product (IVD) - In vitro diagnostic products are those reagents, instruments, 
and systems intended for use in the diagnosis of disease or other conditions, including a 
determination of the state of health, in order to cure, mitigate, treat, or prevent disease or its 
sequelae. Such products are intended for use in the collection, preparation, and examination of 
specimens taken from the human body. 21 CFR 809.3(a). 

Emergency Use - Emergency use is defined as the use of an investigational drug or biological 
product with a human subject in a life-threatening situation in which no standard acceptable 
treatment is available, and in which there is not sufficient time to obtain IRB approval.  

Significant Risk (SR)  -  A significant risk device means an investigational device that: 

(1) Is intended as an implant and presents a potential for serious risk to the health, 
safety, or welfare of a subject; or 

(2) Is purported or represented to be for a use in supporting or sustaining human life 
and presents a potential for serious risk to the health, safety, or welfare of a subject; or 

(3) Is for a use of substantial importance in diagnosing, curing, mitigating, or treating 
disease, or otherwise preventing impairment of human health and presents a potential 
for serious risk to the health, safety, or welfare of a subject; or 

(4) Otherwise presents a potential for serious risk to the health, safety, or welfare of a 
subject. 

Non-Significant Risk (NSR) - A non-significant risk device is an investigational device other than 
a significant risk device. 

Humanitarian Use Device (HUD) - A Humanitarian Use Device is a device intended to benefit 
patients by treating or diagnosing a disease that affects not more than 8,000 individuals in the 
United States per year. 

7.2 FDA Exemptions 
The following categories of clinical investigations are exempt from the requirements of FDA 
regulations for IRB review: 

1. Emergency use of a test article, provided that such emergency use is reported to the IRB 
within 5 working days. Any subsequent use of the test article at the institution is subject 
to IRB review. [21 CFR §56.104(c)] 

2. Taste and food quality evaluations and consumer acceptance studies, if wholesome 
foods without additives are consumed or if a food is consumed that contains a food 
ingredient at or below the level and for a use found to be safe, or agricultural, chemical, 
or environmental contaminant at or below the level found to be safe, by the Food and 
Drug Administration or approved by the Environmental Protection Agency or the Food 
Safety and Inspection Service of the U.S. Department of Agriculture. [21 CFR §56.104(d)] 



7.3 Dietary Supplements and Research 

Research involving dietary supplements may or may not fall under FDA regulations.  Under the 
Dietary Supplement Health and Education Act (DSHEA) of 1994, a dietary supplement is not 
considered a drug and is not subject to the premarket approval requirements for drugs if the 
intended use for which it is marketed is only to affect the structure or any function of the body 
(i.e., not intended to be used for a therapeutic purpose). Whether a study falls under FDA 
oversight is determined by the intent of the clinical investigation. If the clinical investigation is 
intended only to evaluate the dietary supplement’s effect on the structure or function of the 
body, FDA regulations do not apply. However, if the study is intended to evaluate the dietary 
supplement’s ability to diagnose, cure, mitigate, treat, or prevent a disease, FDA regulations to 
apply. Studies involving the ingestion of dietary supplements that are not subject to FDA 
oversight are still covered by Office of Human Research Protections (OHRP) regulations, and 
therefore must be reviewed by the Institutional Review Board (IRB). 

Similarly, whether an IND is needed for a study evaluating a dietary supplement is determined 
by the intent of the study. If the study is intended only to evaluate the dietary supplement’s 
effect on the structure or function of the body, an IND is not required.  However, if the study is 
intended to evaluate the dietary supplement’s ability to diagnose, cure, mitigate, treat, or 
prevent a disease, an IND is required under part 312. For example, a study designed to study 
the relationship between a dietary supplement’s effect on normal structure or function in 
humans (e.g., calcium and bone mass) or to characterize the mechanism by which a dietary 
supplement acts to maintain such structure or function (e.g., fiber and bowel regularity) would 
not need to be conducted under an IND. However, a study designed to evaluate a dietary 
supplement’s ability to prevent osteoporosis or to treat diarrhea or constipation would need to 
be conducted under an IND under part 312. 

