Cover Page

The handle http://hdl.handle.net/1887/20907 holds various files of this Leiden University
dissertation.

Author: Pang, Baoxu

Title: Understanding immunotherapy and chemotherapy : new way of antigen cross-
presentation and novel anti-tumor effects by doxorubicin

Issue Date: 2013-05-28


https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/20907
https://openaccess.leidenuniv.nl/handle/1887/1�

Understanding immunotherapy and
chemotherapy—
New way of antigen cross-presentation
and novel anti-tumor effects by
doxorubicin

Baoxu Pang



Copyright © 2013 by Baoxu Pang
All rights reserved.

ISBN: 978-94-91688-01-0

The research described in this thesis was performed at the Division of Cell Biology Il, The
Netherlands Cancer Institute - Antoni van Leeuwenhoek Ziekenhuis (NKI-AvL) under the
guidance of Prof. dr. J. Neefjes and was supported by Netherlands Organization of Scientific
Research (NOW), Dutch Cancer Society (KWF) and an European Research Council (ERC)
Advanced Grant.

Financial support for the publication of this thesis was provided by: Dutch Cancer Society
(KWF) and the Netherlands Cancer Institute

Layout and Print by Nauka Amsterdam



Understanding immunotherapy and
chemotherapy—
New way of antigen cross-presentation
and novel anti-tumor effects by
doxorubicin

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 28 mei 2013
klokke 13:45 uur

door
Baoxu Pang

geboren te Changchun, Jilin Province, China
in 1981



Promotiecommissie

Promotor:

Overige leden:

Prof. dr. J. J. Neefjes

Prof. dr. P. Borst
Universiteit van Amsterdam

Prof. dr. J. Borst
Universiteit van Amsterdam

Prof. dr. H. Ovaa

Prof. dr. P. Huijgens
Vrije Universiteit Amsterdam

Prof. dr. F. Koning

Prof. dr. J. Brouwer



Table of contents

Part I: For better immunotherapy..........cccccoooiiiiiiiiiiiiiiiii 7
Chapter 1 Connect the Immune System: Roles of Gap Junctions in
Antigen Presentation and T Cell Activation .........cccoccevinieniiccnicenne 9
Review book chapter, Connexin Cell Communication
Channels: Roles in the Immune System and
Immunopathology, CRC Press, Taylor & Francis, 2013; 89-98.
Chapter 2 Direct Antigen Presentation and Gap Junction Mediated
Cross-Presentation during Apoptosis ...........cccccoiiiiiiiiiiiciiee. 21
Article, The Journal of Immunology, 183 1083-1090 (2009)
Chapter 3~ Coupled for Cross-Presentation in Tumor Immunotherapy ............. 41
Perspective, Science Translational Medicine, 2, 44ps40 (2010)
Connecting paragraph: immunotherapy and chemotherapy............c.cccocoiii 53
Part II: For better chemotherapy.........cccoooiiiiiiiiiiiiii 57
Chapter 4 Introduction of part Il..........cccooiiiiiii 59
Chapter 5 Modulation of DNA Repair and the Epigenetic Landscape by
Selective Histone Eviction: a Novel Mechanism of Doxorubicin
ANti-CanCer ACHIVILY .....cooiiiiiiiiiiic e 71
Article, Nature Communications, accepted
Chapter 6  Supplementary Data of Modulation of DNA Repair and the
Epigenetic Landscape by Selective Histone Eviction: a Novel
Mechanism of Doxorubicin Anti-cancer ActiVity ........c.cocceeevreennen. 103
Chapter 7 Summary and perspective of part Il...........ccccociiiiiiii, 145
Addendum  SUMMATY ..o e 154
Nederlandse Samenvatting ........cccooevieiiiiiiiiiiecee e 156
B oo s 158
Curriculum Vitae.......oooiiiiiiiiiiiic e 160
PUBlICatioNS. .....cuiiiiiiic e 161

Acknowledgements ........cocieiiiiiiiiii 162






