
Phenotyping in oncology
Opdam, F.L.

Citation
Opdam, F. L. (2015, October 28). Phenotyping in oncology. Retrieved from
https://hdl.handle.net/1887/35985
 
Version: Corrected Publisher’s Version

License: Licence agreement concerning inclusion of doctoral thesis in the
Institutional Repository of the University of Leiden

Downloaded from: https://hdl.handle.net/1887/35985
 
Note: To cite this publication please use the final published version (if applicable).

https://hdl.handle.net/1887/license:5
https://hdl.handle.net/1887/license:5
https://hdl.handle.net/1887/35985


 
Cover Page 

 
 

 
 
 

 
 
 

The handle http://hdl.handle.net/1887/35985 holds various files of this Leiden University 
dissertation 
 
Author: Opdam, Frans 

Title: Phenotyping in oncology 
Issue Date: 2015-10-28 

https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/35985


209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam

Phenotyping in oncology

Frans Opdam



209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam

The Research presented in this thesis was performed at the Department of Clinical Pharmacy & 

Toxicology and Clinical Oncology of the Leiden University Medical Center (LUMC), the Netherlands.

Publication of this thesis was sponsored by:

AZL Onderzoeks- en Ontwikkelingskrediet (OOK) Apotheek

Afdeling Klinische Oncologie, LUMC

Koninklijke Nederlandse Maatschappij ter bevordering der  Pharmacie

College ter Beoordeling van Geneesmiddelen

Stichting Bijwerkingen Fonds

Cover image    Passo di Stelvio, Dreamstime LLC 1616 Westgate Circle Brentwood, TN 37027 

 United States

Layout    Renate Siebes, Proefschrift.nu

Printed by    Ipskamp Drukkers B.V.

ISBN    978-94-92026-06-4

© 2015 F.L. Opdam, the Netherlands

All rights reserved. No part of this publication may be reproduced or transmitted in any form 

or by any means, electronic or mechanical, including photocopy, recording, or any information 

storage or retrieval system, without permission in writing from the author.



209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam

Phenotyping in oncology

Proefschrift

ter verkrijging van

de graad van Doctor aan de Universiteit Leiden,

op gezag van Rector Magnificus prof. mr. C.J.J.M. Stolker,

volgens besluit van het College voor Promoties

te verdedigen op woensdag 28 oktober 2015

klokke 16.15 uur

door

Frans Luitzen Opdam

geboren te Rotterdam

in 1976



209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam

Promotiecommissie
Promotores   Prof. dr. H-J. Guchelaar

    Prof. dr. A.J. Gelderblom

Overige leden   Prof. dr. J.H.M. Schellens

Universiteit Utrecht

    Prof. dr. A.F. Cohen

    Prof. dr. A.H.J. Mathijssen

Erasmus Universiteit Rotterdam

    Dr. N. Steeghs

Antoni van Leeuwenhoek, Amsterdam  

 



209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam

PART I Introduction

Chapter  1 Introduction to this thesis 9

Chapter  2 Phenotyping drug disposition in oncology 21

Chapter  3 Breath tests to phenotype drug disposition in oncology 51

PART II Phenotype tests in breast cancer

Chapter  4 The use of the 13C-dextromethorphan breath test for phenotyping 
CYP2D6 in breast cancer patients using tamoxifen: Association with 
CYP2D6 genotype and serum endoxifen levels

71

Chapter  5 Further characterization of a 13C-dextromethorphan breath test for 
CYP2D6 phenotyping in breast cancer patients on tamoxifen therapy

91

Chapter  6 Comparison of CYP2D6 phenotype in breast cancer patients with and 
without metastases

107

Chapter  7 CYP2D6 genotype and endoxifen guided tamoxifen dose escalation 
increases endoxifen serum concentrations without increasing side 
effects

119

PART III Phenotype tests for dihydropyrimidine dehydrogenase deficiency in 
colorectal cancer

Chapter  8 Influence of metastatic disease on the usefulness of uracil 
pharmacokinetics as a screening tool for DPD activity in colorectal 
cancer patients

137

PART IV Phenotype test for CYP2D6 metabolism in elderly

Chapter  9 CYP2D6 metabolism in frail elderly compared to non-frail elderly 151

PART V General discussion and conclusion

Chapter  10 General discussion and future perspectives 169

Chapter  11 Summary 179

Samenvatting 185

Dankwoord 191

About the author
Curriculum vitae
Publications

195
196
197

Contents



209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam209875-L-bw-opdam


