Universiteit

4 Leiden
The Netherlands

Towards improved drug action : target binding kinetics and functional

efficacy at the mGlu2 receptor
Doornbos, M.L.].

Citation

Doornbos, M. L. J. (2018, September 12). Towards improved drug action : target binding
kinetics and functional efficacy at the mGluZ2 receptor. Retrieved from
https://hdl.handle.net/1887/65384

Version: Not Applicable (or Unknown)

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

Downloaded from: https://hdl.handle.net/1887/65384

License:

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/1887/65384

Cover Page

The handle http://hdl.handle.net/1887/65384 holds various files of this Leiden University
dissertation.

Author: Doornbos, M.L.J.

Title: Towards improved drug action : target binding kinetics and functional efficacy at
the mGlu2 receptor

Issue Date: 2018-09-12


https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/65384
https://openaccess.leidenuniv.nl/handle/1887/1�

Towards improved drug action

Target binding kinetics and functional efficacy

at the mGlu, receptor

Maarten Doornbos



The research described in this thesis was performed at the division of Drug Discovery and
Safety of the Leiden Academic Centre for Drug Research (LACDR), Leiden University, The
Netherlands. The research was financially supported by the Vlaams Agentschap Innoveren &
Ondernemen, project number 120491.

Printing of the thesis was financially supported by PerkinElmer Nederland B.V. and the
LACDR, Leiden University.

Cover design and thesis layout: Maarten Doornbos

Printed by ProefschriftMaken || www.proefschriftmaken.nl
ISBN: 978-94-93019-54-6

© Maarten Doornbos, 2018

All rights reserved. No parts of this thesis may be reproduced in any form or by any means

without permission of the author.



Towards improved drug action

Target binding kinetics and functional efficacy

at the mGlu, receptor

PROEFSCHRIFT
ter verkrijging van
de graad van Doctor aan de Universiteit Leiden,
op gezag van Rector Magnificus prof.mr. C.J.].M. Stolker,
volgens besluit van het College voor Promoties
te verdedigen op woensdag 12 september 2018
klokke 15.00 uur

door

Maarten Lieuwe Jacobus Doornbos
geboren te Leiden
in 1989



Promotor:

Co-promotor:

Promotiecommissie:

Prof. dr. Ad IJzerman

Dr. Laura Heitman

Prof. dr. Hubertus Irth - Voorzitter

Prof. dr. Joke Bouwstra - Secretaris

Prof. dr. Hans Brauner-Osborne (Universiteit Kopenhagen)
Prof. dr. Jean-Philippe Pin (Universiteit Montpellier)

Prof. dr. Mario van der Stelt (Universiteit Leiden)









Chapter 1

Chapter 2

Chapter 3

Chapter 4

Chapter 5

Chapter 6

Chapter 7

TABLE OF CONTENTS

General Introduction

Molecular mechanism of positive allosteric modulation of the

metabotropic glutamate receptor 2 by JNJ-46281222
Impact of allosteric modulation: exploring the binding kinetics of
glutamate and other orthosteric ligands of the metabotropic

glutamate receptor 2

Discovery and kinetic profiling of 7-aryl-1,2,4-triazolo[4,3-a]pyridines:

positive allosteric modulators of the metabotropic glutamate receptor 2

A covalent allosteric probe for the metabotropic glutamate receptor 2:

Design, synthesis and pharmacological characterization

Constitutive activity of the metabotropic glutamate receptor 2

explored with a whole-cell label-free biosensor

Conclusions and future perspectives

Summary

Nederlandse samenvatting

Samenvatting voor leken

List of publications

Curriculum Vitae

Acknowledgements

23

47

71

109

133

155

173

177

181

186

189

191



