SPECIMEN OR DATA REPOSITORY PROCEDURES AT UI

Purpose for Establishing a Repository

· to provide the UI IRB with more detailed information regarding specimen acquisition, storage, and distribution

· to give the “collector investigator” authority and responsibility for distributing specimens or data from the repository to “recipient investigators” who are not member of the “collection” research team (provided certain pre-determined guidelines are met)
· to minimize the burden on “recipient investigators” (those individuals with whom the PI intends to share the specimens or data)

Features of a Formalized Repository

· Repository PI (“collector”) obtains IRB approval for establishing and maintaining the repository. See Page 5-6 for what to include in your IRB application.
· Repository PI determines the conditions under which s/he will share specimens or data from the repository with Recipient Investigators and develops a “Usage Agreement” that describes those conditions. See Page 2-3 for a sample usage agreement. 

· Repository PI is responsible for maintaining a copy of the signed Usage Agreements

· If  Recipient Investigator agrees to those conditions, the Repository PI and Recipient Investigator both sign the Usage Agreement. Then the Recipient Investigator does NOT need IRB approval (the Repository PI may provide the specimens or data based on the signed Usage Agreement alone) unless any of the following are true:

1. If the Recipient Investigator wants to use the specimens or data in a manner that goes beyond what is described in the Usage Agreement (e.g., get subject identifiers so that additional data items can be obtained from medical records), the Recipient Investigator must submit an IRB application for review and approval.  The IRB application should specifically describe why the Recipient Investigator cannot do his/her study without going beyond the terms of use in the Usage Agreement.
2. If the project of the Recipient Investigator falls under FDA regulations, then the Recipient Investigator must submit an IRB application for review and approval. FDA does not recognize de-identification and does not permit waiver of consent.
3. If the Recipient Investigator is being funded by a funding source that requires evidence of an IRB determination (e.g., NIH) and the project does not fall under FDA regulations, the Recipient Investigator should send an e-mail to irb@uiowa.edu. The e-mail should include: a description of the proposed project including a request to be a recipient investigator, a copy of the funding agency grant, a request from the funding source for an IRB determination, identification of the established specimen/data repository to be used, and a copy of the signed Usage Agreement so that the IRB knows that the terms of the Usage Agreement will be followed.  Based on guidance issued by OHRP on August 10, 2004 entitled “Guidance on Research Involving Coded Private Information or Biological Specimens,” the IRB can make a determination that the project is not human subjects research and will provide the recipient PI with a memo that outlines this determination.
SAMPLE USAGE AGREEMENT

[NAME OF REPOSITORY]

UI IRB # for Repository

USAGE AGREEMENT

The recipient acknowledges that the conditions for use of this research material are governed by the University of Iowa Institutional Review Board (IRB) in accordance with Department of Health and Human Services regulations at 45 CFR 46.  The recipient agrees to comply fully with all such conditions and to report promptly to the [NAME OF REPOSITORY] Principal Investigator any proposed changes in the recipient’s research project and any unanticipated problems involving risks to subjects or others.  The recipient remains subject to applicable State or local laws or regulations and University of Iowa policies that provide additional protections for human subjects.

The research material provided to the recipient may be utilized only in accordance with the conditions stipulated in this Usage Agreement, as approved by the UI IRB, as follows:

· The recipient will receive no information that could identify the subject.

· If the recipient requests identifying information, the personnel of the [NAME OF REPOSITORY] will not provide it.

· The recipient may not contact individuals who are collecting the material to obtain any identifying information.

· All material is identified by a code number that is assigned by the [NAME OF REPOSITORY] for tracking purposes.

· Subject information will be kept confidential … (describe specifics, e.g., “in a locked file that can be accessed only by [name of repository personnal” or “in password-protected computer files in a secure, non-public area and can only be accessed by [name of repository] personnel”).

· In addition to the research material itself, at the recipient’s request, the [NAME OF REPOSITORY] may provide the recipient with the following information about the subject/material:


List specific variables that the Repository PI would be willing to share with recipients, e.g., sex, age, race, weight, diagnosis, etc.

SAMPLE USAGE AGREEMENT, page 2


Any use of this material beyond the terms of this agreement requires prior review and approval by the University of Iowa IRB and, where appropriate, by an IRB at the recipient site, which must be convened under an application Office of Human Research Protections approved Federalwide Assurance.

