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Q. Why is the number 12 for lymph node retrieval in colon cancer protocol reporting not specific to
the kind of resected specimens and whether a total colectomy was performed?

A. It is important to realize that the number 12 is not a magic number, and other cutoffs and parameters, like
lymph node ratio, have been proposed as better prognostic indicators.1-3s The idea of a cutoff is based on data that
show that cases designated as stage Il based on examination of fewer than 12 lymph nodes have worse outcomes
than stage Il cases based on examination of 12 or more lymph nodes.s s At the practical level, it means the
following:

» [f fewer than 12 lymph nodes are retrieved, a more extensive search
should be done, perhaps with acetone or other fat-clearing solutions.s
» The search for lymph nodes should not stop once 12 lymph nodes have
been obtained, but special techniques such as acetone are perhaps not
warranted once this number is achieved.
= [t is well known that specimens from the rectosigmoid region and those
obtained after neoadjuvant therapy typically have fewer lymph nodes.s If
12 lymph nodes are not obtained in these cases even after acetone
treatment, the standard of care (from the pathology side) has been met.
| personally do not like the idea of having different cutoffs for different situations. Having one cutoff is one too
many. If the limitations of certain kinds of specimens are taken into account and acetone treatment is done, the
cutoff of 12 is fine for all situations. The utility of this cutoff at a practical level is to ensure a thorough search for

lymph nodes. It is not a threshold to be used as a mark of failure or inferior work ethic, if a thorough search has
been performed.
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Q. We are establishing a list of maximum allowable dilutions for our clinical chemistry analytes. Are
you aware of any reference that would list absurd or invalid values for such analytes, i.e. the endpoint
that would determine the most dilutions we would have to do for the highest possible value for that
analyte?

A. Response to this question requires a brief review of the definition of analytical measurement range, its
verification, and how it affects laboratory operations. All are regularly discussed and debated in laboratories during
inspections.

= The analytical measurement range, as defined in the CAP’s chemistry and
toxicology checklist, is the range of results that the assay can report
without any dilution or concentration. Verification of a manufacturer’s
stated AMR is detailed in checklist requirement CHM.13600. Essentially,
the lower, middle, and upper ranges of the AMR must be validated. If
material is not available to verify the AMR’s exact upper limit, a statement
from the medical director citing the highest range verified in the
procedure is sufficient. If patient results are higher than the material used
to verify the AMR but less than the AMR, they can be reported as they
are. For example: AMR = 0-1,000 ng/dL but material available only up to
700 ng/dL; results between 700 and 1,000 ng/dL can be reported.



= In many cases, the manufacturer will have verified extended ranges
beyond the AMR using recommended manual or
autodilution/concentration protocols. In this situation, reporting of results
up to those limits is also acceptable after the AMR has been verified
(CHM.13710). This range reflects the reportable range verified by the
manufacturer.

» Results greater than the AMR or range verified by the manufacturer
should be reported using the “greater than” symbol.

= In situations where the desired results are greater than the AMR or range
verified by the manufacturer (dilution to endpoint), CHM.13720 in the
CAP checklist requires the laboratory director to specify and document
what the maximum dilutions are on an analyte-by-analyte basis. This will

require dilution studies to confirm result linearity in this range.

There is no such thing as an “absurd” or “invalid” endpoint/maximum allowable dilution value. There is
only validated and nonvalidated dilution. It is up to the laboratory director in conjunction with the
clinical staff and vendor to determine what the maximum dilutions will be. For example, it is not
unreasonable for creatine kinase to be “diluted to endpoint” because in extreme rhabdomyolysis CK
values greater than the AMR should be reported to monitor response to treatment. This can also be
applied to many tumor markers for the same reason.
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