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Parenteral 5-fluorouracil (5-FU) is part of the standard therapy for various malignancies, including
colorectal, pancreatic, gastric, breast, and head and neck cancer. It is mostly used in combination
with other anticancer agents.

The rate-limiting enzyme in the catabolism of 5-FU is dihydropyrimidine dehydrogenase (DPD). As
a result, patients with impaired DPD enzyme function are at increased risk of severe or life-
threatening toxicity when treated with 5-FU or one of its prodrugs, phenotyping and/or genotyping

before initiation of treatment is recommended.

To identify these patients, pre-treatment testing for DPD deficiency is recommended, despite
uncertainties regarding optimal testing methodology.

+ Patients with complete DPD deficiency are at high risk of life-threatening or fatal toxicity and
must not be treated with 5-FU or other fluoropyrimidines (capecitabine, tegafur).

» Patients with partial DPD deficiency are at increased risk of severe and potentially life--
threatening toxicity. To limit the risk of severe toxicity, a reduced starting dose should be
considered. Subsequent doses may be increased in the absence of serious toxicity, as the efficacy
of a reduced dose has not been established.



If blood uracil levels are used to determine the DPD phenotype, the phenotype result must be
interpreted with caution in patients with moderate or severe renal impairment, as renal impairment
can lead to increased blood uracil levels. This could result in an incorrect diagnosis of DPD
deficiency and consequently underdosing of 5-FU or other fluoropyrimidines in these patients.
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