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OBJECTIVE:

To describe the appropriate steps to follow when the protocol involves a device.  
BACKGROUND:
An investigational device exemption (IDE) allows the investigational device to be used in a clinical study in order to collect safety and effectiveness data required to support a Premarket Approval (PMA) application or a Premarket Notification 510(k) submission to FDA. Clinical studies with devices of significant risk must be approved by FDA and by an Institutional Review Board (IRB) before the study can begin. Studies with devices of non-significant risk must be approved by the IRB only before the study can begin.

Medical devices are classified into Class I, II, and III. Regulatory control increases from Class I to Class III. The device classification regulation defines the regulatory requirements for a general device type. Most Class I devices are exempt from Premarket Notification 510(k); most Class II devices require Premarket Notification 510(k); and most Class III devices require Premarket Approval.

Device information for researchers on IRB-HSR Website
Additional information on devices may be found on the FDA website:  Device Advice
PROCEDURE:
When reviewing a study involving a non- FDA approved device, the first determination that must be made is if the device is exempt from the device regulations or if an Investigational Device Exemption (IDE) is required.  
Exempt Determination 
All clinical investigations of devices must have an approved IDE or be exempt from the IDE regulation.  Per 21CFR812.2(b) a NSR device is considered to have an approved application for an IDE.  ( even though the device will not have an IDE#)  Investigations that are exempted from 21 CFR 812 are described in §812.2(c) of the IDE regulation. Studies exempt from the IDE regulation include:

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

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

a. is noninvasive; 

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

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

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

Additional guidance for an in vitro diagnostic device studies can be found in "Regulating In Vitro Diagnostic Device (IVD) Studies." http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm071230.pdf
See additional information under Administrative FAQ’s-Review Process- May the IRB review a protocol involving an in-vitro diagnostic device which has an IDE# via expedited review? 
3. consumer preference testing, testing of a modification, or testing of a combination of devices if the device(s) are legally marketed device(s) [that is, the devices have an approved PMA, cleared Premarket Notification 510(k), or are exempt from 510(k)] AND if the testing is not for the purpose of determining safety or effectiveness and does not put subjects at risk; 

4. a device intended solely for veterinary use; 

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

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

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

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

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

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

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

Depending upon the nature of the investigation, those studies which are exempt from the requirements of the IDE regulation may or may not be exempt from the requirements for IRB review and approval under Part 56 and the requirements for obtaining informed consent under Part 50. For guidance regarding the applicability of these regulations with respect to investigations being conducted under the provisions of §812.2(c), contact the IDE Staff at (301) 594-1190.

Who Must Apply for an IDE 

The sponsor of the clinical trial is responsible for submitting the IDE application to FDA (§812.40) and obtaining Institutional Review Board (IRB) approval before the study can begin. Foreign companies wanting to conduct a clinical study in the U.S. MUST have a U.S. sponsor (§812.18). Under certain circumstances, the clinical investigator may wish to submit an IDE and would, therefore, also act as the sponsor of the study.

Are computer programs considered a device? 

Computer programs may be medical devices – it depends on the specific program and exactly what it does. A determination for whether or not a product is a medical device can be obtained by submitting a 513(g) request for classification. More information can be found at http://www.fda.gov/MedicalDevices/ResourcesforYou/Industry/ucm127147.htm  

If the device is deemed exempt from the device regulations,
Diagnostic Devices:  only IRB approval is required and no Investigational Device Exemption application must be made to the FDA.  In addition, the IRB is not required to make any further determinations related to risk at the time of approval.
Custom Devices:  NO IRB approval is required as this would also not meet the definition of human subject research under 45CFR46. 
Significant Risk Determination (Only required if the study is not exempt from device regulations)
If the device is not exempt from the device regulations, then the IRB must determine if the device is SR/NSR.  If SR then the investigator will be required to submit an IDE application to the FDA and obtain an IDE number.  

Note that the initial determination regarding whether the device is exempt from device regulations or not, is made by the PI/sponsor.  If the study is initiated by the UVa PI, the PI must submit document from the FDA or the School of Medicine Clinical Trials Office with their guidance on the need for an IDE

The binding exempt determination is made by the IRB.  The SR/ NSR determination is always made by the full board.    

