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Current UBC REB ethical guidelines issued in 2003 are restrictive in terms of the circumstances under which it is appropriate to make participation in a clinical trial conditional on participants' agreeing to provide access to tissue/ data.  

The UBC BCCA REB recently undertook a process in order to arrive at a consensus for an interim guidance for decisions made by the UBC BCCA REB until a new UBC REB guideline is issued.  The approach of the UBC BCCA REB to this emerging issue is based not only on the theoretical benefits and risks involved, but also on the results of research studies that have surveyed the attitudes of prospective research subjects, patients, researchers and care-givers.   (The background documentation of this process can be made available upon request.)

Researchers may use this to interim guidance when preparing a submission to the REB that includes consent for mandatory tissue/data collection in a clinical trial.

Clarification of Scenarios:

The recommendations in this guidance are restricted to the following scenarios:

· Where a potential research subject is being recruited prospectively into a clinical study involving an intervention with potentially therapeutic value (i.e., improved clinical outcome as judged by the REB in the context of information provided in the application and protocol) and,

· Where the condition of participation in the trial is to agree to consent to access to either archival tissue obtained previously for clinical purposes (e.g., diagnosis or staging) or, to fresh tumor or normal tissue biopsy for purposes restricted to research, or access to sensitive clinical or related information. 

The recommendations do not apply to:

· Studies seeking access to stored frozen or fixed archival tissue collected for “biobanking” purposes – there are ethics guidelines for this purpose;

· Quality improvement studies that require the use of available tissues for such things as laboratory quality control for the development and validation of new tests – as quality improvement projects do not require REB review/approval and contribute to the quality of clinical care generally.

· Access to tissues for the purpose of determining eligibility to a research study, or for stratifying individuals into prognostic or other meaningful groups for analysis where mandatory tissue access is central to the selection of subjects on appropriate grounds – as this is currently acceptable practice.
The UBC BCCA Research Ethics Board will evaluate on a case-by-case basis the suitability of requiring mandatory provision of tissue for prospective research participants according to the following considerations:

Optional consent

· It is always preferable, under any condition, save for a research project in which tissue acquisition is necessary to answer the primary study objective, to use the optional consent procedure;
· Studies must use the optional consent procedure that propose to collect tissue for future research use that is; i) undesignated, ii) loosely related to the clinical study questions, iii) for the purposes of bio-banking, or, iv) for investigation of genetic traits that are hereditary.
Mandatory consent* 

Researchers who submit clinical studies for REB approval in which access to tissue (archival or fresh biopsy) is mandatory as a condition of eligibility should know that the REB will evaluate the appropriateness of the mandatory requirement and make a judgment based on the following considerations framed as questions:

1) If optional consent is easily accomplished and a viable option that could allow the research to be successfully completed with minimal risk of bias, is there justification for mandatory consent?

2) Does the clinical study involve use of a therapeutic agent that, in the judgment of the REB based on the information provided in the application and protocol, has a reasonable expectation for clinical benefit, and where no effective therapeutic alternatives are available? (See below.)

3) Is there freedom from coercion?  It would be coercive to place subjects who are vulnerable or in desperate situations where they may have no other alternatives (such as described above or in some phase I or II clinical trials) to have to agree to provide tissue in order to participate in a trial and therefore have access to an investigational agent.  While it is acceptable to offer this as an optional component, it is not acceptable to make provision of tissue mandatory for subjects to participate.  

4) Do the procedures for acquiring the tissue involve risks to the participant, and if so, are these adequately explained in the consent document in a manner that clearly allows a subject to consider such risks carefully?  

5) Is the purpose for which the tissue will be used clearly linked explicitly to research questions, and are these questions adequately justified in the protocol in the background discussion of the state of the science in the field?

6) Are there reasonably tight boundaries articulated in the study protocol and consent for the proposed specific use of the tissue as related to the research questions – e.g., for further design/development/ evaluation of the specific experimental intervention or other interventions of similar class; for testing specific, named disease-related biomarkers; for establishing a relationship between host toxicity and exposure to the experimental agent or others in its class; for exploration of causes or behaviours of diseases closely related to the one being investigated (e.g., lung cancer; or hematological malignancies; or cancer in general)?

7) Is there provision for additional optional informed consent for use or future use of the tissue when the intent is to investigate for hereditary traits or, for bio-banking for undesignated purposes?

8) Is there evidence or are methods presented to ensure proper storage and handling of the samples to i) protect the identity of the participant and ii) ensure that once the required tests are completed that any left over sample is either returned to the facility from which it was obtained (if required) or destroyed, or (as noted above) that a separate optional consent is provided for bio-banking of the left-over sample?
9) Are the rights of the tissue stewards (e.g., biobank leader or pathology department lead) preserved to either approve or deny access based on reasonable clinical or other grounds, whatever REB recommendation is made?

10) Are subjects fully informed of the above in the consent document that the sample will only be for research purposes and will not be used for their clinical care?

*Similar criteria will be applied on a case by case basis as well in determining the appropriateness of mandatory requirements for access to personal data/ information.
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