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The push forward in genomic, and thus personalized, medicine
has focused a spotlight on an ethical dilemma-when and if to return
research results to participants. Several attempts have been made to
establish guidelines. The National Bioethics Advisory Commission
(NBAC) [1], the National Heart, Lung, and Blood Institute (NHBLI)
[2,3], the National Research Council (NRC) [4] together with the
Institute of Medicine (IOM) [4], and the Association for Molecular
Pathology (AMP) [5] have all commented on this issue, although only
about half of them have added a stipulation that the testing should be
performed in a CLIA (Clinical Laboratory Improvement Amendments
of 1988)-certified laboratory.
The ethical dilemma of reporting research results must address
three problems: the validity of the test, the duty of the researcher to
the patient/research participant, and adequate specimen custody
procedures to minimize risk of erroneous test results. Of the proposed
guidelines described above for reporting of research results to patients/
research participants, none has specified the custody trail of the tissue
to be used, an issue CLIA covers. We address here specimen custody
issues as they apply to reporting of research results to patients/research
participants.
Pathology labs process tissue for diagnostic purposes. In
appropriate circumstances tissue considered to be “redundant”
may be harvested for research. Such research harvests are normally
permitted by Institutional Review Boards (IRBs) when tissue is either
anonymized, de-identified via an Honest Broker System (HBS), or
when informed consent from the donor has been established, which
can permit tissue to be harvested with identifiers in place. The first two
scenarios (anonymization and de-identification) may permit the IRB to
grant a waiver of informed consent under the Common Rule.
In clinical pathology labs, as a consequence of maintaining CLIA
certification, a chain of custody is maintained for tissue used for clinical
care. In contrast, research labs have no mandatory requirement for
maintaining a chain of custody or documenting applicable preanalytical factors that might affect the tissue. Labeling may be ad hoc,
and therefore may not be subject to quality improvement procedures,
guidelines for handling mislabeled specimens, or similar risk mitigation
measures. This is not to say that there are not best practice guidelines,
such as those issued by the International Society for Biospecimen
and Environmental Repositories (ISBER), the College of American
Pathologists (CAP), and the Biorepositories and Biospecimen Research
Branch (BBRB) within the National Cancer Institute (NCI), but
compliance with these guidelines is currently voluntary.
As pathologists, we know that in spite of best practices, mislabeled
specimens do occur, even in CLIA-certified laboratories. Required
quality improvement and risk mitigation measures, along with an
understanding of the downstream ramifications of injuries caused
by mislabeled specimens and other mishaps, including inappropriate
medical treatment, work to minimize this risk for patients. The oftenstated argument put forth by those advocating for release of results
from research laboratories to guide clinical care, is an expression
of “do no harm” to the patient, where harm is viewed as omitting
meaningful results from the patient’s medical record. In focusing on
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a move to address this omission, we point out that there is a counter“do no harm” argument to be made: issuing erroneous or misleading
lab results from a non-CLIA-certified laboratory can also cause injury.
Some advocates of returning research results recommend
repeating research lab tests in a CLIA certified laboratory. This requires
additional sample; however, if there is no longer any lesional tissue
left in the patient, or if the surgical procedure for obtaining tissue
is high risk, such as a brain biopsy, then there is no realistic means
for accessing more of the “same” tissue to re-test in a CLIA-certified
environment. One possible solution to this problem is to create a
“clinical biobank” that is covered by CLIA certification for the general
pathology laboratory. Paraffin block archives can be thought of as
“clinical biobanks.” They are maintained under existing specimen
retention requirements (e.g. CAP and CLIA), at least in part, for future
clinical care purposes. However, paraffin embedded samples are not
always ideal for molecular and genetic test platforms. Frozen tissue is
often more suitable. So there is a need for “frozen clinical biobanks,”
a novel concept which current retention requirements do not address.
These banks would fall under the CLIA-certified laboratory so that
quality improvement and risk mitigation procedures, along with chain
of custody, would be readily addressed.
Clearly, there are some additional costs to creating any additional
archive of samples, especially such “frozen clinical biobanks” with
space and temperature requirements that may not be available to
all pathology labs. We suggest here that storage of frozen tissue, or
extraction of nucleic acids with subsequent temperature appropriate
storage in a CLIA certified environment, may be outsourced to major
medical institutions or to businesses that specialize in such services in
order to mitigate costs. Perhaps it is time to add CLIA rules specific
to clinical biobanking as it concerns frozen tissue or nucleic acid
derivatives, and to encourage the practice of clinical biobanking as
opposed to research biobanking. Someone diagnosed today might
be able to avail themselves of a genomic test in the near future, with
potentially actionable results that could be life-saving; these actionable
results can only come from CLIA-certified labs.
As a step forward in addressing this very important issue pertaining
to the return of research results to patients/research participants, we
call upon pathology laboratories to consider the addition of sample
retention of frozen tissue or of nucleic acid derivatives for future
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genomic testing as part of CLIA and CAP requirements for surgical
and cytological specimens.
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