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As the number of laboratories and physicians using Freelite™ serum free light chain assays continues to
grow, we will be sharing new information on the use of these assays via Technical Bulletins.

As part of our ongoing monitoring of the use of Freelite™ for measuring free light chains in serum we
would like to inform all users of some recent observations apparent when results from large cohorts of
samples are plotted on a kappa/lambda dot plot. Samples within the cohort giving results below the
standard measuring range, when measured at a lower dilution, give slightly lower values than would be
expected. This causes a “gap” on the plot just below the standard measuring range which will not contain
any results. Observations of results generated on the Roche Modular P analyser shows the size of this
area to be of 2-3 mg/L between values of 4mg/L and 7mg/L for Lambda and between 2mg/L and 4mg/L
for Kappa. Ongoing studies suggest that other analysers may give similar results.

This effect is thought to be due to a suppressive interferent. When samples are retested at a lower
dilution, there is correspondingly more of the interferent present which moderately suppresses the results
at the lower dilution compared to those generated at the standard dilution. The effect can also be seen
when samples are repeated at a higher dilution. In this case there is less interferent than at the standard
dilution and so the results will be slightly elevated. The size of this range is approximately 14 mg/L
between values of 103-117mg/L for Lambda and 62-78mg/L for Kappa. We have identified a resolution
to this issue which is currently being validated. Notice will be given upon completion of this work.

Although the effect described above will not lead to a misdiagnosis, it may be confusing if the ratio alone
is used to monitor patients. Previous advice has been to ensure that when monitoring patients, clinicians
should be made aware of the absolute value of each light chain as well as the kappa/lambda ratio. Recent
reports have observed that the use of the kappa/lambda ratio alone to monitor disease burden can become
variable when the concentration of the non-tumour light chain is significantly suppressed due to tumour
growth and it has been proposed that a value produced by subtracting the concentration of the non-tumor
light chain from that of the tumour light chain is used (Kumar et al; Rajkumar & Kyle).

This approach has now been included in a recent publication “International uniform response criteria for
multiple myeloma” by Durie et al., where the criteria for Partial Response are defined as “an equal to or
greater than 50% decrease in the difference between involved and uninvolved FLC levels”.

Similarly Progressive Disease is defined as “an absolute increase in the difference between the involved
and uninvolved FLC of greater than or equal to 10mg/dl (100mg/L)”

This approach will negate the gap; however the free light chain ratio should still be used alongside
immunofixation to determine whether a patient has complete serological remission.

We hope this information is useful and that you will forward it to your colleagues and ordering
physicians. If you would like a reprint of the “International uniform response criteria for multiple
myeloma”, please contact us.
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