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5-fluorouracil (5-FU) is a widely used chemotherapeutic drug in gastrointestinal cancer.
Appropriate dosing of chemotherapeutic drugs is critical to reduce mortality and increase progression-free survival.

The standard approach for dosing 5-FU is based on body surface area (BSA). However, BSA does not account for many
of the factors that are responsible for 5-FU clearance such as age, gender, genotype, disease state, drug-drug
interactions, organ dysfunction and co-morbidities.

Evidence supports a close association between 5-FU exposure (expressed as Area Under the Curve or AUC), efficacy,
and toxicity, rather than the dose administered.

Direct monitoring of 5-FU blood levels with appropriate dose adjustments may represent a more rational approach
for 5-FU dosing in order to reduce toxicity and improve clinical outcomes.

The aim of this study is to evaluate the role of therapeutic drug monitoring (TDM) of 5-FU in daily clinical oncology

practice. METHODS AND STUDY DESING

Prospective study of 54 adult patients with diagnosis of gastrointestinal cancer receiving schedule infusion regimes
based on high doses of 5-FU (2.5-3.2g/m?in 24-46h infusion) in a university hospital.

Individual pharmacokinetic parameters were calculated based on anthropometrics and history of 5-FU administration
using the Bayesian software program (USC*Pack) and the population data obtained in a previous study.

Patients were dosed in the first cycle taking in account BSA, and subsequent doses were adjusted to an optimal target
AUC of 25-35 mg-h/L, ensuring proper treatment tolerance.

RESULTS
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CONCLUSIONS

- BSA-based 5-FU dosing approaches are limited to achieve optimal plasma levels in most patients.
- Pharmacokinetically guided dosing represents a good strategy to improve the efficacy and safety of 5-FU independent of

schedule used and type of tumor..




