Universiteit

4 Leiden
The Netherlands

Somatic POLE exonuclease domain mutations in endometrial cancer :

Insights into the biology of POLE-mutant tumors
Gool, I.C. van

Citation

Gool, I. C. van. (2018, June 14). Somatic POLE exonuclease domain mutations in endometrial
cancer : Insights into the biology of POLE-mutant tumors. Retrieved from
https://hdl.handle.net/1887/62813

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/1887/62813

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/1887/62813

Cover Page

The handle http://hdl.handle.net/1887/62813 holds various files of this Leiden University
dissertation.

Author: Gool, I.C. van

Title: Somatic POLE exonuclease domain mutations in endometrial cancer : Insights into
the biology of POLE-mutant tumors

Issue Date: 2018-06-14


https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/62813
https://openaccess.leidenuniv.nl/handle/1887/1�

Somatic POLE exonuclease domain
mutations in endometrial cancer

Insights into the biology of POLE-mutant tumors

Inge Charlotte Van Gool



Somatic POLE exonuclease domain mutations in endometrial cancer

Insights into the biology of POLE-mutant tumors

© Inge C.Van Gool, 2018, Leiden, The Netherlands

All rights reserved. No part of this thesis may be reproduced, stored in a retrieval system
or transmitted in any form or by any means, without prior written permission of the
author.

ISBN: 978-94-6361-072-8

Cover design: Evelien Jagtman
Lay-out and print: Optima Grafische Communicatie, Rotterdam, The Netherlands

Financial support for the publication of this thesis was kindly provided by the depart-
ment of Pathology of the Leiden University Medical Center, Stichting Olijf, ChipSoft, and
Thermo Fisher Scientific.



Somatic POLE exonuclease domain
mutations in endometrial cancer

Insights into the biology of POLE-mutant tumors

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 donderdag 14 juni 2018
klokke 16:15 uur

door

Inge Charlotte Van Gool
geboren te Zwijndrecht
op 29 december 1992



Promotores:

Co-promotor:

Promotiecommissie:

Prof. dr. V.T.H.B.M. Smit
Prof. dr. C.L. Creutzberg

dr.T. Bosse

Prof. dr. C.A.M. Marijnen

Prof. dr. S.M. van der Maarel

Prof. dr. F. Amant, Nederlands Kanker Instituut/KU Leuven
Dr. D.N. Church, University of Oxford



Gelukkig kunnen we erbij zitten
Opa Van Gool, t 2013






CONTENTS

Chapter 1
Chapter 2

Chapter 3

Chapter 4

Chapter 5

Chapter 6

Chapter 7

Chapter 8

Appendices

Introduction

A panoply of errors: polymerase proofreading domain mutations
in cancer

Nature Reviews Cancer 2016,16(2):71-81

Blinded histopathological characterization of POLE exonuclease
domain-mutant endometrial cancers: sheep in wolf’s clothing
Histopathology 2017;72(2):248-258

POLE proofreading mutations elicit an antitumor immune
response in endometrial cancer

Clinical Cancer Research 2015;21(14):3347-3355

POLE proofreading mutation, immune response and prognosis in
endometrial cancer

Oncoimmunology 2015;5(3):e1072675

Immunological profiling of molecularly classified high-risk
endometrial cancers identifies POLE-mutant and microsatellite-
unstable carcinomas as candidates for checkpoint inhibition
Oncoimmunology 2016;6(2):e1264565

Adjuvant treatment for POLE proofreading-domain mutant
cancers: sensitivity to radiotherapy, chemotherapy, and
nucleoside analogs

Clinical Cancer Research 2018

Somatic POLE exonuclease domain mutations are early events in
sporadic endometrial and colorectal carcinogenesis, determining
driver mutation landscape, clonal neoantigen burden and
immune response

Journal of Pathology 2018

Discussion and future perspectives

Nederlandse samenvatting
Author affiliations

List of publications
Curriculum vitae
Dankwoord

29

59

83

113

121

149

173

211

235
241
245
247
249