7.3.1 Research Plan 
As with the study of any investigational product, the researcher must supply the IRB with 
sufficient information to determine that the criteria for approval are satisfied and to determine 
or verify whether or not the research requires an IND.   Applications should provide detail 
consistent with that expected on a drug protocol and consistent with the level of risk associated 
or anticipated with the research.  At a minimum, the research plan should provide the following 
information regarding the supplement: Name, Manufacturer, Formulation, Dosage, 
Method/Route of Administration,  Mechanism of Action, Known Drug Interactions, Risk Profile, 
IND number (or justification for why an IND is unnecessary), Documentation evidencing 
approval for use in humans, Documentation or certification of Quality or Purity.  As with drugs 
and devices there should be an accountability plan for the product describing where the 
product will be stored and how it will be dispensed, usage tracked, and disposal or return.  If 
the study entails greater than minimal risk, a plan for Data & Safety Monitoring must be 
included. 



7.4 Investigational Drugs and Devices in Research 
7.4.1 Massachusetts Law – Controlled Substances Registration 
Massachusetts law (Chapter (94C, Section 8) requires the registration of investigators who use 
investigational and Schedule II drugs in research protocols. The law requires that any 
investigator who is using either an investigational drug, as defined by FDA regulations or a 
Schedule II drug as part of a research protocol must register and obtain a license as a 
researcher from the Commonwealth of Massachusetts. The license is renewed annually.  

7.4.2 IND/IDE Requirements 
The PI must indicate on the IRB application whether the research involves investigational drugs 
or devices.  If so, the PI must indicate if there is an IND/IDE for the research and provide 
documented assurance from the sponsor that the manufacture and formulation of 
investigational or unlicensed test articles conform to federal regulations.  Documentation of the 
IND/IDE could be a: 

1. Industry sponsored protocol with IND/IDE.  

2. Letter from FDA. 

3. Letter from industry sponsor. 

4. Other document and/or communication verifying the IND/IDE. 

For investigational devices, NSR device studies follow abbreviated IDE requirements and do not 
have to have an IDE application approved by the FDA.  If a sponsor has identified a study as 
NSR, then the investigator must provide an explanation of the determination.  If the FDA has 
determined that the study is NSR, documentation of that determination must be provided.   

If the research involves drugs or devices and there is no IND/IDE, the PI must provide a 
rationale why it is not required.   

The IRB will review the application and determine: 

1. Whether there is an IND/IDE and if so, whether there is appropriate supporting 
documentation.  

Please note: Research involving an IND application must not begin until after approval 
of by the FDA. When an organization applies for an IND, it goes into effect 30 days after 
the FDA receives the IND, unless the sponsor receives earlier notice from the FDA. The 
Baystate IRB will withhold IRB approval until the IND goes into effect. 

2. If the research involves drugs or devices with no IND/IDE, and whether the research 
meets the criteria below. 



7.4.3 IND Exemption 
For drugs, an IND is not necessary if the research falls in one of the following categories: 

1. The drug being used in the research is lawfully marketed in the United States and all of 
the following requirements are met: 

a. The research is not intended to be reported to FDA in support of a new 
indication for use or to support any other significant change in the labeling for 
the drug; 

b. The research is not intended to support a significant change in the advertising for 
the product; 

c. The research does not involve a route of administration or dosage level, use in a 
subject population, or other factor that significantly increases the risks (or 
decreases the acceptability of the risks) associated with the use of the drug 
product; 

d. The research is conducted in compliance with the requirements for IRB review 
and informed consent [21 CFR parts 56 and 50, respectively]; 

e. The research is conducted in compliance with the requirements concerning the 
promotion and sale of drugs [21 CFR 312.7]; 

f. The research does not intend to invoke FDA regulations for planned emergency 
research [21 CFR 50.24]. 

2. The research only involves one or more of the following: (a) Blood grouping serum, (b) 
Reagent red blood cells or (c) Anti-human globulin. 

3. For clinical investigations involving an in vitro diagnostic biological product, an IND is not 
necessary 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. 

