Correspondence

DPYD genotype-guided
dose individualisation
of fluoropyrimidine
therapy: who and how?

Authors' reply

We appreciate that Ka On Lam
and colleagues agree that DPYD
genotype-guided dosing should
be a new standard of care, and we
recognise that some minor issues
need to be addressed for full universal
implementation.

Our study tested the four DPYD
variants (four single nucleotide
polymorphisms [4SNP]), for which
evidence-based dosing guidelines are
available in the literature. However,
patients not carrying one of these
four variants still had a 23% risk of
developing severe fluoropyrimidine-
related toxicity.” In search of novel
variants, the results of DPYD
sequencing and whole-genome SNP
genotyping in our study are awaited.
We are in the process of designing a
new prospective trial in which we plan
to recruit at least 1000 patients with
4SNP-guided dosing and additional
dosage guiding by endogenous
uracil levels, employing experience
from our latest, as well as a previous,
prospective trial >4 We will consult
international researchers in the field
about this trial, to reach consensus
on the best way to identify
dihydropyrimidine dehydrogenase-
deficient patients, and set a global
standard for individualised treatment
with fluoropyrimidines.

We previously showed that exposure
to 5-fluorouracil, a driver of both
therapeutic as well as toxic effects,
is similar in the dose-reduced DPYD
variant allele carriers and wild-type
patients. We also provided evidence,
in a matched-pair analysis of DPYD*2A
variant allele carriers and wild-type
patients,® that effectiveness is not
negatively affected by dose reductions
in DPYD variant allele carriers.

We agree with Lam and colleagues
about the high clinical need of studies
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on DPYD genotyping in populations
other than those of European origin.
We are also about to start a prospective
clinical trial in the Netherlands in
which we will recruit patients of non-
white descent to help solve this gap in
knowledge. Additionally, in 2019, we
plan to open an international online
project collaboration, sharing our
dataset with other researchers, with
the aim of maximising patient benefit
from this dataset.
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