d
A
&
15,

Universiteit

*dlied) Leiden
'M% The Netherlands

5
3
H oo
B
=
=)
@\
-3

o

Combatting metabolic disease : ethnic aspects, mechanisms and novel

treatment strategies
Nahon, K.J.

Citation
Nahon, K. J. (2018, November 15). Combatting metabolic disease : ethnic aspects,
mechanisms and novel treatment strategies. Retrieved from https://hdl.handle.net/1887/66800

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/1887/66800

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/1887/66800

Cover Page

The handle http://hdl.handle.net/1887/66800 holds various files of this Leiden University

dissertation.

Author: Nahon, K.J.

Title: Combatting metabolic disease : ethnic aspects, mechanisms and novel treatment
strategies
Issue Date: 2018-11-15


https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/66800
https://openaccess.leidenuniv.nl/handle/1887/1�

COMBATTING METABOLIC DISEASE

Ethnic aspects, mechanisms and novel treatment strategies

Kimberly Nahon



Combatting metabolic disease:

Ethnic aspects, mechanisms and novel treatment strategies
©2018, Kimberly Nahon

Layout and printed by: Optima Grafische Communicatie (www.ogc.nl)
ISBN: 978-94-6361-149-7



COMBATTING METABOLIC DISEASE

Ethnic aspects, mechanisms and novel treatment strategies

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 15 november 2018
klokke 15.00 uur

door

Kimberly Jessica Nahon

Geboren te Voorburg
In 1987



Promotor Prof. dr. PC.N. Rensen

Copromotoren Dr. M.R. Boon
Dr. .M. Jazet

Leden promotiecommissie Prof. dr. L.-F. de Geus Oei
Prof. dr. H. Pijl

Prof. dr. S. Kersten (WUR, Wageningen)
Dr. R.H.L. Houtkooper (UvA, Amsterdam)

The work described in this thesis was performed at the department of Medicine, division
of Endocrinology, Leiden University Medical Center, Leiden, The Netherlands, and at the
Einthoven Laboratory for Experimental Vascular Medicine, Leiden, The Netherlands.

Financial support by the Dutch Heart Foundation for publication of this thesis is grate-
fully acknowledged. The printing of this thesis was kindly supported by Sanofi and
Chipsoft.



TABLE OF CONTENTS

Chapter 1 General introduction and outline 7

PART 1: Insights in the metabolic profile of South Asians versus white Caucasians

Chapter2  Endocannabinoid tone is higher in healthy lean South Asian than 27
white Caucasian men

Chapter 3  Gene expression of endocannabinoid system components in 47
skeletal muscle and adipose tissue of South Asians and white
Caucasians with overweight

Chapter4  Short-term cooling increases serum angiopoietin-like-4 levels in 63
healthy lean men

Chapter 5 Physiological changes due to mild cooling in healthy lean males 75
of white Caucasian and South Asian descent: a metabolomics
study

PART 2: Novel BAT-targeted pharmacological strategies to combat metabolic disease

Chapter 6  Effect of mirabegron on energy expenditure and brown adipose 93
tissue in healthy lean South Asian and white Caucasian men

Chapter 7  Effect of sitagliptin on energy metabolism and brown adipose 119
tissue in overweight individuals with prediabetes: a randomized
placebo-controlled trial

Chapter8 General discussion and future perspectives 155
Chapter9  Summary 185
Nederlandse samenvatting 191
List of publications 197
Curriculum vitae 199

Dankwoord 201