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

7.4.4 Exempted IDE Investigations 
For devices, an IDE is not necessary if: 

1. The research involves a device, other than a transitional device, in commercial 
distribution immediately before May 28, 1976, when used or investigated in accordance 
with the indications in labeling in effect at that time; 



2. The research involves a device other than a transitional device, introduced into 
commercial distribution on or after May 28, 1976, that FDA has determined to be 
substantially equivalent to a device in commercial distribution immediately before May 
28, 1976, and that is used or investigated in accordance with the indications in the 
labeling FDA reviewed under subpart E of 21 CFR 807 in determining substantial 
equivalence; 

3. The research involves a diagnostic device, if the sponsor complies with applicable 
requirements in 21 CFR 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 of the diagnosis by 
another, medically established diagnostic product or procedure; 

4. The research involves a device undergoing consumer preference testing, testing of a 
modification, or testing of a combination of two or more devices in commercial 
distribution, if the testing is not for the purpose of determining safety or effectiveness 
and does not put subjects at risk; 

5. The research involves a device intended solely for veterinary use; 

6. The research involves a device shipped solely for research on/or with laboratory animals 
and labeled in accordance with 21 CFR 812.5(c); 

7. The research involves a custom device as defined in 21 CFR 812.3(b), unless the device is 
being used to determine safety or effectiveness for commercial distribution. 

7.4.5 Responsibilities 

7.4.5.1 PI 

1. The PI is responsible for ensuring that the research is conducted according to all 
regulatory guidelines (See Guidance on Special Considerations for the Oversight of 
Research Protocols using an FDA-regulated Product) and BH policies and procedures. 

2. For research involving investigational drugs: The PI is responsible for developing a plan 
for investigational drug accountability including storage, security, dispensing, 
administration, return, disposition, and records of accountability.  The PI may delegate 
the responsibility for drugs/biologics accountability to the Investigational Drug Service 
or follow the guidelines established by the Investigational Drug Service and a SOP 
approved by the HRPP.   



3. For research involving investigational devices: 

a. The PI is responsible for developing a plan for investigational device accountability 
including storage, security, dispensing, administration, return, disposition, and 
records of accountability. This plan must be reviewed and approved by the IRB and 
may require additional sign off and review by the Safety Committee depending on 
the nature of the device.  All devices received for a study must be stored in a locked 
environment under secure control with limited access.  The area must be within an 
area of PI’s control.  Proper instructions on the use of the device must be provided 
to the subjects when applicable.  A log must be kept regarding the receipt, use, 
and/or dispensing of the device and the disposition of remaining devices at the 
conclusion of the investigation. 

b. If a device is considered NSR by the PI or sponsor, but after review the IRB 
determines the device to have significant risk, upon receipt of written notice the PI is 
responsible for notifying the sponsor of the IRB’s determination.  The PI must 
provide the IRB with confirmation of this action. 

c. The PI will submit to the sponsor and to the IRB a report of any unanticipated 
adverse device effect occurring during an investigation as soon as possible, but in no 
event later than 10 working days after the investigator first learns of the effect. 

4. When a PI files an IND or IDE, the PI is considered the sponsor and as such is 
accountable for all of the FDA regulatory responsibilities and reporting obligations of 
both the PI and the sponsor, as described in the FDA regulations.  The HRPP will provide 
education for investigators holding an IND or IDE on the sponsor regulations and 
periodically conduct random audits of PIs holding an IND or IDE via QA/QI reviews.  

7.4.6 IRB 
1. The IRB will review the research in accordance with the following requirements and the 

same criteria it would use in considering approval of any research involving an FDA-
regulated product (21 CFR 56.111).  

2. For research involving investigational devices: 

a. Unless the FDA has already made a risk determination for the study, the IRB will 
review NSR studies and determine if the device represents significant or non-
significant risk and report the findings to the PI in writing.  The IRB will consider 
the risks and benefits of the medical device compared to the risks and benefits 
of alternative devices or procedures.  Non-significant risk device studies do not 
require submission of an IDE application but must be conducted in accordance 
with the abbreviated requirements of IDE regulations.   

b. Abbreviated IDE requirements: 

a. The device is not a banned device. 



b. The sponsor labels the device in accordance with 21 CFR 812.5. 

c. 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. 

d. The sponsor ensures that each investigator participating in an 
investigation of the device obtains from each subject under the 
investigator’s care, consent under 21 CFR 50 and documents it, unless 
documentation was waived. 

