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High TDO and IDO1 expression in ovarian cancer-associated cells isolated from malignent ascites
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Summary

We have used malignant ascites collected from EOC patients to identify
biomarkers of chemotherapy response and to develop assays to support

drug discovery programs on small molecule inhibitors of the tryptophan (Trp)

catabolizing enzymes TDO and IDO1 with relevant assays.

Introduction

® In epithelial ovarian cancer (EOC), 15-20% of tumors do not respond to
first-line chemotherapy, consisting of platinum-based chemotherapy plus
paclitaxel, and in recurrences the response rate is even lower.

® (linical trials with immunotherapies, such as PD-1/PD-L1 blockade, have so
far not been successful.

® There is a great need of novel therapies with improved long-term
treatment outcome, as well as diagnostic tools and biomarkers to predict
chemotherapy response in the clinic.

Experimental approach

Ascites was gathered from nineteen patients with advanced stage EOC
(Figure 1; Table 1). Cells were isolated by centrifugation and tumor cells were

separated from immune cells by overnight adherence to tissue culture plates.

Both cell fractions were characterized for the expression of immune and
cancer cell markers by flow cytometry and quantitative real-time PCR (qPCR).
TDO and IDO1 activity was determined using a functional assay and small
molecule inhibitors.
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Figure 1. Schematic representation of in vitro analyses performed on tumor and immune cells from

ascites of EOC patients. Results from in vitro laboratory tests are related to clinical response data.
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