If the recipient’s use of this material is within the above guidelines and conditions, University of Iowa IRB review of the recipient’s research project is not required.
__________________________________________

__________________

[NAME], Principal Investigator




Date

[NAME OF REPOSITORY]

__________________________________________

__________________
Recipient Investigator






Date

Recipient Investigator’s Project Title:

________________________________________________________________________

________________________________________________________________________


SAMPLE CONFIDENTIALITY AGREEMENT FOR BIOLOGIC SPECIMENS
(see #8 of OHRP Guidance Document – Page 8 of this document )

[This document is used when investigators at non-UI institutions are collecting specimens, with Informed Consent from subjects, and sending those specimens to a specimen repository located at the UI.  The non-UI investigator is the “collector-investigator” and the UI investigator is the “recipient-investigator”.  This text should be placed on UI/UIHC letterhead.]

CONFIDENTIALITY AGREEMENT FOR BIOLOGIC SPECIMENS
I, the collector-investigator, affirm that I will not provide the University of Iowa recipient-investigator access to the identities of the donor-subjects or to information through which the identities of the donor-subjects could readily be ascertained.

A copy of my IRB-approved Informed Consent Document for the collection of these specimens is attached.  

UI Recipient-Investigator’s Name:
__________________________________________

Collector-Investigator’s Name:
__________________________________________

Collector-Investigator’s Institution:
__________________________________________

Institution’s Federalwide Assurance Number:
________________________

Collector-Investigator’s Signature:
__________________________________________

Date:




__________________________________________

UI Human Specimen Repository HawkIRB Application Guidance
Your HawkIRB application should include answers to ALL of the following questions.

Specimen and Data Collection Procedures

· Which sites (hospitals, clinics, etc.) are collecting the specimens and associated data?
· How will cases be identified?

· What subject population is the source of the specimens? 
· Are the subjects those with rare diseases or are there characteristics of individuals or groups that would allow ready identification?

· What specimens will be collected?

· How will specimens be collected?

· What subject data (e.g., demographic, medical history, current diagnosis, etc.) will be collected with the specimen?

· How will those data be collected? Who will collect it?

· For specimens collected in the course of routine medical care, what procedures are in place to ensure that adequate material is available for patient care and that patient care will not be compromised as a result of specimen banking and distribution?

Informed Consent

· Will written consent be obtained?

· What is the process for obtaining consent?

· What consent form will be used? 

· What procedures are in place for ensuring that the consent is appropriate for studies using the specimens?

· What is the procedure for subjects to withdraw their consent?

· What happens to a subject’s specimen if the subject withdraws consent?

· If consent is not obtained, how is a waiver of consent justified?  This should be based on the waiver criteria as stipulated in 45CFR46.116(d), as follows:

a. Is the research no more than minimal risk – is the probability and magnitude of risk in the specimen research no more than is ordinarily encountered in daily life?

b. Does not obtaining consent for research banking of specimens adversely affect the subject’s rights or welfare?

c. Why is it not possible to obtain informed consent of the subject?

d. Would subjects be provided with information that their specimen was placed in the tissue bank after it is banked?  If no, why not?

Specimen and Data Storage

· Are specimens and associated data linked in any way to subject identity? (e.g., can anyone trace the identity of the subject, including repository personnel?)

· Who will have access to subject identities?  (by position and/or names)

· If specimens are de-linked from subject identities, explain the procedure by which this is done. (e.g, when is the de-linking performed, what entity performs the de-linking, what identifying information is removed, and how?)

· How will specimens stored by the respository be labeled? (For example, a unique identifier assigned by the specimen repository.  Give specific example of the labeling or tracking system to be used.)

· State the physical location of the repository (room/building).

· How will specimens and associated data be stored?  Describe the procedures for secure storage of specimens and associated data.

· How long will specimens and data be stored?

Specimen Derivation and Processing

· Will permanent cell lines be established?

· Will DNA be extracted from the specimens?

Specimen and Data Distribution

· What types of associated data will be provided with the specimen?

· How will the secondary distribution of specimens be controlled? (For example, is there a policy that forbids investigators from transferring specimens to third parties?)

· Will specimens be made available to commercial organizations? 
If so, what are the conditions for access by the commercial organizations? 
What, if any, restrictions will be placed on use by commercial organizations?  Will specimens be made available to develop commercial products? 
What, if any, agreements will the organizations be required to sign?

Protection of Subject Autonomy, Privacy, and Confidentiality

· What polices and procedures are in place to protect confidentiality? (e.g., employee confidentiality agreements, encryption techniques, Certificates of Confidentiality, “honest broker”)

· Does repository policy forbid sending personal individual identifiers (e.g. medical record number, social security number, name, date of birth, etc.) to repository users? 
Under what circumstances, if any, will identifiers be provided with the specimen?