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

f. The sponsor maintains the records required under 21 CFR 812.140(b)(4) 
and (5) and makes the reports required under 21 CFR 812.150 (b)(1) 
through (3) and (5) through (10). 

g. 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). 

h. The sponsor complies with the prohibitions in 21 CFR 812.7 against 
promotion and other practices. 

c. If the study that has been submitted as NSR is considered SR, the IRB may 
approve the study, but the study cannot begin until an IDE is obtained.    

d. The IRB will not review new protocol submissions involving significant risk 
devices under expedited review. 

e. The IRB will document in the minutes and provide written documentation to the 
PI of the rationale for determining whether a device is classified as NSR/SR.  

f. If the FDA has already made the SR or NSR determination for the study, the 
agency’s determination is final and the IRB does not need to make a risk 
determination. 

7.4.6.1 Distinguishing Between SR and NSR Device Studies  

The consequences of the SR/NSR determination are very important, and the regulatory 
responsibilities for Sponsors and Investigators of SR and NSR risk studies differ.  

 

The major regulatory differences between the two concern the approval process, record keeping 
and reporting requirements. Most notably, sponsors (or sponsor-investigators) of NSR device 
studies do not need to submit an IDE application to FDA; the IRB serves as the FDA’s surrogate 
for review, approval, and continuing review of the NSR device studies. Additionally, for NSR 



device studies there are abbreviated regulatory sponsor responsibilities (labeling, IRB, consent, 
monitoring, reporting, prohibition on promotion).  

 

For SR device studies, the study cannot begin an IDE application without first submitted to and 
obtaining approval from the FDA. The SR/NSR decision is also of consequence to the FDA because 
the IRB serves, in a sense, as the FDA's surrogate with respect to the review and approval of NSR 
studies. Sponsors are responsible for making the initial risk determination and presenting it to 
the IRB. FDA is also available to help the sponsor, clinical investigator, and IRB in making the risk 
determination. Sponsors/Investigators are encouraged to review the FDA Information Sheet 
“Significant Risk and No significant Risk Medical Device Studies” for help determining risk. If an 
investigator or a sponsor proposes to undertake an NSR investigation, the IRB must make a 
separate and independent determination that the study is, in fact, an NSR device study. The IRB’s 
determination that a device is an NSR device must be documented in the Committee's minutes. 
If the IRB believes that a study is an SR device study, the investigation may not begin until both 
the IRB and the FDA approve the study. 

7.4.6.2 IRB Determination for the NSR/SR Decision 

The assessment of whether or not a device study presents an NSR is initially made by the 
sponsor. If the sponsor identifies a study as an NSR, the sponsor is to provide the IRB with an 
explanation of its determination and any other information that may assist the IRB in evaluating 
the risk of the study. The sponsor is expected 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 also request an opinion 
from the FDA.  

 

The IRB may agree or disagree with the sponsor's initial NSR assessment. If the IRB agrees with 
the initial assessment and approves the study, the study may begin without submission of an 
IDE application to the FDA. If the IRB disagrees, the sponsor is to notify the FDA that an SR 
determination has been made. The study may be conducted as an SR investigation following 
FDA approval of an IDE application.  

 

The risk determination will be based on the proposed use of a device in an investigation, and 
not on the device alone. In deciding if a study poses an SR, the IRB will consider the nature of 
the harm that may result from use of the device. Studies in which the potential harm to 
subjects may be life-threatening, may result in permanent impairment of a body function or 
permanent damage to body structure, or may necessitate medical or surgical intervention to 



preclude permanent impairment of a body function or permanent damage to body structure, 
are to be considered SR. Moreover, if the subject must undergo a procedure as part of the 
investigational study (e.g., surgical procedure), the IRB must consider the potential harm that 
may be caused by the procedure in addition to the potential harm that may be caused by the 
device.  

 

If requested, the FDA will make the ultimate decision in determining if a device study is SR or 
NSR. If the FDA does not agree with the IRB decision to identify a study as an NSR device study, 
an IDE application must be submitted to the FDA. On the other hand, if a sponsor files an IDE 
with the FDA because it is presumed to be an SR study, but the FDA classifies the device study 
as NSR, the FDA will return the IDE application to the sponsor and the study must be presented 
to the IRB as an NSR investigation. 

