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What is human tissue?  Human tissue is defined as any bodily substance once it is removed or expelled from the body. Obvious are organs such as liver, kidney, bowel, skin, etc.  Not so obvious are DNA extracts, plasma, serum, the various components of whole blood, urine, mucous, and saliva.  Tissue use in human subjects research is regulated by federal law; the common rule, FDA regulations and HIPAA.
Tissue Banks:  A cornerstone of translational research and a requirement for the development of personalized medicine is the availability of tissue for study and clinical information about the tissue donor.  Study of tissue for genes, biological pathways, and other biological or disease-related markers and the ability to connect such basic studies with clinical information about a condition or individual will lead to more precise diagnosis and tailored interventions for individual patients. The tissue bank in the Department of Pathology and several departmental tissue banks on campus provide such resources for investigators. Most tissue banks of the past provided tissue from diseased and healthy individuals that were valuable in and of themselves.  However, the ideal tissue bank should contain tissue that is linked to an individual with the ability to update, in perpetuity, information such as diagnosis, pathology and imaging reports, treatment, outcome, and various clinical laboratory results. 
Establishing this sort of tissue bank raises numerous questions that include the following:

· Who owns the tissue? 
· How does one donate tissue? 
· Can tissue be withdrawn by the donor
· Can individuals direct how their tissue is used? 
· How is subject confidentiality ensured?
Ownership of Tissue: The ownership question has been clarified, but not settled, by recent legal precedent which states that tissue once removed from an individual no longer belongs to that individual but to the entity that collected the tissue. However, the issue of what donor tissue can or cannot be used for is still up in the air. 
The interesting case of the Havasupai Indians is one example of how this issue was handled. Briefly, a member of this Arizona tribe discovered that researchers at Arizona State University (ASU) were using blood originally collected from tribe members for diabetes research, for other research that was not initially disclosed in the consent form signed by the tribal members. The tribe sued ASU, and the case was settled out of court with a monetary reward going to the tribe. Of greater importance, ASU formally apologized to the tribe and returned all tissue samples that it could locate. These samples were given formal funeral rites by the tribe.
Because the case was settled out of court, no legal precedent was created, but the settlement does suggest that it is not acceptable for researchers to simply use tissue for any purpose not originally disclosed to subjects without some further effort to inform them and possibly obtain new consent.
We look forward to future guidance and legal precedent to navigate this evolving issue.

 Donation of Tissue:  Donation of tissue can occur via two mechanisms: 1) Patient donation of “surgical excess tissue;” and 2) research subject consent to provide tissue for a specific IRB approved prospective research study.  
Surgical excess tissue is tissue that is not needed for diagnosis and subsequent treatment of the patient. Donation of this tissue for research is covered under TJUH policy 121.19, “Collection, Storage, Use and Distribution of Tissue for Research Purposes.”  Attached to this policy is a standardized TJUH consent form that should be signed by any surgical patient who wishes to donate surgical excess tissue for future research. The consent form should then become part of the permanent patient record and a copy of the signed consent form given to the patient. Policy 121.19 requires that the surgical excess tissue be sent to pathology for diagnostic testing before it can be used for research.
At the discretion of the attending pathologist, tissue that is not required for diagnosis or reasonable follow-up testing can be banked either in the IRB-approved Pathology tissue bank or, at the request of an investigator, in an IRB-approved departmental tissue bank. Tissue to be banked is de-identified by Pathology personnel but is linked to the patient record by an honest broker. The clinical information linked to the tissue is processed only through the honest broker system.  Thus confidentiality is ensured.
The honest broker is an individual who is not involved in the research in any way, has no conflicts of interest regarding the research, and who acts as the gatekeeper between clinical and research activities. The honest broker maintains the linkage codes for research specimens and clinical information and ensures that appropriate software programs have de-identified all clinical information supplied to the researcher. Tissue and the clinical information required for research is processed only through the honest broker. 
Submitting to the IRB:  At Jefferson, IRB approval for obtaining tissue from a tissue bank requires submission of an OHR-15, OHR-16 (if gene research is proposed), OHR-4 if the research requires collection of information about the tissue from existing hospital or other records, and  OHR-3 if collecting PHI, which is health information with identifiers.
TJU/TJUH Policy:  Policy 110.17, “Tissue for Research Purposes: Collection, Storage, Use and Distribution,” has been developed to address the many issues surrounding research on human tissue. Attached to the policy and available on the DHSP forms page is the OHR-22 form “IRB Approval for Collection of Discarded Tissue for Research” which should be completed by the PI and included with the IRB submission.  The approved OHR-22 along with a copy of the IRB approval letter is presented to the “honest broker” in order to obtain the tissue. The form describes the tissues approved by the IRB to be used for research and the names of the Jefferson personnel who are authorized to obtain the tissue.
Prospective collection of tissue for IRB-approved research requires that the research subject sign an IRB-approved consent form specific to the research study.  A copy of the signed research consent form should be placed in the research subject’s patient chart, a copy provided to the research subject and the original kept in the research study file.
Both the IRB-approved consent form for prospective collection of tissue for research and the TJUH consent for donation of surgical excess tissue for research indicate that donation is entirely voluntary and that tissue and health information can be withdrawn from a data or tissue bank by written request from the donor.  

