University of Groningen

Kinetics and inhibition of enzymes in early stage drug discovery
Wapenaar, Hannah

IMPORTANT NOTE: You are advised to consult the publisher's version (publisher's PDF) if you wish to cite from
it. Please check the document version below.

Document Version
Publisher's PDF, also known as Version of record

Publication date:
2017
Link to publication in University of Groningen/UMCG research database

Citation for published version (APA):
Wapenaar, H. (2017). Kinetics and inhibition of enzymes in early stage drug discovery: A MOF and MIF
symphony. Rijksuniversiteit Groningen.

Copyright
Other than for strictly personal use, it is not permitted to download or to forward/distribute the text or part of it without the consent of the
author(s) and/or copyright holder(s), unless the work is under an open content license (like Creative Commons).
The publication may also be distributed here under the terms of Article 25fa of the Dutch Copyright Act, indicated by the “Taverne” license.
More information can be found on the University of Groningen website: https://www.rug.nl/library/open-access/self-archiving-pure/taverneamendment.
Take-down policy
If you believe that this document breaches copyright please contact us providing details, and we will remove access to the work immediately
and investigate your claim.

Downloaded from the University of Groningen/UMCG research database (Pure): http://www.rug.nl/research/portal. For technical reasons the
number of authors shown on this cover page is limited to 10 maximum.

Download date: 02-12-2022

Kinetics and inhibition of enzymes in
early stage drug discovery
A MOF and MIF symphony

Hannah Wapenaar
2017

The research described in this thesis was carried out at the Deparment of Chemical and
Pharmaceutical Biology at the University of Groningen and was financially supported by
the European Research Council (ERC starting grant 309782 awarded to FJ Dekker).
The research was carried out according to the requirements of the Graduate School of
Science, Faculty of Science and Engineering, University of Groningen, The Netherlands
Printing of this thesis was financially supported by the University Library and the
Graduate School of Science, University of Groningen, The Netherlands.
ISBN (ebook): 978-94-034-0285-7
ISBN (printed version): 978-94-034-0286-4
Layout and cover: Hannah Wapenaar
Printing: Ipskamp printing
Copyright © 2017 Hannah Wapenaar.

Kinetics and inhibition of enzymes in early stage drug
discovery
A MOF and MIF symphony

Proefschrift

ter verkrijging van de graad van doctor aan de
Rijksuniversiteit Groningen
op gezag van de
rector magnificus prof. dr. E. Sterken
en volgens besluit van het College voor Promoties.
De openbare verdediging zal plaatsvinden op
vrijdag 19 januari 2018 om 11.00 uur
door
Hannah Wapenaar
geboren op 4 februari 1990
te Tilburg

Promotores
Prof. dr. F.J. Dekker
Prof. dr. H.J. Haisma
Beoordelingscommissie
Prof. dr. M. Schmidt
Prof. dr. F. Hansen
Prof. dr. G. Sbardella

Paranimphen
Hilde van der Leeden
Nikolaos Eleftheriadis

Wie heeft wijsheid?
Wie kent de verklaring van de dingen?
De wijsheid straalt de mens van het gezicht
en verandert strenge ogen in een milde blik
Prediker 8, 1

Who is like the wise?
Who knows the explanation of things?
A person’s wisdom brightens their face
and changes its hard appearance.
Ecclesiastes 8, 1

Table of Contents
Chapter 1

Introduction and scope of the thesis 

9

PART 1

21

Chapter 2

Experimental
approaches
toward
acetyltransferase inhibitors as therapeutics

histone

Chapter 3

Enzyme kinetics and
acetyltransferase KAT8  

histone

Chapter 4

The relevance of Ki calculation for bi-substrate enzymes
illustrated by kinetic evaluation of a novel lysine (K)
acetyltransferase 8 inhibitor 

inhibition

of

 

23
57

91

Chapter 5

KAT8 inhibition in a different manner 

133

Chapter 6

Histone acetyltransferases: challenges in targeting bisubstrate enzymes 

149

PART 2
Chapter 7

173
Discovery of inhibitors of macrophage migration
inhibitory factor 

PART 3
Chapter 8

175

205
Summary and future perspectives 

207

Nederlandse samenvatting 

221

Appendices

229
Acknowledgements 

231

List of publications 

235

About the author 

237

