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Aim

The aim is to develop an algorithm to predict clinical resistance to endocrine treatment. This algorithm will consist of both tumor traits and intrinsic patient factors.
Material & Patients
· We have set up a clinical trial (AFTER-trial) in which we will randomize patients among different endocrine treatment arms (tamoxifen, anastrozole or anastrozole & fulvestrant) during the waiting time between diagnosis and surgery. We will investigate changes in molecular profile (gene expression, immunohistochemistry) of the tumor in pre- and post-treatment samples. 
· Additionally we are collecting material and clinical data of patients included in a randomized clinical trial (TAMOX-trial). During that study (1982-1994) patients were randomized among tamoxifen versus no adjuvant therapy (in total 1662 patients were included; we expect to be able to collect sufficient material of ~750 patients).
· Furthermore we are collecting clinical data and serum of patients treated with tamoxifen in adjuvant setting (M42TAM-series). We will measure serum concentrations of tamoxifen and its active metabolites and correlate survival data to these concentrations and to genetic variations coding for metabolizing enzymes.

Progress January 2009 – June 2009
· TAMOX-trial: We are finishing the construction of a tissue micro-array of the ~700 available blocks (due to capacity this is two months behind schedule). We recently started isolating DNA from the paraffin embedded material for genotyping purposes (will be done by Karin Beelen). 
· AFTER-trial: Inclusion of patients is ongoing. The first logistic hurdles have been solved. The plans to expand the study to a multicenter setup are effectuated. There is a second hospital interested in participation. At this moment we are revising the protocol and plan to apply it to the Ethics Committee at the end of July.
· M42TAM-series: The analysis of serum concentrations of tamoxifen and its metabolites has been completed by the pharmacy of the Slotervaart Hospital. At  this moment we are analyzing and correlating the results of the concentration measurements and the genotyping results. In order to validate the method of DNA isolation from serum we have also isolated DNA from paraffin embedded material of the same patients. There is an almost 100% concordance between serum and tissue DNA.
Future plans

TAMOX-trial

· Staining and scoring of TMA (first results expected in August 2009)
· Further isolating DNA from tumors (paraffin embedded material) (expected date of completion October 2009)
· Extending follow-up data of all patients in collaboration with the Comprehensive Cancer Registry in the Netherlands (expected increase of median follow-up from 8.3 years to ~12.5 years) (expected date of completion October 2009)
AFTER-trial

· Continue inclusion of patients 
· Revise the protocol in order to start inclusion of patients in the second hospital
M42TAM-series
· Finish analysis of results (expected date of completion July 2009)
