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Presenter
Presentation Notes
Hello, my name is Fabienne Santel, and I am a medical officer at the Division of Bioresearch Monitoring, Office of Compliance at the FDA Center for Devices and Radiological Health.  Welcome to this learning module entitled “Emergency Use and Compassionate Use of Unapproved Devices.”  The Division of Bioresearch Monitoring, in the Office of Compliance, at the Center for Devices and Radiological Health developed this presentation to assist physicians, IRB's, and firms in understanding their roles and responsibilities regarding the emergency use and compassionate use of unapproved devices. This is a general overview, and as such, this is not intended to be an all inclusive presentation.
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Learning objectivesLearning objectives

Understand when an emergency need to use 
an unapproved device may occur
Describe the role and responsibilities of the 
physician who wants to use the device on a 
patient for emergency or compassionate use
Identify the IRB’s responsibilities in the 
compassionate use of an unapproved device

Presenter
Presentation Notes
Learning objectives. After viewing this presentation you should be able to understand when an emergency need to use a test article may occur; Describe the role and responsibilities of the physician who wants to use the device on a patient for emergency or compassionate use and

identify the IRB’s responsibilities in the compassionate use of an unapproved device.
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Emergency use of an 
unapproved device 
Emergency use of an 
unapproved device

What is an emergency situation
Physician’s role and responsibilities  
before and after emergency use
Informed consent

Presenter
Presentation Notes
The first part of this presentation will cover the emergency use of an unapproved device.

We will begin our discussion by answering the question, what is an emergency situation. We will then review the physician’s role and responsibilities before and after emergency use. This will be followed by a discussion of the issues surrounding informed consent in emergency situations.
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Compassionate use of an 
unapproved device 
Compassionate use of an 
unapproved device

Describe what is meant by 
compassionate use
The physician responsibilities with 
compassionate use 
The sponsor and the IRB’s role in 
compassionate use
Practice

Presenter
Presentation Notes
The second part of the presentation will cover the compassionate use of an unapproved device. In this discussion we will describe what is meant by compassionate use;  review the physician responsibilities with compassionate use; and review the sponsor and the IRB’s role in compassionate use. After our discussion of compassionate use we will put all this into practice by looking at some examples of emergency and compassionate use.
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Emergency use of an unapproved 
device 
Emergency use of an unapproved 
device

Emergency use 
of an 
unapproved test 
article is not 
research

Presenter
Presentation Notes
Let’s begin with emergency use.  Emergency use of an unapproved device is not research.  Patients who receive an unapproved device in an emergency situation are not enrolled in the research study.
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What is an emergency situation?What is an emergency situation?

All conditions must exist
– Life-threatening disease or serious 

condition requiring immediate use
– No generally accepted alternative for 

treating the condition is available
– There is no time to use existing procedures 

to obtain FDA approval of an IDE.

Presenter
Presentation Notes
Since we said patients who receive an unapproved device in an emergency situation are not enrolled in the research study, let’s answer the question, what is an emergency situation?  For a situation to be considered an emergency the following conditions must exist: there must be a life-threatening disease or serious condition requiring the immediate use of the investigational device; no generally accepted alternative for treating the condition is available; and there is no time to use existing procedures to obtain FDA approval of an IDE so the device can be studied in a clinical investigation. 
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When can a device be used in an 
emergency situation? 
When can a device be used in an 
emergency situation?

There is no Investigational Device 
Exemption (IDE)
Physician wants to use the device in a 
way not approved under an existing IDE 
A physician is not part of the IDE study

Presenter
Presentation Notes
An unapproved device may be used in an emergency situation when there is no Investigational Device Exemption or when a physician wants to use the device in a way that is not approved under an existing IDE or by a physician who is not part of the IDE study. 
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Physician’s role Physician’s role 

Determine whether the 
following conditions are 
met
– Patient is in a life 

threatening situation
– immediate use of the 

device is needed 
– no alternative
– no time for FDA 

approval of an IDE

Presenter
Presentation Notes
The physician’s role. The physician who wants to use the device for a patient in an emergency situation must make several determinations. The physician must  determine that: the patient is in a life threatening situation, the immediate use of the device is necessary, there is no available alternative method of approved or generally recognized therapy that provides an equal or greater likelihood of saving the life of the patient, and there is no time for FDA approval of an Investigational Device Exemption.
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Physician’s rolePhysician’s role

Assess the 
potential for 
benefits from the 
unapproved use

Have substantial 
reason to believe 
that benefits will 
exist

Presenter
Presentation Notes
The physician must also assess the potential for benefits from the unapproved use and have substantial reason to believe that benefits to the patient will exist.
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Physician’s responsibilitiesPhysician’s responsibilities