 

7.4.6.3  IRB Responsibilities Following SR/NSR Determination  

If the Sponsor identifies the study as a NSR, but the IRB identifies the study as SR, the IRB will 
notify the investigator who will, in turn, notify the sponsor of the SR determination. An IDE will 
be obtained by the sponsor, and the IRB will review the protocol, applying the requisite criteria 
(21 CFR 56.111). If the IRB identifies the study as NSR, the IRB will proceed to review the study, 
applying the requisite criteria (21 CFR 56.111). If the study is approved by the IRB, the sponsor 
and the investigator must comply with abbreviated IDE requirements (21 CFR 812.2(b)), 
informed consent, and IRB regulations (21 CFR 50 and 56). The determination that a device is 
an NSR device must be documented in the IRB minutes. 

 

7.4.6.4 The Decision to Approve or Disapprove a Study 

Once the SR/NSR decision is reached, the IRB is to consider whether or not the study should be 
approved. The criteria for deciding if SR and NSR studies should be approved are the same as 
those for any other study. If a device is classified as a significant risk device, the Committee will 
require written documentation from the sponsor which includes the IDE number. If the 
investigator also service as the sponsor of a significant risk device, a copy of the letter from the 
FDA will be requested which assigns the IDE number. This information should be submitted as 
part of the protocol application and the protocol approval will not be released until the 
information is provided. Protocol administrators will be responsible for making sure this 
information is obtained prior to release of the approval notification and informed consent 
document. The IRB is to ensure that the risks to subjects are minimized, and are reasonable in 
relation to the anticipated benefits and knowledge to be gained; that subject selection is 
equitable, that informed consent materials and procedures are adequate; and that provisions 



for monitoring the study and protecting the privacy of subjects are acceptable. To ensure that 
the risks to subjects are reasonable in relation to the anticipated benefits, the risks and benefits 
of the investigation are to be compared to the risks and benefits of alternative devices or 
procedures. The minutes of IRB meetings must document whether a device has been 
determined to be a significant risk or nonsignificant risk device and the rationale for SR/NSR 
decisions, as well as the subsequent approval or disapproval decisions regarding the clinical 
investigation.  

 

Any protocol that is considered SR is to be reviewed by the full IRB. Generally, IRB review, at a 
convened meeting, is also required when NSR studies are reviewed because the Committee 
must agree that the study is an NSR device investigation.  

 

At the time of continuing review, the Committee may request additional documentation to be 
certain the investigator is following the IDE requirements. If the investigator holds the IDE for a 
significant risk device, a copy of the annual report to the FDA may be requested. In addition, 
whenever a protocol that involves an IDE is randomly selected for a review by the HRPP 
compliance program, all case report forms, adverse event reports, device storage and 
accountability information data and safety monitoring reports and informed consent 
documents will be reviewed to be certain the investigator complied with FDA requirements 
regarding sponsor requirements. 

7.5 Emergency Use and Expanded Use Studies 
7.5.1 Emergency Exemption from Prospective IRB Approval  
HHS regulations do not permit human subjects research activities to be started, even in an 
emergency, without prior IRB approval. When emergency medical care is initiated without prior 
IRB review and approval, the patient may not be considered a research subject under 45 CFR 
Part 46. However, nothing in the HHS regulations at 45 CFR Part 46 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. 

FDA defines emergency use as the use of an investigational drug or biological product with a 
human subject in a life-threatening situation in which no standard acceptable treatment is 
available, and in which there is no sufficient time to obtain IRB approval.  Under FDA 
regulations, the emergency use of a test article, other than a medical device, is a clinical 
investigation, the patient is considered a subject, and the FDA may require that data from 
emergency uses be included in marketing applications.  If all conditions described in 21 CFR 
56.102(d) exist then the emergency exemption from prospective IRB approval found at 21 CFR 
56.104(c) may be utilized.  



Life-threatening, for the purposes of section 56.102(d), includes the scope of both life-
threatening and severely debilitating, as defined below. 

 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. 

Some manufacturers will agree to allow the use of the test article, but their policy requires "an 
IRB approval letter" before the test article will be shipped. If it is not possible to convene a 
quorum of the IRB within the time available, some IRBs have sent to the sponsor a written 
statement that the IRB is aware of the proposed use and considers the use to meet the 
requirements of 21 CFR 56.104(c). Although, this is not an "IRB approval," the acknowledgment 
letter has been acceptable to manufacturers and has allowed the shipment to proceed. 

Informed consent must be obtained in accordance with and to the extent required by 21 CFR 
50. Informed consent must be documented in writing in accordance with and to the extent 
required by 21 CFR 50.27.  

