-1 Universiteit
%47 Leiden
The Netherlands

Biophysics of disordered nuclear receptors and their DNA
binding regulation
Heling, LW.H.J.

Citation

Heling, L. W. H. J. (2026, June 25). Biophysics of disordered nuclear
receptors and their DNA binding regulation. Retrieved from
https://hdl.handle.net/1887/4306978

Version: Publisher's Version
Licence agreement concerning inclusion of doctoral
License: thesis in the Institutional Repository of the University
of Leiden

Downloaded from: https://hdl.handle.net/1887/4306978

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/1887/4306978

Biophysics of disordered nuclear receptors
and their DNA binding regulation

Laurens W.H.J. Heling



Cover Laurens W.H.J. Heling | with permission of Guy Garvey (elbow).
Inside illustration adapted from David S. Goodsell (RCSB PDB).

Layout Laurens W.H.J. Heling
Printed by Ridderprint | www.ridderprint.nl
ISBN 978-94-6537-440-6

© Copyright, Laurens W.H.J. Heling, 2026
All rights reserved. No part of this book may be reproduced in any form or by any means
without permission of the author.



Biophysics of disordered nuclear receptors
and their DNA binding regulation

Proefschrift
ter verkrijging van
de graad van doctor aan de Universiteit Leiden,
op gezag van rector magnificus prof.dr. S. de Rijcke,
volgens besluit van het college voor promoties

te verdedigen op donderdag 25 juni 2026
klokke 16:00 uur

door

Laurens Wilhelmus Hubrecht Joseph Heling

geboren te Zoetermeer, Nederland

in 1994



Promotores Dr. A. Mashaghi Tabari
Prof.dr. W.M.C. van Roon-Mom (LUMC)

Co-promotor Dr. V. Sheikhhassani

Promotiecommissie Prof.dr. M. van Eck
Prof.dr. E.C.M. de Lange
Dr. A.S. Wentink
Prof.dr. O.C. Meijer (LUMC)
Prof.dr. A.B. Houtsmuller (Erasmus MC)

Dr. W. Jespers (Rijksuniversiteit Groningen)

Theresearch described in this thesis was performed at the division Systems Pharmacology
and Pharmacy of the Leiden Academic Centre for Drug Research (LACDR), Universiteit
Leiden (Leiden, The Netherlands).



“If you want to view paradise

Simply look around and view it”

Gene Wilder






Table of contents

10

32

68

96

120

136

152
154
162
163
164

CHAPTER 1

CHAPTER 2

CHAPTER 3

CHAPTER 4

CHAPTER 5

CHAPTER 6

APPENDICES

Beyond the Structure: the Role of Intrinsic Disorderin
Nuclear Receptors

Polyglutamine Expansion induced Dynamic Misfolding of
Androgen Receptor
Published in Protein Science (2025)

Deciphering the Allosteric Control of Androgen Receptor
DNA Binding by its Disordered N-Terminal Domain
Published in Molecular and Cellular Endocrinology (2025)

Modulation of Nur77-DNA Interactions by the
Glucocorticoid Receptor
Published in Biochemical Journal (2026)

Single-molecule and thermophoretic analyses reveal
Cytosporone B mediated DNA binding and search
mechanism of the nuclear receptor Nur77
Manuscript in preparation

General Discussion and Perspectives

English summary
Nederlandse samenvatting
List of publications
Curriculum Vitae
Acknowledgements



