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I.     Before you begin – What you should know

II.    When you begin – What you should do
III.   Your submission is sent to FDA - What happens next?
IV.    Resources

Attached:
Investigational New Drug Applications: Original IND and Maintaining the IND 

(blue page)

Investigational Device Exemptions: Original IDE and Maintaining the IDE 

(pink page)

I. Before you begin – What you should know
1. When don’t I need an IND or IDE? Applicability and Exemptions (312.2, 812.2)

	IND

When the study:
	IDE

When the device is:

	· Is not intended to support a new indication or significant change in labeling

· Would not change advertising for the product

· Does not include a change in the route of administration, dosage level, or patient population that would increase the risk of the product
	· Deemed to be ‘non-significant’ by the IRB 

· Grandfathered (in use before May 28, 1976) 

· Substantially equivalent to a grandfathered device (e.g. Electronic Thermometer)
· A noninvasive diagnostic (e.g. simple venipuncture)
· A custom device

**If the IRB determines that the off label use of an approved device in a given study meets the definition of a significant risk device, then an IDE submission to the FDA is required. 


2. Clarifying your role

· Investigator – individual who actually conducts a clinical investigation

· Sponsor – person who takes responsibility for and initiates a clinical investigation (Pharmaceutical or Device company, Individual)

· Sponsor-Investigator – Individual who both initiates and conducts an investigation 

3. Investigational applications (IND/IDE) are per product in a defined indication and population. 

	FDA vs. IRB

IRB applications are per protocol. 

An IND or IDE may have one, two, or many protocols being conducted under it


4. The 30 – Day Phenomenon  

The IND/IDE or any amendments made to the IND/IDE go into effect 30 days after the FDA has received the application, unless FDA notifies the sponsor that the investigation is subject to a clinical hold. (312.40(b)(1), 812.30(a)(1))
	FDA vs. IRB

You may or may not receive an ‘approval’ from the FDA. In essence, no news is good news. You will always receive an approval from the IRB to conduct a protocol or make changes to an existing protocol.  


II. When you Begin – What you Should Do 
1. Number of copies: Submit the original and two copies to the FDA; file a copy for yourself in your Regulatory Binder

2. Where does it go?
· Initial Submissions:

	IND

Food and Drug Administration
Center for Drug Evaluation and Research
Central Document Room
5901-B Ammendale Rd.
Beltsville, Md. 20705-1266
	IDE

Center for Devices and Radiological Health

Document Mail Center (HFZ – 401)

Food and Drug Administration

9200 Corporate Blvd

Rockville, MD 20850


· Subsequent Submissions: 

Send all subsequent submissions to your Project Manager using the address given on the IND/IDE ‘Letter of Acknowledgement’
3. Identify the submission on the outside wrapper

e.g. Application for an Investigational Device Exemption (IDE Application), IND Safety Report, 2007 Annual Report

4. Summarize the submission

· IND: Each submission should include an FDA Form 1571 and a cover letter that briefly describes the submission

· IDE: Each submission should include a cover letter that briefly describes the submission

5. Numbering of IND submissions 

· Form FDA 1571:  The initial IND submitted is numbered 000; each subsequent submission should be numbered chronologically in sequence.
6. Amendments should be submitted as necessary, but not more than every 30 days.
III. Your Submission is Mailed to FDA – What Happens Next?
1. Applications received in Central Document Room are assigned to a Center and Project Manager

2. You will receive a ‘Letter of Acknowledgement’ with IND/IDE #, date of receipt, Project Manager contact information. The 30 day clock is ticking!
3. A group of experts will review your submission 

4. The reviewers will comment and/or request changes to your proposal. 

OR

You will receive a letter of ‘No Objections’ and may begin your study

OR

You will not receive any communication from FDA. After 30 days, you may begin the study.


IV. Resources

· Code of Federal Regulations: http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm; Enter 312 (Investigational drug) or 812 (Investigational device) in field titled “Title 21 Part.Section”  

· Information for Sponsor-Investigators Submitting Investigational New Drug Applications, Instructions for Forms 1571/1572: http://www.fda.gov/cder/forms/1571-1572-help.html 

· FDA’s Electronic Forms page: http://www.fda.gov/opacom/morechoices/fdaforms/fdaforms.html 

· Device Advice http://www.fda.gov/cdrh/devadvice/ide/faq.shtml, Suggested Original IDE Application Administrative Checklist)

· QI Program, FDA Sponsor and Investigator Responsibility Checklist: http://www.partners.org/phsqi/QIWeb/files/IND.IDEchecklist5.1.06.doc 

FDA Communication Log

	Date
	Time
	Communication Type

(Amendment, IND Safety Report, letter, phone, email)
	Site Representative
	FDA Representative
	Reason for Communication

	3/1/07
	1:30 PM
	Facsimile from FDA
	Dr. Will Cope (IND holder, PI)
	Violet Fairbanks, Project Manager
	FDA has requested several changes to the submitted protocol SAFEDRUG including changes to: exclusion criteria, study drop points, and safety monitoring 

	3/2/07
	9:00 AM
	Phone call to FDA
	Dr. Will Cope
	Violet Fairbanks, Project Manager
	Dr. Cope called Ms. Fairbanks to clarify the Reviewers’ recommendations for study drop points

	4/5/07
	4:30 PM
	Telephone Safety Report 
	John Smith (Study Coordinator)
	Violet Fairbanks, Project Manager
	Mr. Smith called Ms. Fairbanks to report the occurrence of a death in study SAFEDRUG

	4/15/07
	9:00 AM
	Protocol Amendment
	Dr. Will Cope
	Violet Fairbanks
	Protocol Amendment #1: Change to Safety Information

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


























QI Tips





The IND or IDE can be filed in chronological order. This allows for the complete history of the IND/IDE in one place (easily understood by a 3rd party)





Create an Excel spreadsheet that documents and tracks every communication with the FDA (see next page for example spreadsheet)














2007 QI Program Spring Series
4