Physician should follow patient 
protection measures
– Institutional clearance per institution policy
– IRB chairperson concurrence
– Authorization from the sponsor - if an IDE 

exists

Presenter
Presentation Notes
The physician’s responsibilities. The physician should follow as many patient protections measures as possible. These include obtaining institutional clearance, if it is required by the institution, and IRB chairperson concurrence of the use of the unapproved device. The physician should also obtain authorization from the sponsor if an IDE exists.
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Independent assessment by a physician 
who is not participating in the 
investigation
Informed consent from patient or legally 
authorized representative
– Does not have to follow the informed 

consent requirements at 21 CFR 50.25

Physician’s responsibilitiesPhysician’s responsibilities

Presenter
Presentation Notes
The physician should obtain an independent assessment by another physician who is not participating in the investigation and obtain informed consent from the patient or legally authorized representative. The informed consent document will not necessarily follow the requirements of a research informed consent document as described at 21 CFR 50.25 because emergency use is not considered research. 
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What if there is no time to find an uninvolved 
physician? (21 CFR 50.23)

The physician makes the determinations 
– Life threatening disease or condition 
– Immediate need
– No alternative
– No time for FDA approval of an IDE
– Assessment of potential benefit 
– Substantial reason to believe benefit will occur

Physician’s responsibilitiesPhysician’s responsibilities

Presenter
Presentation Notes
As we just mentioned, one of the physician’s responsibilities is to obtain an assessment from and uninvolved physician.  But what happens when is no time to do so? This situation is addressed at 21 CFR 50.23 The physician makes the following determinations alone: the patient has a life threatening disease or condition, there is immediate need to use the device, there is no available alternative, there is no time for submission of an IDE to FDA, and there is substantial reason to believe benefit will occur. 
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The physician has his/her evaluation 
reviewed and evaluated in writing 
by an uninvolved physician
Submit that report to IRB within 5  
working days after the use

Physician’s responsibilitiesPhysician’s responsibilities

Presenter
Presentation Notes
The physician must have his/her assessment reviewed and evaluated in writing by an uninvolved physician and that report must be submitted to the IRB within 5 working days after the emergency use.
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What if No informed consent can be 
obtained? (21 CFR 50.23)

The physician and a physician who is not 
participating in the clinical investigation 
must certify in writing ALL of the following:
– Life-threatening situation necessitating 

the use of the device
– No alternative therapy

Physician’s responsibilitiesPhysician’s responsibilities

Presenter
Presentation Notes
We also mentioned that the physician is responsible for obtaining informed consent. But what if no informed consent can be obtained? This situation is also addressed at 21 CFR 50.23. For example the subject may not be able to communicate or there is no time to obtain consent from the legally authorized representative. In that case the physician finds another physician who is not participating in the clinical investigation. Both physicians should certify in writing that all the following exists:  The patient is in a life threatening situation necessitating the use of the device and there is no alternative therapy available.
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Physician’s responsibilities after 
emergency use 
Physician’s responsibilities after 
emergency use

If an IDE exists, notify the sponsor
– The sponsor must report to FDA

If an IDE does not exist, notify FDA of 
the emergency use and provide FDA
– a written summary of the emergency use, 
– patient protection measures, and 
– any scientific results

Presenter
Presentation Notes
Now let’s talk about other responsibilities of the physician after the emergency use. If an IDE exists, the physician is responsible for notifying the sponsor of the emergency use. The sponsor must report this use to the FDA. If an IDE does not exist, the physician must provide FDA with a written summary of the emergency use, the patient protection measures that were used and any scientific results that were gathered. 







1616

Report to the IRB within five days and 
otherwise comply with IRB provisions
Evaluate the likelihood of a similar need 
for the device 
If similar need is likely, obtain an IDE 
from FDA for the subsequent use and 
IRB approval

Physician’s responsibilities after 
emergency use 
Physician’s responsibilities after 
emergency use

Presenter
Presentation Notes
After the emergency use the physician must report the use of the unapproved test article to the IRB within five days and otherwise comply with IRB provisions.  �The physician must also evaluate the likelihood of a similar need for the device. If it’s use in the future is likely, then it is the physician’s responsibility to immediately initiate efforts to obtain an approved IDE for the device's subsequent use and IRB approval. However, FDA will not object if another emergency occurs before the IDE is submitted. 
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Compassionate use of an 
unapproved test article 
Compassionate use of an 
unapproved test article

Single patient or 
small group use of 
an unapproved 
device

Presenter
Presentation Notes
Now lets turn our attention to the second part of the presentation  --  the use of unapproved devices for a single patient or small group of patients. This is also known as compassionate use.

















