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Years of preparation.
Months of waiting.
Days to remember.

Hours until sunrise.
Minutes of terror.
Seconds of glory.
Big time is here.

David Carson
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General introduction

Colorectal cancer is the third most common invasive tumor in the Netherlands. In 1997, 8600

new colorectal cancer patients were registered, of whom 25 % had rectal cancer. The mortality

of these patients is about 900 per year. The 5 years survival is around 50 % and is largely

dependent on tumor stage at diagnosis.

The group of patients studied in this thesis have presented themselves with a locally advanced

rectal tumor not amenable for primary resection. Surgical resection of a rectal tumor is the

treatment of choice and obtaining tumor-free margins is essential for a potentially curative

treatment. Therefore attempts are being made to reduce the tumor size by using radiotherapy

alone or in combination with chemotherapy (neo-adjuvant treatment). If successful, this strategy

leads to resectability.

Firstly this thesis presents a review of the literature concerning the developments in staging

techniques and neo-adjuvant radio(chemo)therapy of primary irresectable rectal tumors.

Furthermore it describes the study results regarding prognosis after downstaging and

downsizing of rectal tumors after neo-adjuvant radiochemotherapy. Another chapter discusses

the relation between survival after radiochemotherapy and the value of molecular markers, in

the primary tumor. Chapter 4 reports on a phase I study performed in the University Hospital in

Groningen concerning the optimization of neo-adjuvant therapy by the addition of oxaliplatin to

the standard radiochemotherapy regime. A study into the implications of an inborn genetic error

resulting in an increased toxicity profile with 5FU chemotherapy is described in chapter 5.

Finally we report on the fate of patients with locally relapsed rectal cancer, who were referred

by their surgeons for salvage treatment.