There is no provision in TJUH policy 121.19 or the consent form for banking surgical excess tissue that allows individuals to determine how their tissue will be used for future research. However, research subjects providing tissue for a prospective IRB-approved study may determine future use if such options are included in the consent form.
One important aspect of TJUH policy 121.19 is that banked surgical excess tissue may not be used for commercial purposes, including sale of tissue for commercial gain, unless there is an IRB-approved protocol that includes legitimate scientific aims, and a sponsored research agreement between Jefferson and the commercial entity.
All campus research tissue banks are designed for research purposes only.  Tissue in these banks may not be used for storage of samples for future clinical uses such as re-implantation, stem cell harvest, or for the manufacture of pharmaceuticals such as vaccines. These activities require viability testing, stringent sterility, and storage isolation to prevent contamination from other samples.    
* We are grateful to Doreen Kornrumpf, JD, Associate Counsel, Office of University Counsel and to Peter McCue, MD, Professor, Department of Pathology, Anatomy and Cell Biology for their contributions to this newsletter.
Compliance Corner:
Since the last Newsletter, the following non-compliance issues have occurred and been resolved:
· Performing a commercially-sponsored study without a written research agreement executed by ORA; involvement of a non-Jefferson investigator not listed on protocol and who had not completed IRB training and; use of unstamped consent form.   All sponsored research must have appropriately executed research agreements that describe scope of work and responsibilities of investigators and sponsors.  Unaffiliated investigators are required to complete IRB and HIPAA training and sign an unaffiliated investigator agreement that is available on the DHSP forms page.  Consent forms in use must have the IRB approval date stamp on page 1 and the Office of University Counsel stamp regarding expiration date on the last page.
· Enrollment of children in a study without IRB approval to include children (age 17 or under).  Research regulations for children differ from those governing research on adults. The IRB must review specific requirements for inclusion of children and approve inclusion of children before they can participate in a research study.
· Use of unstamped consent after lapse of study approval.  Studies are approved for one year or less. If continuing review is not received for review prior to the expiration date, IRB approval for the study expires; no new subjects may be enrolled and no research can be conducted until IRB review is completed and the approval letter is issued. 
· Students working on research studies without being formally added as key personnel and without IRB or HIPAA training.  All individuals involved in human subjects research who are not co-investigators but who have “hands on” roles or who see PHI, who are paid by the study or not, and regardless of how closely they are supervised, must be listed as key personnel and must complete IRB and HIPAA training.  It should be noted that the Jefferson definition of key personnel in human research studies differs from the NIH definition of key personnel listed on grant applications.  For NIH grants, key personnel are those individuals who contribute in a significant way (design or execution of research) whose salaries may or may not be paid from grant funds.
Note:  This and past issues of the IRB Newsletter can be accessed from the DHSP webpage - the link is in the box on the right side of the page.
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