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E&I Midwest Business Office
14400 East 42nd Street, Suite 240
Independence, MO  64055
Phone (816) 421-0008 
Fax (816) 356-2227 
E&I West Coast Board 
100 Tamal Plaza, Suite 158
Corte Madera, CA  94925
Phone: (415) 485-0717
Fax:  485-0328

Information about In Vitro Studies using “Unidentified” “Waste” Specimens
In an oddity of regulation, the device regulations found in 812.3 define a human subject as a person “on whose specimen” a study is done.  A study with human subjects requires IRB review.
IRB review is governed by 21 CFR Part 56.  Part 56 requires the IRB to assess the informed consent process and documentation.  FDA allows very few waivers of consent and none that apply to use of waste specimens.  Thus, the IRB should require consent from the original (presumably anonymous) donor.
FDA’s guidance of April 25, 2006, recognized that obtaining informed consent from the unidentified donor of a left-over specimen is difficult and that, while consent cannot be waived, they will use their “enforcement discretion” in inspections of device studies regarding the issue of informed consent.  This shifted the burden to the IRB to decide how much discretion to use.
To do its job, the IRB needs sufficient information to determine that the required review elements can be met.  This form should accompany a protocol for the acquisition and use of the specimen.  We do NOT want a laboratory protocol.  
[bookmark: Check3][bookmark: Check4]|_|  Form 04 – Invoice Information	|_| This form, completed, signed, and dated.
MAKE A COPY FOR YOUR STUDY CORRESPONDENCE FILE.
Send to submit@eandireview.com

	The Investigator

	
	Who and where are you?
	What is your role in this project?

	Name (with degrees) 
	     
	     

	Company 
	     
	

	Mailing address 
	     
	

	City, State, Zip 
	     
	What is the intended start date

	Phone 
	     
	     

	Fax 
	     
	

	E-mail 
	     
	

	Attach  |_| your resume and   |_|  a description of the company and/or  its url      

	A.1.  YOUR RESEARCH EXPERIENCE:

	Have you been a Principal Investigator in the last five years? 
	|_| Yes	|_|  No

	Has any IRB disapproved, suspended or terminated any of your studies?
	|_| Yes	|_|  No	|_| N/A

	Has the FDA audited any of your investigations? (Attach the FDA 483 or letter, if any.)
	|_| Yes	|_|  No	|_| N/A

	Did the FDA or a study monitor report any deficiencies? (Please attach explanation)
	|_| Yes	|_|  No	|_| N/A

	Explain any yes response:
	     

	A. 2.  YOUR POSSIBLE CONFLICTS OF INTERESTS - SCREENING:

	Do you have any equity, ownership or patent position with the sponsor or with a competing company?
	|_| Yes	|_|  No

	Do you have any official duties or titles with the sponsor?  Consultancy? Officer? Director?
	[bookmark: Check5]|_| Yes	|_|  No	|_| N/A

	Are you being remunerated for your participation?  If yes, in what form?
	                |_| Non-Monetary?	|_|   Monetary?  	|_|   Salary only
	|_| Yes	|_|  No	|_| N/A

	Explain any yes response and attach our Form 31
	     



	The Study 

	B.1.   IDENTIFICATION

	Study Title
	     

	Sponsor
	     

	Sponsor contact, if not investigator
	     



	The Acquisition Sources

	This MAY require an attachment.  The sources should be described along with known information about its sources.   Attach a Form 83 for each acquisition site.

	
	Who is the responsible person at the source?
	Describe the type of site involved? (e.g. central laboratory, private practice, hospital, bank or repository, etc.)

	Name (with degrees) 
	     
	     

	Title
	     
	

	Company 
	     
	

	Mailing address 
	     
	

	City, State, Zip 
	     
	

	Phone 
	     
	

	Fax 
	     
	

	E-mail 
	     
	

	|_|  Attached is a description of the cooperating site and its url:      



	D.  Is there really a human subject?

	If there is no human subject, stop here.  No IRB review is required.

	1	Is there any direct intervention FOR THE STUDY to obtain the sample?
	|_| Yes  |_| No
	If there are 4 NO responses, there are no human subjects. 

If there is 1 yes, IRB review is necessary. 

	2	Is there any direct interaction FOR THE STUDY to obtain the sample?
	|_| Yes  |_| No
	

	3	Will you receive any code or information that you could use to link to a specific individual?
	|_| Yes  |_| No
	

	4	FDA:  Is an in vitro diagnostic device to be tested using a human specimen?
	|_| Yes  |_| No
	If yes, FDA requires IRB review.



AT THIS POINT YOU HAVE DETERMINED THAT THERE IS “HUMAN SUBJECT RESEARCH”.  IRB REVIEW IS REQUIRED.  THE IRB MUST REVIEW THE USUAL REVIEW CRITERIA AND THE USUAL CONSENT INFORMATION.  

	E.	Review of the Study

	E.1. UNDER 21 CFR PART 56.111, AN IRB MUST MAKE A SERIES OF DETERMINATIONS.  THE FOLLOWING WILL PROVIDE THE INFORMATION NECESSARY TO MAKE THOSE DECISIONS.

