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1. Briefly describe the project in a language understandable to non-scientists
(max. 100 words)
Metabolism of anticancer drugs is highly variable among patients. Therefore,
standardized dosing will cause insufficient treatment in rapid metabolizers whereas
patients with slow inactivation may suffer excessive side effects. In this project we
optimize dosing of anticancer drugs based on the genetics of the patients and drug
measurements throughout the treatment period and use this to test if a novel
combination of anticancer drugs can improve the prognosis of patients with an
adverse drug metabolism profiles.
2. Summarize the major findings of the project (max. 400 words) and
Due to the long term cohort approach in this project testing of the major
hypothesizes cannot be done until the end of the project. Nonetheless, from the data
obtained this far, pharmacogenetic study manuscripts addressing more specific
clinical problems have been published (see 5) or are in preparation. These include a)
investigations of toxicity after high-dose Methotrexate, b)identification of
venoocclusive disease triggering factors, c) impact of gene variants on acute
toxicities and late effects.
Sample collection in the cohort study are progressing satisfactory – we receive
approximately 100 blood samples each week corresponding to more than 5000 per
year. Chemical analysis of these is ongoing as is registration of clinical parameters.
Moreover, collection and registration of clinical outcome and toxicity information is
ongoing.
The intervention is also in preparation – a mixture formulation of thioguanine suitable
for accurate dosing in pediatric patients is being produced and we expect to include
the first patient in this part of the study later this year.
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3. Describe how the project has increased our knowledge of the prevention,
cause and/or cure for cancer (max. 150 words)
See above 2.

4. Outline how Nordic cooperation has added value to this project (max. 100
words)
Since leukemia is rare, research in this heterogenous disease requires access to
large cohorts of patient treated according to identical guidelines in order to get
sufficient statistical power for hypothesis testing. The Nordic cooperation with
common treatment protocols has not only added to, but is essential for the cohortbased research strategy in this study.
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