The investigator should attempt to contact the IRB in advance of the emergency use whenever 
possible.  The IRB must be notified within 5 working days when an emergency exemption is 
used. The Investigator must submit a completed “Emergency Use Report” form, and, when 
applicable, a copy of the patient consent form and the protocol for the IRB Chair or designee’s 
review within 5 days of the emergency use. This notification must not be construed as an 
approval for the emergency use by the IRB. The IRB Chair or designee will review the report to 
verify that circumstances of the emergency use conformed to FDA regulations.  If the research 
involves an investigational drug, the IRB will verify the FDA issued an IND. Documentation of 
the exemption will comprise the Investigator’s completed request form and written 
acknowledgment from the IRB. It is preferable for these forms to be received by the IRB and 
acknowledged prior to commencing treatment.  

Any subsequent use of the test article at the institution is subject to prospective IRB review and 
approval. FDA acknowledges, however, that it would be inappropriate to deny emergency 
treatment to a second individual if the only obstacle is that the IRB has not had sufficient time 
to convene a meeting to review the issue. 

7.5.1.1 Emergency Uses: Waiver of 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 when 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:   

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

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

c. Time is not sufficient to obtain consent form the subject’s legally authorized 
representative; 

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

If, in the investigator's opinion, immediate use of the test article is required to preserve the 
subject's life, and if time is not sufficient to obtain an independent physician's determination 
that the four conditions above apply, the clinical investigator should make the determination 
and, within 5 working days after the use of the article, have the determination reviewed and 
evaluated in writing by a physician who is not participating in the clinical investigation. The IRB 
must be notified within 5 working days when an emergency waiver is used. This notification 
must not be construed as an approval for the emergency waiver by the IRB. The IRB Chair or 
designee will review the report to verify that circumstances of the emergency waiver 
conformed to FDA regulations. 

7.5.2 Expanded Access of Investigational Drugs 
FDA regulations allow certain individuals not enrolled in clinical trials to obtain expanded access 
to investigational drugs, agents, or biologics through the following methods:  

1. Compassionate Use:  The term “compassionate use” is erroneously used to refer to the 
provision of investigational drugs outside of an ongoing clinical trial to a limited number 
of patients who are desperately ill and for whom no standard alternative therapies are 
available. The term “compassionate use” does not, however, appear in FDA or HHS 
regulations. It is preferable, instead, to use the names of the specific access programs 
when discussing the use of investigational articles outside of formal clinical trials. 

2. Group C Treatment Investigational New Drug (IND):  The "Group C" treatment IND 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 of 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 generally 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. The BH IRB requires prospective IRB 
review and approval unless the use meets the criteria for Emergency Use as described 
above. The usage of a Group C drug is described in its accompanying "Guideline 
Protocol" document. The Guideline Protocol contains an FDA-approved informed 
consent document which must be used if there has been no local IRB review. 

3. 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 investigational drug until 
marketing approval is obtained. These studies require prospective Institutional Review 
Board (IRB) review and informed consent unless the use meets the criteria for 
Emergency Use as described above. 

4. Parallel Track:  The FDA’s Parallel Track policy [57 FR 13250] permits wider access to 
promising new drugs for AIDS/HIV related diseases under a separate “expanded access” 
protocol that “parallels” the controlled clinical trials that are essential to establish the 
safety and effectiveness of new drugs.  It provides an administrative system that 
expands the availability of drugs for treating AIDS/HIV.  These studies require 
prospective IRB review and informed consent unless the use meets the criteria for 
Emergency Use as described above.  

5. Treatment IND:  The treatment IND [21 CFR 312.34 and 312.35] 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 IND studies require prospective IRB review, unless the use meets the criteria 
for Emergency Use as described above, and informed consent. A sponsor may apply for 
a waiver of local IRB review under a treatment IND if it can be shown to be in the best 



interest of the subjects, and if a satisfactory alternate mechanism for assuring the 
protection of human subjects is available, e.g., review by a central IRB. Such a waiver 
does not apply to the informed consent requirement. An IRB may still opt to review a 
study even if FDA has granted a waiver. 

