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The repercussions of T cell recognition can reach far beyond the antigen-presenting cell.
The titan Atlas, from Greek mythology, represents an HLA molecule, presenting a cytosolic
peptide to the extracellular world. The Greek pillars, atypically bent and representing a T
cell receptor (TCR), rest heavily on the Atlas’s shoulders. The pressure on his feet exerted by
the TCR causes the ground to ripple far beyond Atlas’s position.

Code to simulate the waves is inspired by
https://www.ixm-ibrahim.com/explanations/simulating-water-ripplesand
available at https://github.com/slagtermaarten/thesis-waves.

The depiction of Atlas was generated by Microsoft Copilot and manually shaded. The font
used on the cover is Yu Gothic.

The work presented in this thesis has been supported by EU Horizon 2020 project APERIM:
Advanced bioinformatics platform for PERsonalised cancer IMmunotherapy (grant agree-
ment ID: 633592).

Printed by: Gildeprint

ISBN: 978-94-6496-451-6

Typesetting of the main text was done using BIEX. The font used for the book is Cochineal.
Printing of this thesis was financially supported by the NKI-AvL.

Copyright © 2025 Maarten Slagter. 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 permission of the author and the publisher holding the
copyright of the articles.


https://www.ixm-ibrahim.com/explanations/simulating-water-ripples
https://github.com/slagtermaarten/thesis-waves

The Repercussions of Recognition

Imprints of T cells on the Tumor Microenvironment

Proefschrift

ter verkrijging van
de graad van doctor aan de Universiteit Leiden,
op gezag van rector magnificus prof.dr.ir. H. Bij],
volgens besluit van het college voor promoties
te verdedigen op dinsdag 23 september 2025

klokke 16:00 uur

door

Maarten Slagter
geboren te Amsterdam

in 1987



Promotiecomissie

Promotors:

Overige leden:

Prof. dr. T. N. M. Schumacher
Prof. dr. L. F. A. Wessels

Prof. dr. R. de Boer

Prof. dr. J. Borghans

Dr. M. Kok

Dr. A. Mahfouz

Prof. dr. K. Visser

Technische Universiteit Delft

Universiteit Utrecht

Universiteit Utrecht

het Nederlands Kanker Instituut



CONTENTS

1

Scope of this thesis 1

[ The clinical utility of T cells in cancer 9

2 Benchmarking the foreignness of human malignancies 11
3 Immune induction strategies in metastatic triple negative breast cancer to
enhance the sensitivity to PD-1 blockade: the TONIC-trial 43
II  'The effects of T cells on the tumor microenvironment 93
4 Lack of detectable neoantigen depletion in treatment-naive cancers 95

Distinct spatiotemporal dynamics of CD8" T cell derived cytokines in the

tumor microenvironment 155

D 195



Appendix A

Summary

Appendix B

Samenvatting

Appendix C

Acknowledgments

Appendix D

Curriculum vitae

Appendix E

List of Publications

211

215

219

221

223



