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Dr. Greg Downey described three areas where investigators expressed uncertainty over regulatory requirements. 

Repositories (Databases or Specimen Banks for Future Research)

· The purpose of a repository is to collect, store, and distribute human specimens for research purposes. Even an informal specimen collection in a freezer is considered a repository if the specimens are stored with the intent of conducting future research (beyond the scope of a current protocol).

· If the specimens are linked to identifiers, there must be IRB approval for the repository itself. A repository protocol should address maintenance, coding methods, confidentiality, personnel access, distribution, etc. 

· To place specimens in a repository, the consent document must declare a specific purpose for the future research. Dr. Downey offered the example of “studying the role of immunity or genetics in lung diseases” as being sufficiently specific.

· Federal agencies, such as the Office for Human Research Protections (OHRP), consider a repository containing identifiable information (or access to identifiable information) to be a separate research activity involving human subjects. Therefore, the NIH has concluded that there must also be separate HIPAA authorization or Waiver of Authorization. 

· All future research activities on data or specimens from a repository also require IRB review. 

OHRP’s guidance on repositories can be found in: http://www.hhs.gov/ohrp/humansubjects/guidance/reposit.htm.

NIH’s guidance is found in: http://privacyruleandresearch.nih.gov/research_repositories.asp
Recruitment Databases

· If an investigator collects contact and health information about prospective research subjects in a recruitment database, this activity requires separate IRB approval, informed consent, and HIPAA authorization (or waivers of some of those requirements). 

HIPAA Authorization

· Investigators must obtain both informed consent and HIPAA authorization from research subjects.

· If investigators are requesting participation in a main study and separate repository, there must be authorization for the main study and a separate authorization for the repository.

Resolving Potential Problems: Dr. Downey explained that institutional research programs must be proactive in educating investigators about compliance requirements, potential problems, and solutions. The following strategies would be appropriate solutions if problems are detected: 

· Lack of IRB approval for informal specimen banks: 

· Theoretically, specimens could be destroyed, but a better option is to remove identifiers so that the specimens are no longer considered human subjects. Dr. Jim Murphy’s group could provide suggestions for de-identification.

· Investigators could place their specimens into the IRB-approved Biobank for management. Dr. Murphy’s team would assign an ASID code and link to a wealth of data in the Research Database. Investigators could use the Research Database to query diagnoses and lab tests associated with specimens. However, if there were problems with IRB approvals or authorizations for certain specimens, query results for those specimens would not include identifiers. Dr. Murphy added that future specimens placed directly in the Biobank could retain a link to identifiers and investigators could obtain access to identifiers with IRB approval for the specific research study.

· Obtain IRB approval for repository. Current specimens transferred into the repository must be de-identified.

Dr. Downey encouraged investigators to explore the merits of transferring specimens to the Biobank.

· Lack of IRB approval for recruitment databases: Health information must be removed from contact information.


· Lack of HIPAA Authorization: 

· Investigators should obtain authorization from current subjects as quickly as possible. 

· If HIPAA authorization cannot be obtained, the 18 protected health identifiers must be removed or altered in the data set. Investigators could contact Jim Murphy to learn about other strategies for de-identification.

Institutional Efforts toward Prevention

· IRB has been integrating HIPAA (and the Privacy Officer) into IRB reviews. 

· The IRB updated its website and application forms to provide guidance on HIPAA requirements. 

· The IRB is re-instituting educational seminars.

· The IRB will be working with investigators and will visit individual groups as requested.

Dr. Richard Weber, Co-Chairperson of the IRB, spoke after Dr. Downey.

· Dr. Weber emphasized the importance of compliance and shared his role as both an investigator and IRB member.

· Investigators may notice many stipulations at continuing review. Dr. Weber shared that Dr. Downey had asked the IRB to search for potential problems and fix them as quickly as possible. Due to the timing of continuing review cycles, some problems could take nearly a year to identify and correct.

· The IRB takes this responsibility very seriously. We understand that compliance is important but doesn’t have to be painful.

· The IRB wants to be helpful. We are glad to meet with investigator groups. It may be possible to combine labs into large group meetings. We will work this through.

Wendy Charles, Director, Research Regulatory Affairs, introduced the IRB staff, Emily Hoch and Deb Clayton. She also introduced the Clinical Research Quality Assurance Analyst, Dr. Sherri Gabbert, and briefly explained Dr. Gabbert’s role in performing site visits.

Ms. Charles announced upcoming educational presentations available to investigators and staff.

· HIPAA and Research presentation by Steve Leibold. Thursday, September 19, from 11 – noon in Heitler Hall.

· IRB presentation by Deb Clayton. Thursday, December 17, from 11 – noon in Heitler Hall. Both presentations are part of the CRU lecture series.