�
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Compassionate use of an 
unapproved device 
Compassionate use of an 
unapproved device

Compassionate use is not research
Unapproved device for serious disease 
or condition
No alternative
Patient does not meet inclusion criteria

Presenter
Presentation Notes
Compassionate use is not research . Rather it is the use of an unapproved device for a serious disease or condition for which there is no alternative. It 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. 
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Physician’s responsibilitiesPhysician’s responsibilities

A physician can use an unapproved 
device to treat, diagnose, or monitor a 
patient with a serious disease or 
condition
The probable risk to the patient is not 
greater than the probable risk from the 
disease

Presenter
Presentation Notes
Under the compassionate use provision, a physician can potentially use an unapproved device to treat, diagnose, or monitor a patient with a serious disease or condition. The physician must decide whether the probable risk to the patient using the device is not greater than the probable risk from the disease.
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Physician’s responsibilitiesPhysician’s responsibilities

Physician requests authorization from 
sponsor
Sponsor may agree or disagree
The physician should not 
treat the patient until FDA 
concurs with the use

Presenter
Presentation Notes
Once the physician has made the decision to pursue use of the unapproved device, the physician should request authorization from the sponsor. The IDE sponsor may agree or disagree with the physician’s proposed use. If the sponsor does agree to the proposed use of the device, the sponsor must contact the FDA for FDA’s concurrence of the compassionate use. This application should be in the form of an IDE supplement. IDE supplements will be discussed later on in the presentation. The physician should not treat the patient until FDA  concurs with the use of the device under the proposed circumstances. 
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Physician’s responsibilitiesPhysician’s responsibilities

Devise schedule for patient monitoring
Address specific needs of the patient
Detect possible problems

Presenter
Presentation Notes
If the request is approved by the sponsor, the attending physician should devise an appropriate schedule for monitoring the patient, taking into consideration the investigational nature of the device and the specific needs of the patient. The patient should be monitored to detect any possible problems arising from the use of the device. 
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Physician’s responsibilitiesPhysician’s responsibilities

Obtain independent assessment from 
uninvolved physician
Obtain IRB chair’s concurrence
Clearance from institution, if appropriate
Obtain consent from the patient
Report any problems as a result of the device 
use to the IRB and sponsor
Write a summary of the use and give to 
sponsor

Presenter
Presentation Notes
If the FDA  concurs with the compassionate use, the physician has additional responsibilities. These include obtaining an independent assessment from an uninvolved physician, obtaining the  IRB chair’s concurrence, and institutional clearance if appropriate. Obtaining consent from the patient; look for and report possible problems with the use of the device to the IRB and sponsor, and submit a written summary of the use to the device sponsor. 

 



2323

Sponsor responsibilitiesSponsor responsibilities

If sponsor disagrees with the use
– The physician cannot use the device

If sponsor authorizes the use
– An IDE supplement is submitted to FDA 

requesting approval for a protocol deviation 
[21 CFR 812.35(a)].

Presenter
Presentation Notes
Now let’s look at the sponsor’s responsibilities for compassionate use of unapproved devices. As we mentioned earlier the physician needs to seek authorization from the sponsor for compassionate use of the device. If the sponsor disagrees with the use, the physician cannot use the device.

 If the sponsor authorizes the use, the sponsor should seek FDA concurrence of the use by submitting an IDE supplement requesting approval for a protocol deviation. This is in accordance with the regulations at 21 CFR 812.35(a).  
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Sponsor responsibilitiesSponsor responsibilities

IDE Supplement
– FDA’s concurrence is based on:

information submitted; evidence that safety 
and effectiveness justifies the use; the use 
would not interfere with the conduct of a 
clinical trial to support marketing approval

Prior FDA concurrence is required 
before compassionate use occurs

Presenter
Presentation Notes
FDA must review the sponsor’s IDE supplement requesting compassionate use.  FDA’s concurrence for the use is based on all the information submitted from the sponsor, evidence of safety and effectiveness that justifies the use, and FDA must determine that the use would not interfere with the conduct of an ongoing clinical trial that may support a future marketing application.

IRB's must be aware that prior FDA concurrence is required before compassionate use occurs. 
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IRB and compassionate useIRB and compassionate use

IRB chair concurrence (documented)
Ensure FDA concurrence
Review consent document
Receive reports after the use
Receive reports of problems

Presenter
Presentation Notes
Now lets review the IRB’s role in compassionate use. IRB’s that concur with compassionate use should document their concurrence and ensure that FDA has concurred with the use before the device is actually used. While FDA only recommends the use of a consent document, the IRB may have a policy that requires consent for compassionate use and the IRB should review the consent document. In addition, the IRB must receive reports of the compassionate use, and receive reports of any problems encountered with the use of the device.

