Universiteit

U Leiden
The Netherlands

Clinical implications of immunecell infiltration in vulvar intraepithelial

neoplasia
Esch, Edith Margarethe Gertrude van

Citation
Esch, E. M. G. van. (2015, December 1). Clinical implications of immunecell infiltration in
vulvar intraepithelial neoplasia. Retrieved from https://hdl.handle.net/1887/36504

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/1887/36504

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/1887/36504

Cover Page

The handle http://hdl.handle.net/1887/36504 holds various files of this Leiden University
dissertation

Author: Esch, Edith van

Title: Clinical implications of immune cell infiltration in vulvar intraepithelial neoplasia
Issue Date: 2015-12-01


https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/36504




Clinical implications of immune cell infiltration in

vulvar intraepithelial neoplasia

Edith van Esch



Clinical implications of immune cell infiltration in vulvar intraepithelial neoplasia
Edith van Esch

The research presented in this thesis was performed at the Departments of Gynaecology,
Clinical Oncology and Pathology of the Leiden University Medical Center, the Netherlands.

Cover: Liselot Roben
Layout and printing: Gildeprint — Enschede

ISBN: 978-94-6233-118-1

All rights reserved. No parts of this thesis may be reproduced, stored or transmitted in any
form or by any means without permission of the copyright owner.
© 2015 E.M.G. van Esch

Publication of this thesis was financially supported by: BMA B.V. (Mosos), ChipSoft B.V., ISA
Pharmaceuticals, de Nederlandse Vereniging voor Vulvapathologie (NVvVP) the department
of Clinical Oncology LUMC and the department of Pathology LUMC.



Clinical implications of immune cell infiltration in

vulvar intraepithelial neoplasia

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 dinsdag 1 december 2015
klokke 15.00 uur

door

Edith Margarethe Gertrude van Esch
geboren te Tilburg in 1984



Promotiecommissie

Promotores:

Co-promotores:

Overige leden:

Prof. dr. S.H. van der Burg
Prof. dr. J.B.M.Z. Trimbos

Mw. dr. M.L.E. van Poelgeest
Prof. dr. H.W. Nijman - Universitair Medisch Centrum Groningen

Prof. dr. T.H.B.M. Smit
Mw. Prof. dr. I.J.M. de Vries - Radboud UMC Nijmegen









Table of contents

Chapter 1

Chapter 2

Chapter 3

Chapter 4

Chapter 5

Chapter 6

Chapter 7

Chapter 8

Chapter 9

General introduction

Treatment failure in patients with HPV 16-induced vulvar
intraepithelial neoplasia: understanding different clinical responses
to immunotherapy

Expert Rev. Vaccines 2012 Jul;11(7):821-40

Clinical characteristics associated with development of recurrence
and progression in usual-type vulvar intraepithelial neoplasia.
Int J Gynecol Cancer 2013 Oct;23(8):1476-83

Alterations in classical and nonclassical HLA expression in recurrent
and progressive HPV-induced usual vulvar intraepithelial neoplasia
and implications for immunotherapy.

Int J Cancer 2014 Aug 15;135(4):830-42

Expression of coinhibitory receptors on T cells in the
microenvironment of usual vulvar intraepithelial neoplasia is
related to proinflammatory effector T cells and an increased
recurrence-free survival.

Int J Cancer 2015 Feb; 136:95-106

Intraepithelial macrophage infiltration is related to a high number

of regulatory T cells and promotes a progressive course of HPV-induced

vulvar neoplasia.
Int J Cancer 2015 Feb; 136: 85-94

Analysis of myeloid cells and lymphocytes by expression of
co-inhibitory molecules and phosphorylation of signal transduction
activators of transcription (STAT) after stimulation in peripheral

blood of patients with high grade usual vulvar intraepithelial neoplasia

Manuscript in preparation

Summary and General discussion

Nederlandse samenvatting

35

71

87

109

131

151

197

215



Addendum

List of abbreviations
Dankwoord
Curriculum Vitae
List of publications

225
231
237
241