· The IRB will provide monthly educational sessions in 2010. Deb Clayton has organized an advisory committee of investigators, coordinators, and compliance personnel to select the most pertinent topics.

Ms. Charles opened up the meeting for questions.  The following question and answer topics were discussed during the session. Some of these questions were asked during Dr. Downey’s presentation.

Q:
What should investigators do if offered leftover clinical specimens? Must they create a repository?

A:
Wendy Charles answered this question. Ms. Charles explained that FDA has provided the most guidance on this topic in a guidance document pertaining to leftover clinical specimens used in in vitro diagnostic research. She indicated that there are two basic types of considerations that guide IRB involvement: 1) Intent during collection: whether the specimens were collected and left over from clinical testing or whether the specimens were collected with the intent of research. 2) Identifiability: whether the specimens will contain identifiers that could link them to an individual. She stated that investigators should seek IRB guidance if there is intent for research or if the research team could identify individual sources.

To read the FDA guidance, visit: http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm078384.htm.

For legal and ethical considerations of leftover tissue, review: http://jcp.bmjjournals.com/cgi/reprint/59/4/335.

Q:
Do the HIPAA requirements apply to old specimen banks? There are some banks that are several years old.

A:
Wendy Charles answered this question. Ms. Charles stated that specimens containing protected health information collected before the HIPAA implementation date of April 14, 2003 could be grandfathered in. Steve Leibold added that investigators need not collect authorization or a waiver of authorization for use of PHI from specimens collected before the implementation date. 

The NJH policy for obtaining authorizations for research is located at: http://spyderweb.njrc.org:88/documents/index.php?docid=36&mode=view
Q:
Do investigators need IRB approval if they study de-identified specimens out of repositories?

A:
Wendy Charles answered this question. She first offered that the institution has a policy on the requirements for seeking an IRB determination. She added that the policy requires investigators to seek a determination whenever performing research on fluid, tissue, or data originating from humans. Ms. Charles noted that much research performed on de-identified specimens is considered non-human subject research and does not require IRB oversight, but some of this research involves indirect identifiers, such as dates, that involve the Privacy Rule. The IRB, acting as the Privacy Board, can properly inform investigators when they need to address these additional considerations.

The IRB policy can be reviewed at: http://spyderweb.njrc.org:88/documents/index.php?docid=1721&mode=view.

Q:
[Follow-up question] What if authorization cannot be obtained when there are HIPAA identifiers?

A:
Wendy Charles responded. The IRB, acting as the Privacy Board, could authorize a Waiver of Authorization in those cases. The waiver only covers prospective research, such as new research on existing data.

For more information about Waivers of Authorization or the roles of IRBs with HIPAA, review: http://privacyruleandresearch.nih.gov/irbandprivacyrule.asp.

Q:
Must subjects sign HIP-001 for inclusion in a recruitment database? 

A:
Wendy Charles answered this question. Ms. Charles explained that HIP-001 could be used for inclusion in a research database but the form has been modified for use with recruitment in general. HIP-001 is now called Authorization for Recruitment. Ms. Charles provided guidance on how investigators could recruit subjects.

· The investigator could approach or contact any patient with whom he/she has a treatment relationship.

· A subject could be contacted if he/she previously signed HIP-001 to be contacted for future research.

· A colleague with a treatment relationship with the patient could ask the patient to sign HIP-001 to be contacted by the investigator to learn more about the research.

· A colleague with a treatment relationship with the patient could provide a recruitment brochure or flyer to the patient and the patient could contact the investigator.

· A colleague with a treatment relationship with the patient could ask the patient if he or she is willing to be approached by an investigator during this encounter/visit. If so, the investigator or designee could speak with the patient during this visit.

Ms. Charles gave examples of situations that are not appropriate for contact, such as approaching patients in the waiting room or screening the list of scheduled visits. She added that NJH is considering adopting the same consideration for length of relationship as the university: treatment provided within five years.

Q:
[Follow-up question] Could research studies be presented to subjects in a kiosk?

A.
Ms. Charles responded that research could be presented in a kiosk, but the content would likely need IRB review. She added that OHRP offers guidance on the types of website presentation that do not require IRB review, but any supplementation of that information or request to collect contact information from subjects requires approval and oversight.

For more information about permitted clinical website content, visit: http://www.hhs.gov/ohrp/policy/clinicaltrials.html.

Q:
[Follow-up question] There are often groups of fellows who participate in treatment. How would fellows be included in the treatment relationship?

A:
Steve Leibold answered this question. He stated that if fellows are participating in treatment, they are considered to have a treatment relationship.

Q:
The Institute of Medicine has encouraged a modification of HIPAA because it has become an obstacle to research. Will National Jewish participate in any proposal to change HIPAA?