Non-Significant Risk (NSR)-IDE application to the FDA is NOT required

A study of a device that does not meet the definition for a significant risk study. 

Significant Risk (SR)-   IDE application to the FDA is required
According to 21CFR812.3(m) a  Significant Risk (SR) device study is one that presents a potential for serious risk to the health, safety, or welfare of a subject and 

· is intended as an implant; or  

· is used in supporting or sustaining human life; or  

· is for use of substantial importance in diagnosing, curing, mitigating or treating disease, or otherwise prevents impairment of human health; or 

· otherwise presents a potential for serious risk to the health, safety, or welfare of a subject.*  

* Tips for determining if the device otherwise presents a potential for serious risk to the health, safety or welfare of a subject

·  If the participant must undergo a procedure as part of the investigational study, e.g., a surgical procedure to implant the device, the IRB-HSR must consider the potential harm that could be caused by the procedure in addition to the potential harm caused by the device.
· Determine the Class of the device.  If not sure see FDA Device Advice for additional help in making this determination 

· If the device is a Class I device it is generally NSR.

· If the device is a Class III device it is generally SR.

· If the device is a Class II device- the following additional information must be taken into account:

· Evaluate the safety profile from previous use of the device:  animal studies or previous human use.

· Evaluate the safety profile of any similar device that might be on the market

· Evaluate the risk to the subject if the device fails

· Review the SOMCTO recommendations or Contact the FDA for advice.  
If Significant Risk-Type of FDA Approval Required

A significant risk investigational device must have FDA approval for use (e.g. must have an IDE#) .  The FDA uses specific terminology for different types of studies.  The IRB-HSR has individual procedures for each of these types of studies.  For additional information see the AG as listed below: 

	Type of FDA Approval
	IRB-HSR AG# 

	Emergency Use
	3-11

	Compassionate Use
	3-26

	Treatment Use
	3-12

	Continued Access
	3-25

	Traditional IDE Study
	3-3

	Humanitarian Use Device (HUD) 

* also called Humanitarian Device Exemption (HDE) 
	3-17


A summary of the different types of approvals may be found on the following table taken directly from the FDA website at http://www.fda.gov/cdrh/ode/idepolcy.html
	Expanded Access Mechanism 
	Regulatory Authority
	Criteria for Use 
	When Can It Be Used?
	Number of Patients to be Treated 
	FDA Approval Needed?
	How is FDA Approval Obtained? 
	Patient Protection Measures


	Emergency Use
	"Guidance for the Emergency Use of Unapproved Medical Devices"

50 FR 42866
21 CFR 812.35(a) 
	1. Life-threatening
condition; 
2. No alternative;
and
3. No time to obtain
FDA approval. 
	Before or after initiation of clinical trial 
	Limited to few patients 
	No; submit report to FDA following device use 
	Not applicable
	1. Independent
assessment by
uninvolved doctor;
2. IRB chairperson's
concurrence;
3. Institutional
clearance; and (at UVa- Material Support Services)
4. Informed consent 


	Expanded Access Mechanism 
	Regulatory Authority
	Criteria for Use 
	When Can It Be Used?
	Number of Patients to be Treated 
	FDA Approval Needed?
	How is FDA Approval Obtained? 
	Patient Protection Measures

	Humanitarian Use Device ( HUD or HDE)
	21CFR814 Subpart H
	Device that is intended to benefit patients that affects less than 4000 individuals in the US per year.   
(Like the equivalent of an orphan drug)
	No clinical trial will ever be done
	Unlimited
	YES- HDE devices are NOT considered investigational-however sponsor must have HDE approval from FDA.
	Via HDE application to FDA
	Full board must approval initial submission, however continuations may be expedited. 
PI must designate # of subjects that will receive the device and submit a statement to the IRB that the device will only be used according to the indications approved under the HDE. .
No protocol , consent or IA is required


	Expanded Access Mechanism 
	Regulatory Authority
	Criteria for Use 
	When Can It Be Used?
	Number of Patients to be Treated 
	FDA Approval Needed?
	How is FDA Approval Obtained? 
	Patient Protection Measures

	Compassionate Use
	21 CFR 812.35(a) 
	1. Serious disease
or condition and
2. No alternative. 
	During clinical trial 
	Individual patient or small groups of patients 
	Yes
	IDE supplement with:
1. Explanation of
circumstances
constituting need for
the device;
2. Reasons alternatives not
acceptable;
3. Deviations from
protocol, if any; and
4. Patient protection
measures. 