Treatment INDs are discussed under the general heading of expanded access to 
investigational drugs.  On August 13, 2009, FDA issued in the Federal Register 21 CFR 
Part 312 and 316, Charging for Investigational Drugs Under an Investigational New Drug 
Application; Expanded Access to Investigational Drugs for Treatment Use; Final 
Rules.  These rules include clinical studies conducted under an IND as well as treatment 
protocols and treatment INDs.  These rules and the accompanying preamble are 
available at http://edocket.access.gpo.gov/2009/pdf/E9-19004.pdf. 

6. Individual Patient IND:  The use of an investigational drug outside of a controlled clinical 
trial for an individual patient, usually in a desperate situation, who is unresponsive to 
other therapies or in a situation where no approved or generally recognized treatment 
is available.  There are two mechanisms to obtain an Individual Patient IND – Emergency 
Use or Non-emergency Use.  These procedures are summarized in this section. 
Additional information, including contact information for the various FDA divisions, is 
available on the FDA website.  

When a physician would like to submit an Investigational New Drug application (IND) to 
obtain an unapproved drug for an individual patient, he or she should first ensure that 
the manufacturer of the unapproved drug is willing to provide the drug. If the 
manufacturer agrees to provide the drug, the physician should submit an IND to the 
appropriate FDA review division. 

In an emergency situation, the request to use the drug may be made via telephone or 
other rapid means of communication, and authorization to ship and use the drug may 
be given by the FDA official over the telephone.  In these situations, known as 
emergency INDs, shipment of and treatment with the drug may begin prior to FDA’s 
receipt of the written IND submission that is to follow the initial request.  The 
procedures for an Emergency Use exemption of IRB approval should be followed unless 
there is sufficient time for the IRB to convene and prospective review the use. 

In a non-emergency situation, a written request (IND) for individual patient use of an 
investigational drug must be received by the FDA before shipment of and treatment 
with the drug may begin.  These non-emergency requests are known as individual 
patient INDs.  The IND should include the following information: 

a) Statement that this is a request for an individual patient IND for treatment use 
(specifying whether it is an emergency IND or individual patient IND) should be 
at the top of the correspondence and on the mailing cover. 



b) Brief Clinical History of the patient including: the diagnosis, the disease status, 
prior therapy, response to prior therapy, the rationale for requesting the 
proposed treatment, including a list of available therapeutic options that would 
ordinarily be tried before the investigational drug or an explanation of why use 
of the investigational drug is preferable to use of available therapeutic options.  

c) Proposed Treatment Plan including: the dose, route, planned duration, 
monitoring procedures, modifications (e.g. dose reduction or treatment delay) 
for toxicity.  Reference a published protocol or journal article if appropriate.  

d) Chemistry, Manufacturing, and Controls Information and Pharmacology and 
Toxicology Information, including a description of the manufacturing facility. The 
requirement for this information may be met by providing a Letter of 
Authorization (LOA) to refer to this information if it has been previously 
submitted to FDA (for example, to an existing IND or NDA). The treating 
physician should contact the sponsor of the previously submitted information for 
such authorization and letter. The letter of authorization should include relevant 
identifying information, such as the sponsor’s relevant application (e.g., IND) 
number. 

e) Informed Consent Statement that states that informed consent and approval of 
the use by an appropriate Institutional Review Board (IRB) will be obtained prior 
to initiating treatment. In the case of an emergency, treatment may begin 
without prior IRB approval, provided the IRB is notified of the emergency 
treatment within 5 working days of treatment. 

f) Investigator Qualification Statement that specifies the training, experience, and 
licensure of the treating physician. The first two pages of a Curriculum Vitae 
typically contain this information and are usually sufficient. 

g) FDA Form 1571 completed with the treating physician listed as the sponsor. You 
can download Form 1571 and other forms from the FDA Web site. For forms and 
instructions please see: Information for Sponsor-Investigators Submitting 
Investigational New Drug Applications (INDs1). 

h) Contact telephone number and facsimile number. 

7.5.3 Expanded Access to Investigational Devices 
An unapproved medical device may normally only be used on human subjects through an 
approved clinical study in which the subjects meet certain criteria and the device is only 
used in accordance with the approved protocol by a clinical investigator participating in the 
clinical trial. However, there may be circumstances under which a health care provider may 
wish to use an unapproved device to save the life of a patient or to help a patient suffering 
from a serious disease or condition for which there no other alternative therapy exists. 
Patients/physicians faced with these circumstances may have access to investigational 
devices under one of the mechanisms by which FDA may make an unapproved device 



available.  These mechanisms are summarized here.  Detailed information is available on 
the FDA website. 