A:
Dr. Downey answered this question. National Jewish does not have any plans to request modification of HIPAA, but Dr. Downey agreed that HIPAA should be restructured. Steve Leibold added that HIPAA is actually becoming more strict and more cumbersome. There are now requirements for reporting breaches to patients. Dr. Downey offered that federal agencies are becoming more stringent about policing compliance. There are fines and even jail time for noncompliance. 

For a summary of the IOM’s conclusions and recommendations, review: http://www8.nationalacademies.org/onpinews/newsitem.aspx?RecordID=12458.

For more information about stricter enforcement penalties (released 10/30/2009) review: http://www.hhs.gov/news/press/2009pres/10/20091030a.html.

Q:
Is there research, such as publications, about length of consent forms? Some consent forms are way too long and this is getting out of control.

A:
Wendy Charles answered this question. She responded that there is actually a body of research devoted to the informed consent process, including comprehension, readability, and retention. She stated that the IRB is sensitive to the length of consent forms but that most of the length is due to development of the required elements. In addition to the basic required elements, OHRP also has required elements for inclusion of data or specimens into a repository and additional required elements for informing subjects about genetic research. She reminded investigators that they need not stick with IRB template statements in consent forms. They have flexibility with writing—and shortening—consent forms as long as all required elements are included. Dr. Downey added that some consent form length is from the research injury language. 

Q:
[Follow-up question] The IRB is very rigid with template language and has created many stipulations about it.

A:
Wendy Charles affirmed that effective July 1, 2009, the IRB changed its policy about use of template language and encouraged flexibility. She emphasized that the most important consideration in selecting consent form wording is to ensure that the information is accurate and easily understood by the subject population. Dr. Downey stated that the rigidity is an issue of the past. Ms. Charles added that many consent form stipulations result from consent forms that are inaccurate, inconsistent, and sometimes incomprehensible due to the cutting and pasting between a sponsor’s template and the NJH template. She encouraged investigators to retain more wording from the sponsor’s or consortium’s template.

Informed consent elements can be found: http://www.hhs.gov/ohrp/humansubjects/assurance/consentckls.htm
OHRP FAQs: http://www.hhs.gov/ohrp/informconsfaq.html
FDA General requirements: http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/GuidancesInformationSheetsandNotices/ucm116333.htm#general
Q:
Most research units look to the IRB for guidance but there has to be some time sensitivity. Sponsors have walked away from NJH investigators when the approvals could not be completed in time. In order to be competitive, there must be some kind of balance between speed and compliance.

A:
Dr. Downey answered that some of the delay is due to negotiation of indemnification with the sponsor, which can be very complicated. Wendy Charles added that for negotiation of research injury language in consent forms, investigators should email proposed wording to her and Diane Sullivan so that they could finalize consent form wording with the sponsor even before the study is reviewed by the IRB.

Q:
[Follow-up question] Aren’t there master trial agreements? Could we set up more agreements?

A:
Dr. Downey responded that we are receptive to master trial agreements.

Q:
[Follow-up question] Could we set up more institutional agreements with other central IRBs? Right now we are limited to WIRB and Quorum.

A:
Dr. Downey responded that we could examine the possibility of adding additional central IRBs, but the process isn’t straightforward and may not always be in our best interest. WIRB, for example, wanted exclusivity for review. Also, central IRBs are not concerned with institutional policies or protections.

Q:
Could investigators combine consent forms and authorizations into a single document?

A:
Wendy Charles answered this question. She responded that there are a number of considerations and the university is contemplating this very issue. Factors influencing keeping the forms separate include:

· Helping subjects distinguish the difference between consent form language and HIPAA authorization language. This enables subjects to better understand the differences between research participation and use of their health information.

· Accommodating research that could be performed at the University affiliates. Some affiliates have their own HIPAA requirements. Ms. Charles explained that a study conducted at both NJH and the University may use the same consent form, but different HIPAA authorizations.

· There was concern how subjects would interpret conditions of withdrawal. If a subject withdrew from a study, he/she could verbally withdraw consent but must revoke authorization in writing. There is concern that subjects would withdraw from research but be unaware of the additional requirement for revocation unless it was noted as being separate from informed consent.

The main factor influencing combining the forms is that sometimes investigators obtain informed consent but fail to obtain HIPAA authorization.

Ms. Charles explained that the University created a task force with the affiliates to create authorization template language that would be acceptable to all affiliates. 

Q:
[Follow-up question] Would National Jewish consider combining the forms?

A:
We are watching the University process carefully to learn what kinds of issues arise. We are unsure how we will ultimately proceed, but we are receptive to combining consent and authorization for studies taking place only at National Jewish.

More information about HIPAA and informed consent can be reviewed at: http://privacyruleandresearch.nih.gov/clin_research.asp.
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