	1. Independent
assessment by
uninvolved doctor;
2. IRB chairperson's
concurrence;
3. Institutional
clearance( at UVa- Material Support Services); and
4. Informed consent. 


	Expanded Access Mechanism 
	Regulatory Authority
	Criteria for Use 
	When Can It Be Used?
	Number of Patients to be Treated 
	FDA Approval Needed?
	How is FDA Approval Obtained? 
	Patient Protection Measures

	Treatment IDE
	21 CFR 812.36 
	1. Life-threatening
or serious
disease;
2. No alternative;
3. Controlled
clinical trial; and
4. Sponsor pursuing
marketing
approval. 
	During clinical trial 
	Wide access; depends on patient/physician need 
	Yes
	Trt IDE supplement with:
1. Intended Use, protocol,
and patient selection
criteria;
2. Rationale for trt use
3. Methods used to
evaluate device use and
minimize risks;
4. Monitoring plan;
5. Summary of S&E data
6. Instructions for use and
device labeling;
7. Commitment to
patient protection;
8. Investigator agreement; and
9. Price, if will be sold. 

	1. IRB approval and
2. Informed consent. 


	Expanded Access Mechanism 
	Regulatory Authority
	Criteria for Use 
	When Can It Be Used?
	Number of Patients to be Treated 
	FDA Approval Needed?
	How is FDA Approval Obtained? 
	Patient Protection Measures

	Continued Access
	"Continued Access to Investigational Devices During PMA Preparation and Review"

ODE Blue Book IDE Memorandum #D96-1 
	1. Public health
need; or 
2. Preliminary
evidence that
device will be
effective and 
no significant
safety concerns. 
	After completion of clinical trial
	Same rate of enrollment as study 
	Yes
	IDE supplement with:
1. Justification for
extended study;
2. Summary of S & E
data and risks posed by
the device;
3. Proposed enrollment
rate;
4. Clinical protocol; and
5. Progress towards
marketing approval. 
	1. IRB approval and
2. Informed consent. 


‡As a matter of practice, FDA has expanded the criteria of "life-threatening condition" to include serious conditions such as sight-threatening and limb-threatening conditions as well as other situations involving risk of irreversible morbidity.

For questions or further information regarding the above table, contact the IDE Staff at (301) 594-1190
The table above except those portions in italics are directly from FDA Guidance http://www.fda.gov/cdrh/ode/idepolcy.html
PROCEDURE:

PI:

1. Make the initial determination about whether or not the study is exempt from device regulations.
2. If not exempt- make the initial determination regarding significant/ non-significant risk.
3. Obtain information from Sponsor to determine type of FDA approval obtained.  Provide this information to the IRB with the application.  The FDA grants approvals using the regulatory terms Traditional IDE study, Emergency Use, , Compassionate Use, Treatment Use, Humanitarian Device Exemption, Continued Access.
4. If this study is UVa PI initiated and must be reviewed by the full board review, the PI must provide the IRB guidance on the need for an IDE from the FDA or the School of Medicine Clinical Trials Office.

5. Submit any information about the device, or documentation of discussion with either the FDA or the School of Medicine Clinical Trials office to the IRB with the protocol application.

IRB-HSR Review and approval:
For protocols using expedited review:
1. In the case of a study that is submitted under the expedited review criteria, the determination about whether a device is exempt from device regulations will be made by the IRB-HSR chair or vice chair with input from the School of Medicine Clinical Trials Office.  
2. If they determine the device is not exempt, the SR/ NSR determination must be made by the full board.   In IRB Online, enter the protocol and click on Events.  Enter a new event of Receipt- Device Risk Determination (SR vs NSR) and set the next available full board agenda.  In the comment field enter the following statement:  Full IRB to determine if device is SR or NSR for the (Insert name of device).  Copy and enter the comments in the Receipt of New Protocol Event. 