	1.  Describe the purpose of this study.  Why is it being done?  What is the probable benefit from a positive outcome?
	     

	2.  Describe the study design.  Are you using the fewest samples to accomplish the goal?
	     

	3.  Describe the procedures:  
· What is being acquired?  Type of specimens, quantity. 
· Your source:  Federal or private repository, colleague, clinical laboratory, pathology.
· Original source: Where did your source get the specimens?  
	     

	4.	Agreements:  Did the business agreement with your source cover ethical acquisition, identifiers, consent, and destruction?  Did you make clear the intended use?
	You may attach the agreement or describe it here:
     

	5.	What are the risks to the original donors?  (Consider emotional or social factors).  
· Is there any possibility of emotional or social risk to the racial/social or ethnic group of the donor?
· Is the intended use foreign to or related to the donor’s condition? 
	     

	6 	Confidentiality and De-Identification Process:
· Was the sample ever identifiable?
· When it left the original provider, what identifiers or code was used?
· When it got to you, what information was available?
· What firewall is there between your source and you?
· Is it possible, if absolutely necessary, to ever get information back to the donor or the donors physician?	
	     

	7  	What criteria are used to select (requisition) samples?  Are there any issues concerning equitable selection or bias?  
	     

	8  	Given the size of the population being studied, is there any chance that a small group of people could be identifiable?
	     

	9.  Are the samples from a population that might be considered vulnerable such as children, employees, or those with decision-making issues?
	     

	10  Was informed consent for research use gained?  Please explain as much as you possibly can (e.g., leftovers from a clinical trial with specific consent).
	     

	11  Was that consent documented?  If possible, please attach either the actual form or the sources’ standard or template copy.  
	     

	E.2.	FDA DISCRETIONARY ENFORCEMENT OF CONSENT GUIDANCE: 

	The last two criteria above are, in these circumstances, almost impossible to meet.  FDA provided leniency in enforcement of the consent requirements to studies meeting the 5 tests below.  Does your secondary use of biological specimens qualify for their consent leniency? If these 5 tests are met, FDA says it may use “enforcement discretion”.  The IRB will need to consider if it can be waived in its entirety or if some tiny part of consent has been or can be obtained.

	1.  Is an In Vitro Diagnostic device being studied?  Is information to be submitted to FDA or held for their inspection being gathered?
	[bookmark: Check1][bookmark: Check2]|_| Yes  |_| No 
	     

	2.  Is the investigational device exempt under 21 CFR 812.2(c)(3)?   It does not introduce energy into a subject and the result will not be used for diagnosis.
	|_| Yes  |_| No
	     

	
	
	

	3. Is this a waste or leftover specimen?  
	From what is it a remnant?  
	For what purpose was it originally taken?  Has that purpose been fulfilled?  
	If this project were not to occur, what would ordinarily happen to the specimen?  
	Is this retrospective or prospective?  (Waste or left-over implies something retrospective.  Is the sample in the bank right now or will it be taken when your study gets under way?)
	|_| Yes  |_| No
	     

	4.	When the first person on the research team receives the specimen, no donor can be individually identified. Correct?   Are there any codes on the specimen or accompanying data?  Does the supplier have written policies and procedures to prevent the release of identifying information?
	|_| Yes  |_| No
	     

	5.  Is the individual doing the study different from those caring for the patient?  Could any information be shared?
	|_| Yes  |_| No
	     



	f.	Informed Consent  (Notice)

	Informed consent is information given to a person and that person’s agreement. You may not know how – or even if – consent was obtained at the acquisition site.   If you don’t know, please answer to the best of your knowledge.  If there was documented consent, a template or example is useful.

	1	At the time of original donation what kind of consent process or document is common?  (e.g., a blood bank has donor cards and placards and advertising. University labs often have generic forms that include consent for future use.)
	     

	2	If there was some sort of consent, might any of it have any consent element ranging from using only the word “research” to using all the elements?  
	     

	3	Was there any offer of a chance to opt out of having the sample used for research?  If yes, how was that tracked? 
	     

	4.	Might there have been a message to the donor that the sample would be used only for the original (clinical or other) purpose?  If yes, is this that purpose or is it outside what was implied or stated?
	     

	Many methods other than a traditional consent form have been used to provide the information needed.  A card or placard in a visible place, a line on a requisition form, or a log initialed by the technician indicating that the information was given.  



	Signatures
	Principal Investigator
	Person who prepared the form

	Signature
	


	

	Printed name
	     
	     

	[bookmark: Text7]Title
	     
	     

	Date
	[bookmark: _GoBack]     
	     





image4.png




image1.jpeg
B Ethical & Independent

Review Services
A Shared Commutment to Ethical Research





image2.png




image3.png





Ethical & Independent Sicogicaspecimens

[Review Services FOA Reguiated Une of Spacimens.

O 0 s s e
1 Vo s e

e feT¥er
e e Bon Do
ok e v 87557 | O v v Ot
s s et ey s P s sy |G v G e Gk

A e R S e s [T T




