
Towards improvement of oral anticoagulant therapy
Leeuwen, Y. van

Citation
Leeuwen, Y. van. (2009, April 2). Towards improvement of oral anticoagulant
therapy. Retrieved from https://hdl.handle.net/1887/13716
 
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/1887/13716
 
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/license:5
https://hdl.handle.net/1887/13716


Towards Improvement 

of

Oral Anticoagulant Therapy 



Cover design:  Patricia Haak-Steeneveld 

Lay-out:  Yvonne Souverein 

Printed by Gildeprint, Enschede, the Netherlands

ISBN/EAN 9789071382932 

� Copyright 2009 Yvonne van Leeuwen 

No part of this book may be reproduced, stored in a retrievel system or transmitted 

in any form or by any means, without the written permission of the author or, when 

appropriate, of the publishers of publications. 



Towards Improvement 

of

Oral Anticoagulant Therapy 

Proefschrift

ter verkrijging van

de graad van Doctor aan de Universiteit Leiden,  

op gezag van Rector Magnificus prof. mr. P.F. van der Heijden,  

volgens besluit van het College voor Promoties  

te verdedigen

op donderdag 2 april 2009

klokke 15.00 uur 

door

Yvonne van Leeuwen 

geboren te Delft 

in 1979 



Promotiecommissie

Promotor:  Prof. dr. F.R. Rosendaal 

Copromotor:  Dr. F.J.M. van der Meer 

Referent:  Prof. Dr. S.D. Fihn  

(University of Washington, Seattle, USA) 

Overige leden: Prof. Dr. A. Algra  

(Universiteit van Leiden, Universiteit van Utrecht) 

Prof. Dr. M.M. Levi  

(Universiteit van Amsterdam) 

The work described in this thesis was performed at the department of Clinical 
Epidemiology, Leiden University Medical Center, Leiden, the Netherlands. Part of 
this thesis was a collaboration with the Bianchi Bonomi Hemophilia and 
Thrombosis Center, University of Milan, Italy.  

Financial support by the Netherlands Heart Foundation and the J.E. Jurriaanse 
Foundation for the publication of this thesis is gratefully acknowledged. 

Additional support was kindly provided by the Federatie van Nederlandse 
Trombosediensten (FNT), Astra Zeneca, CSL Behring and Roche Diagnostics 
Nederland B.V.



Table of Contents                        Page

Chapter 1  General Introduction     7 

Chapter 2 Improved Control of Oral Anticoagulant Dosing:            19 
A Randomized Controlled Trial Comparing Two  
Computer Algorithms.  
J Thromb Haemost 2007; 5: 1644-9

Chapter 3 The Relationship between Maintenance Dosages             37 
of Three Vitamin K Antagonists: Acenocoumarol, 
Warfarin and Phenprocoumon 
Thromb Res 2008;123(2):225-30.

Chapter 4 Effects of CYP2C9 and VKORC1 on INR Variation        53 
and Dose Requirements during the Initial Phase of 
Anticoagulant Therapy with Acenocoumarol 

 Pharmacogenomics 2008; 9(9):1237-50

Chapter 5 Prediction of Haemorrhagic and Thrombotic Events        83 
in Patients with Mechanical Heart Valve Prostheses 
Treated with Oral Anticoagulants 
J Thromb Haemost 2008; 3: 451-6 

Chapter 6 Determinants of Unstable Anticoagulation in Oral         101 
 Anticoagulant Treatment 

Submitted for publication 

Chapter 7 A Randomized Controlled Trial Comparing Two           117 
Different Coumarins: Warfarin versus  
Phenprocoumon – General Results 

Chapter 8  General discussion & Summary                       131 

Chapter 9  Samenvatting               141 

   Dankwoord               153 

Curriculum Vitae              155 