This concludes the second part of the presentation. Now let’s put all this into practice.
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Let’s put this into practiceLet’s put this into practice

Interventional Cardiologist completed 
IDE study of a stent
Continued to use the stent in his 
patients (>10) when he found coronary 
thrombosis. He declared this 
emergency use.

What would concern your IRB?

Presenter
Presentation Notes
An interventional cardiologist completed an IDE study of a stent.  However, after the study was over, whenever the cardiologist found coronary thrombosis in patients having a percutaneous intervention he declared it an emergency and used the unapproved stent.  What would concern your IRB should you find this occurring at your institution?  First of all, emergency use of an unapproved device can only be used if there is no other alternative treatment available. And since we know that there are other treatments for coronary thrombosis this situation would not meet the criteria for emergency use.
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Let’s put this into practiceLet’s put this into practice

On an FDA inspection, we found that a 
physician used an IDE device for 
compassionate use.  There was no FDA 
or IRB concurrence.

How can an IRB help prevent this from 
happening?

Presenter
Presentation Notes
On an FDA inspection, we once found that a physician used an IDE device for compassionate use.  However, there was no FDA or IRB concurrence for that use. How can your IRB help prevent this from happening? We have found that most physicians who treat patients under the compassionate use provision are actually investigators of approved IDE studies.  The IRB should therefore remind these IDE clinical investigators and their research nurses that IRB and FDA concurrence is necessary prior to any potential compassionate use of the device. In addition, IRBs should advocate training all physicians and nurses at their institution with respect to unapproved device use. 
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Let’s put this into practiceLet’s put this into practice

Approved biliary stent used in the 
carotid artery for carotid stenosis.
Physician said he did this to treat his 
patient. 

Is this emergency use or compassionate 
use or neither?

Presenter
Presentation Notes
Suppose there is an approved biliary stent that is being used in the carotid artery for carotid stenosis by physicians at your institution and they are not collecting any safety or effectiveness information. rather they are simply treating their patients.

Would your IRB consider this emergency use or compassionate use or neither.  The correct response is neither; because physicians can use approved devices in their practice of medicine as long as they do not collect safety or effectiveness data for research from this use. 
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References for emergency useReferences for emergency use

Regulation
– 21 CFR 56.104(c)
– 21 CFR 50.23
– 21 CFR 812.35(a)(2)
– 21 CFR 812.150(a)(4)

Guidance
– Federal Register/vol.50, No. 204/Tuesday, 

October 22, 1985
– FDA Information Sheets 

Presenter
Presentation Notes
The following slide contains some references for emergency use which may be helpful to you. Please note the different regulations which cite emergency use. This is  followed by references to the FDA federal register and FDA’s information sheets under frequently asked questions about medical devices.
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References for compassionate useReferences for compassionate use

– Food, Drug, and Cosmetic Act
• Section 561 Expanded Access to 

Unapproved Therapies and Diagnostics 
– Regulation

• 21 CFR 812.35(a)
– Guidance

• www.fda.gov/cdrh/devadvice/
type in “Expanded Access” and search

– Food, Drug, and Cosmetic Act
• Section 561 Expanded Access to 

Unapproved Therapies and Diagnostics
– Regulation

• 21 CFR 812.35(a)
– Guidance

• www.fda.gov/cdrh/devadvice/
type in “Expanded Access” and search

Presenter
Presentation Notes
This next side contains references for compassionate use. This includes section 561 of the Food Drug and Cosmetics act which deals directly with both compassionate and emergency use. This is followed by a reference to the Code of Federal Regulations and the CDRH website which both contain more information about compassionate use.
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Key pointsKey points

Physicians can use unapproved devices in 
emergency situations
IRBs must receive reports within five working 
days
Subsequent emergency use-needs IDE 
Compassionate use requires prior FDA and 
IRB concurrence
In compassionate use, IRB’s should: 
document their concurrence,  ensure FDA 
concurrence, receive and review reports 

Presenter
Presentation Notes
Let’s take a moment to summarize some key points. Physicians can use unapproved devices in emergency situations. IRBs must receive reports of the emergency use within 5 working days.  Subsequent emergency use of that device requires an IDE. However, FDA will not object if another emergency occurs before the IDE is submitted. 

Compassionate use requires prior FDA concurrence; whereas FDA concurrence is not required for emergency use.

If IRB’s concur with the compassionate use of device, they should document their concurrence and ensure that FDA has concurred with the use before the device is actually used; receive reports of the compassionate use, and receive reports of any problems encountered with the use of the device. This concludes this presentation on Emergency Use and Compassionate Use of Unapproved Devices.  Thank you for your attention.
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