· Are investigators asked to sign agreements that they will abide by the human subjects regulations and/or agree to not attempt to try to identify the subject from whom the specimen was obtained?

· What mechanisms are in place to assure that future uses of subject specimens are consistent with the informed consent obtained at the time the specimen was collected? 
Does the repository require documentation of IRB approval of specific research projects before distributing specimens to researchers?

Anticipated Research Using the Specimens and Return of Research Results

· What are the types of studies for which specimens may be used? The IRB’s will need to consider whether the consent obtained is appropriate based on the anticipated types of research to be performed using repository specimens and associated data.

· What is the repository’s policy concerning the return of individual research results to subjects? (Be explicit about the processes proposed to evaluate the risks and benefits associated with the return of the individual research results to subjects.)
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OFFICE FOR PROTECTION FROM RESEARCH RISKS
Issues to Consider in the Research Use of Stored Data or Tissues
November 7, 1997

· Human Tissue Repositories collect, store, and distribute human tissue materials for research purposes. Repository activities involve three components: (i) the collectors of tissue samples; (ii) the repository storage and data management center; and (iii) the recipient investigators.

· If supported by the Department of Health and Human Services (HHS), each component must satisfy certain regulatory requirements.
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· Operation of the Repository and its data management center should be subject to oversight by an Institutional Review Board (IRB). The IRB should review and approve a protocol specifying the conditions under which data and specimens may be accepted and shared, and ensuring adequate provisions to protect the privacy of subjects and maintain the confidentiality of data. The IRB should also review and approve a sample collection protocol and informed consent document for distribution to tissue collectors and their local IRBs. A Certificate of Confidentiality should be obtained to protect confidentiality of repository specimens and data. 

	OPRR offers the following guidance concerning operation of human cell repositories under Department of Health and Human Services (HHS) regulations for the protection of human subjects (45 CFR 46). The guidance assumes that repository activities include nonexempt humansubjects research as defined under HHS regulations..

	(1)
	The operation of any HHS-supported human cell repository and its data management center should be subject to oversight by an Institutional Review Board (IRB) convened under an applicable OPRR-approved Assurance of Compliance. This IRB should set the conditions under which data and specimens may be accepted and shared. OPRR strongly recommends that one such condition stipulate that recipient-investigators not be provided access to the identities of donor-subjects or to information through which the identities of donor-subjects may readily be ascertained.

	(2)
	Collection of data and specimens should be subject to oversight by local IRBs convened under applicable OPRR-approved Assurances

	(3)
	Written informed consent should be obtained from each donor-subject in accordance with HHS regulations at 45 CFR 46.116. Included among the basic elements of informed consent should be a clear description of (i) the operation of the cell repository; (ii) the specific types of research to be conducted; (iii) the conditions under which data and specimens will be released to recipient-investigators; and (iv) procedures for protecting the privacy of subjects and maintaining the confidentiality of data.


	(4)
	Informed consent information describing the nature and purposes of the research should be as specific as possible.

	(5)
	Where human genetic research is anticipated, informed consent information should include information about the consequences of DNA typing (e.g., regarding possible paternity determinations).

	(6)
	Informed consent documents may not include any exculpatory language through which subjects are made to waive or appear to waive any legal rights.

	(7)
	OPRR recommends that the cell repository develop a sample collection protocol and informed consent document for distribution to collector-investigators and their local IRBs.

	(8)
	A written submittal agreement for collector-investigators should require written informed consent of the donor-subjects utilizing an informed consent document approved by the local IRB. It should also contain an acknowledgment that collector-investigators are prohibited from providing recipient-investigators with access to the identities of donor-subjects or to information through which the identities of donor-subjects may readily be ascertained.

	(9)
	A written usage agreement for recipient-investigators should include the following:

	 
	"Recipient acknowledges that the conditions for use of this research material are governed by the cell repository Institutional Review Board (IRB) in accordance with Department of Health and Human Services regulations at 45 CFR 46. Recipient agrees to comply fully with all such conditions and to report promptly to the cell repository any proposed changes in the research project and any unanticipated problems involving risks to subjects or others. Recipient remains subject to applicable State or local laws or regulations and institutional policies which provide additional protections for human subjects.

	 
	This research material may only be utilized in accordance with the conditions stipulated by the cell repository IRB. Any additional use of this material requires prior review and approval by the cell repository IRB and, where appropriate, by an IRB at the recipient site, which must be convened under an applicable OPRR-approved Assurance."

	(10)
	OPRR recommends that a Certificate of Confidentiality be obtained to protect confidentiality of human cell repository specimens and data.
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