-1 Universiteit
%47 Leiden
The Netherlands

Cellular Immune responses during latent tuberculosis :

immunodiagnosis and correlates of protection
Leyten, E.M.S.

Citation

Leyten, E. M. S. (2008, October 8). Cellular Immune responses during latent
tuberculosis : immunodiagnosis and correlates of protection. Retrieved from
https://hdl.handle.net/1887/13137

Version: Corrected 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/1887/13137

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/1887/13137

Cellular Immune Responses during Latent Tuberculosis

Immunodiagnosis and Correlates of Protection

ELIANE M.S. LEYTEN



Copyright © 2008 E.M.S. Leyten, The Hague, The Netherlands.

All rights reserved. No part of this publication may be reproduced in any form or by any
means, by print, photocopy, electronically or any other means without permission of the
author.

ISBN: 978-90-813309-1-6

Cover illustration: Thin air; front: Christmas seal 1935: Fight tuberculosis with modern
weapons, back: Children at a sanatorium in the Swiss Alps (1923).

Cover design by Eliane Leyten

Lay-out and printed by Optima Grafische Communicatie, Rotterdam

Roche Nederland b.v., Janssen-Cilag b.v., Merck, Sharp & Dohme b.v., GlaxoSmithKline,
Pfizer, Gilead Sciences, Bristol-Myers Squibb and Abbott Nederland are gratefully
acknowledged for their financial support in the publication of this thesis.



Cellular Immune Responses during Latent Tuberculosis

Immunodiagnosis and Correlates of Protection

Proefschrift

ter verkrijging van
de graad van Doctor aan de Universiteit Leiden,
op gezag van Rector Magnificus prof. mr. PE. van der Heijden,
volgens besluit van het College voor Promoties
te verdedigen op woensdag 8 oktober 2008
klokke 16.15 uur

door

Eliane Madeleine Sophie Leyten

geboren te Tilburg
in 1969



Promotiecommissie

Promotores:

Copromotor:
Referent:

Overige leden:

Prof. dr. J.T. van Dissel
Prof. dr. TH.M. Ottenhoff

Dr. S.M. Arend

Prof. dr. P. Andersen, Statens Serum Institut, Copenhagen
Prof. dr. M.W. Borgdorff, KNCV tuberculosefonds en
Universiteit van Amsterdam

Prof. dr. R. R.P. de Vries
Prof. dr. K.EG. Rabe



Aan mijn ouders
Aan Wim, Amélie en Christiaan






CONTENTS

Chapter 1

PART |

Chapter 2

Chapter 3

Chapter 4

Chapter 5

Chapter 6

Chapter 7

Introduction 9
Outline of the thesis 22
IMMUNODIAGNOSIS

Specific T-cell epitopes for immunoassay-based diagnosis of 29

Mycobacterium tuberculosis infection.

Journal of Clinical Microbiology 2004 ;42(6):2379-87.

Use of enzyme-linked immunospot assay with Mycobacterium 49
tuberculosis-specific peptides for diagnosis of recent infection
with M. tuberculosis after accidental laboratory exposure.

Journal of Clinical Microbiology 2006;44(3): 1197-201

Effect of tuberculin skin testing on a Mycobacterium 67
tuberculosis-specific IFN-y assay.

European Respiratory Journal 2007;29(6):1212-6.

Comparison of two Mycobacterium tuberculosis-specific 79
interferon-gamma assays and tuberculin skin test for tracing
tuberculosis contacts.

Am J Respir Crit Care Med.2007;175(6):618-27.

Discrepancy between Mycobacterium tuberculosis-specific 107
gamma interferon release assays using short and prolonged in
vitro incubation.

Clinical and Vaccine Immunology 2007;14(7):880-5.

A patient with de novo tuberculosis during anti-tumor necrosis 121
factor-o therapy illustrating diagnostic pitfalls and paradoxical
response to treatment.

Clinical Infectious Diseases 2007;45(11):1470-5.



PART Il CELLULAR IMMUNITY DURING LATENCY

Chapter 8 Recognition of stage-specific mycobacterial antigens
differentiates between acute or latent infection with
M. tuberculosis.
Clinical and Vaccine immunology 2006; 113:179-86.

Chapter 9 Human T-cell responses to 25 novel antigens encoded by genes
of the dormancy regulon of Mycobacterium tuberculosis.
Microbes and Infection 2006; 8:2052-2060

Chapter 10 Summary and discussion
Nederlandse samenvatting
Dankwoord (acknowledgements)
Curriculum vitae

Publications

Abbreviations

133

151

169

199

215

219

221

223