3.  .Place the electronic version of protocol, consent, protocol cover sheet and any additional information regarding the device in the Agenda files.  
4. In making these determinations, the primary reviewer should review information such as reports of prior investigations conducted with the device, the proposed investigational plan, a description of participant selection criteria, monitoring procedures, as well as any other information that the reviewer deems necessary to make his/her decision. The reviewer may also ask the PI/sponsor if other IRB’s, the SOM CTO or the FDA have reviewed the proposed study and what determination was made.  The reviewer, with the IRB-HSR Chair or Vice Chair may also consult with the FDA for its opinion. 

5. A primary reviewer will review the documents and complete the SR/ NSR Determination Checklist found in Appendix A.  
6. Following the meeting, enter the meeting page and locate the protocol.  Click on “details”,.  Under Minutes choose “approved”  and enter the vote count.  Under Follow up Meeting Event choose “Approval- Device Risk Determination”, Review Type _ “Full Committee”  If the device was determined to be NSR enter the following stement in the Comment field :  The full board determined the (insert name of device)  as used in this protocol to meet the criteria of non- significant risk.
7. The decision of the board will be reflected in the minutes.
8. If the device is determined to be NSR, the protocol may be reviewed in an expedited manner.  Enter the following statement in the Protocol Approval Comment Field “The full board determined the (insert name of device) as used in this protocol to meet the criteria of a non-significant risk.  No IDE application required.  
9. If the device is determined to be SR, the full protocol must be reviewed by the full board.  
10. When reviewing the protocol, the chair, vice chair or a designee who is an experienced member of the board, should determine if the protocol meets the expedited criteria for review under Category # 1.  If it does, a comment will be made in the approval form relaying that the device met the criteria of exemption or non-significant risk.  This information will also be entered in the IRB-HSR Database.  If this is a modification adding a device and the IRB Chair, vice Chair or designated member determines that the study may no longer be expedited under Category # 1, the status of the protocol must be changed to full board.  The modification would also need to be reviewed by the full board. 

11. Following the IRB meeting, click on Meeting, (choosing the correct day of the meeting on which the determination was made) .  Enter the Minutes Results as APPROVED.  Under Approval Meeting Event enter review type as Full Committee.  In the comment write either:

a. The IRB-HSR full board determined the (insert name of device) to be Non-significant Risk. Or

b. The IRB-HSR full board determined the (insert name of device) to be Significant Risk. An IDE from the FDA will be required prior to this protocol being opened to enrollment.  

12. Document the decision in IRB Online/ Regulatory Page.   ( check SR or NSR Device) 

13.  PI will receive documentation of the SR/ NSR determination in the Assurance Form. Investigational Device should also be checked.  
For protocols requiring full board review 

1. The Primary Reviewer will designate on the Protocol Review Checklist if they feel the device is exempt or not exempt from the device regulations. 
2.  If the device is deemed “Non- exempt”, the primary reviewer will then decide if the device is SR or NSR
3. In making these determinations, the primary reviewer should review information in the protocol such as reports of prior investigations conducted with the device, the proposed investigational plan, a description of participant selection criteria, monitoring procedures, as well as any other information that the reviewer deems necessary to make his/her decision. The reviewer may also ask the PI/sponsor if other IRB’s, the SOM CTO or the FDA have reviewed the proposed study and what determination was made.  The reviewer, with the IRB-HSR Chair or Vice Chair may also consult with the FDA for its opinion. 

4. The primary reviewer will present this information to the Full IRB-HSR.  Following review of the protocol, the decision by the Full Board will be documented in the minutes. 

Following Determination

1. If the device is determined to be SR, the IRB will require an IDE # before allowing enrollment.  
2. If the FDA determines that the device is SR, an Investigational Device Exemption (IDE) must be obtained before the study may be allowed to begin enrollment. 
3. If the device is determined to be NSR, the study may begin following approval by the IRB-HSR.  No approval from the FDA is required. 