1. Emergency Use: Emergency situations may arise in which there will be a need to use an 
investigational device in a manner inconsistent with the approved investigational plan 
or by a physician who is not part of the clinical study.  Emergency use of an unapproved 
device may occur before an IDE is approved.  Such uses should be reported to the IRB as 
described in policy sections 7.5.1 and 7.5.2.  

2. Compassionate Use (or Single Patient/Small Group Access). The compassionate use 
provision allows access for patients who do not meet the requirements for inclusion in 
the clinical investigation but for whom the treating physician believes the device may 
provide a benefit in treating and/or diagnosing their disease or condition. This provision 
is typically approved for individual patients but may be approved to treat a small group. 
It must be a serious disease or condition for which no alternative adequately meets 
their medical need. Prior FDA approval is needed before compassionate use occurs. 

3. Treatment Use. An approved IDE specifies the maximum number of clinical sites and the 
maximum number of human subjects that may be enrolled in the study. During the 
course of the clinical trial, if the data suggests that the device is effective, then the trial 
may be expanded to include additional patients with life-threatening or serious 
diseases. The FDA will consider the use of an investigational device under a treatment 
IDE if all of the following are true: 

a. The device is intended to treat or diagnose a serious or immediately life-
threatening disease or condition 

b. There is no comparable or satisfactory alternative device or other therapy 
available to treat or diagnose that stage of the disease or condition in the 
intended patient population. 

c. The device is under investigation in a controlled clinical trial for the same use 
under an approved IDE, or such clinical trials have been completed. 

d. The sponsor of the investigation is actively pursuing marketing 
approval/clearance of the investigational device with due diligence. 

4. Continued Access. FDA may allow continued enrollment of subjects after the controlled 
clinical trial under an IDE has been completed in order to allow access to the 
investigational medical device while the marketing application is being prepared by the 
sponsor or reviewed by FDA. There must a public health need or preliminary evidence 
that the device will be effective and there are no significant safety concerns. 

7.6 Humanitarian Use Devices (HUD) 
A Humanitarian Use Device (HUD) is a device that is intended to benefit patients by treating or 
diagnosing a disease or condition that affects or is manifested in not more than 8,000 
individuals in the United States per year.  A HUD may only be used in facilities that have 
established a local institutional review board (IRB) to supervise clinical testing of devices and 



after an IRB has approved the use of the device to treat or diagnose the specific disease.  In 
accordance with 21 CFR 814.124, initial IRB review must be by the convened IRB.  Expedited 
review procedures are acceptable for subsequent continuing reviews.  At the time of review, 
the IRB will determine if written consent from participants for use of the HUD is necessary.  It is 
the responsibility of the investigator to notify the sponsor if the IRB were ever to withdraw 
approval for use of a HUD.  The sponsor should be notified within five days of notification of the 
withdrawal of approval.   The sponsor is responsible for notification to the FDA if necessary.  
Investigators are reminded that Humanitarian Device Exemptions (HDEs) are for clinical use 
only and HUDs can be used only for the purposes outlined in the approved IRB application.  A 
clinical study of the safety or effectiveness of a HUD is subject to the FDA regulations governing 
the investigational use of FDA-regulated products including the requirements stipulated at 21 
CFR 50 and 21 CFR 56.  If the clinical study is investigating the use of the device for an indication 
outside of its approved labeling, then the IDE regulations stipulated at 21 CFR 812. 

FDA guidance regarding HDEs and HUDs is available on-line and should be consulted when the 
use of a HUD is under consideration. 

If a physician in an emergency situation determines that IRB approval for the use of the HUD at 
the facility cannot be obtained in time to prevent serious harm or death to a patient, a HUD 
may be used without prior IRB approval.  The procedures described under 7.5 must be followed 
including independent physician verification and the completion and submission to the IRB of 
the Emergency Use Report within five business days. 

7.7 Waiver of Informed Consent for Planned Emergency Research 
It is the policy of Baystate Health not to conduct planned emergency research at this time. If an 
investigator wishes to do so, contact the HRPP to discuss the requirements of such research. 
Policies will be put in place before the research is reviewed and proceeds. 

 