DOCUMENTATION:

Documentation will take place on the Scientific Reviewer’s Checklist or the Device Risk Assessment Form, on the Assurance Form and in the Minutes of the meeting.
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Guidance on IDE Policies and Procedures
http://www.fda.gov/cdrh/ode/idepolcy.html
http://www.fda.gov/cdrh/ode/idepolcy.pdf
"Continued Access to Investigational Devices During PMA Preparation and Review," Blue Book Memorandum, D96-1
http://www.fda.gov/cdrh/d961.html
IRB Information Sheets: Emergency Use of Unapproved Medical Devices
http://www.fda.gov/oc/ohrt/irbs/devices.html#emergency
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Appendix A:

University of Virginia IRB for Health Sciences Research

Device Risk Assessment 
IRB-HSR Study #:      

Reviewer:      
Principal Investigator:      
Date of Meeting:      
______________________________________________________________________
Background:

The Food and Drug Administration (FDA) defines a medical device as any instrument, apparatus, or other article that is used to prevent, diagnose, mitigate, or treat a disease or to affect the structure or function of the body, with the exception of drugs. This means that the FDA classifies common hospital products such as catheters, thermometers, patient restraints and syringes as medical devices.

Exemption Criteria Check one of the following two options. 

 FORMCHECKBOX 
 Not Exempt:  see Significant Risk Criteria below
 FORMCHECKBOX 
 Exempt: Check item below to document why device is exempt from IDE regulations
 FORMCHECKBOX 
 a legally marketed device when used in accordance with its labeling 
 FORMCHECKBOX 
 a diagnostic device if it complies with the labeling requirements in §809.10(c) and if the testing: 

· is noninvasive; 

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

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

· is not used as a diagnostic procedure without confirmation by another medically established diagnostic product or procedure; 
Additional guidance for an in vitro diagnostic device studies can be found in "Regulating In Vitro Diagnostic Device (IVD) Studies." http://www.fda.gov/cdrh/comp/ivdreg.html
 FORMCHECKBOX 
consumer preference testing, testing of a modification, or testing of a combination of devices if the device(s) are legally marketed device(s) [that is, the devices have an approved PMA, cleared Premarket Notification 510(k), or are exempt from 510(k)] AND if the testing is not for the purpose of determining safety or effectiveness and does not put subjects at risk; 
 FORMCHECKBOX 
 a device intended solely for veterinary use; 
 FORMCHECKBOX 
 a device shipped solely for research with laboratory animals and contains the labeling "CAUTION – Device for investigational use in laboratory animals or other tests that do not involve human subjects." 
 FORMCHECKBOX 
 a custom device

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

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

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

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

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

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

Significant Risk Criteria

 FORMCHECKBOX 
NA- None of the following criteria apply.

According to 21CFR812.3(m) a  Significant Risk (SR) device study is one that presents a potential for serious risk to the health, safety, or welfare of a subject and 

 FORMCHECKBOX 
 is intended as an implant; or  

 FORMCHECKBOX 
 is used in supporting or sustaining human life; or  

 FORMCHECKBOX 
 is for use of substantial importance in diagnosing, curing, mitigating or treating disease, or otherwise prevents impairment of human health; or 

 FORMCHECKBOX 
 otherwise presents a potential for serious risk to the health, safety, or welfare of a subject*.  

* Tips for determining if the device otherwise presents a potential for serious risk to the health, safety or welfare of a subject
If the participant must undergo a procedure as part of the investigational study, e.g., a surgical procedure to implant the device, the IRB-HSR must consider the potential harm that could be caused by the procedure in addition to the potential harm caused by the device.
Determine the Class of the device.  If not sure see FDA Device Advice for additional help in making this determination 

· If the device is a Class I device it is generally NSR.

· If the device is a Class III device it is generally SR.

· If the device is a Class II device- the following additional information must be taken into account:

Evaluate the safety profile from previous use of the device:  animal studies or previous human use.

Evaluate the safety profile of any similar device that might be on the market

Evaluate the risk to the subject if the device fails or must be removed
Review the SOM CTO recommendations or Contact the FDA for advice.  
SR/ NSR Determination



 FORMCHECKBOX 
  Significant Risk:  if SR- requires IDE from FDA. 

 FORMCHECKBOX 
  Non-significant Risk
_____________________________________________

____________
Signed (Scientific Reviewer)





Date
01-12-12
