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“Remember that wherever your heart is, there you will find your treasure.”

Paulo Coelho, The Alchemist



Table of contents

Chapter 1

General introduction

Chapter 2

Potent sn-1 diacylglycerol lipase a inhibitor discovered by in silico screening

Chapter 3

Comprehensive analysis of structure-activity relationships of a-ketoheterocycles
as sn-1 diacylglycerol lipase a inhibitors

Chapter 4

a-Ketoheterocycles as highly selective and drug-like sn-1 diacylglycerol
lipase a inhibitors

Chapter 5

Discovery of glycine sulfonamides as dual inhibitors of sn-1 diacylglycerol
lipase a and a/B hydrolase domain 6

17

33

59

81



Chapter 6

Discovery of sulfonyl-1,2,4-triazole ureas as sn-1 diacylglycerol lipase a
inhibitors by HTS-ABPP

Chapter 7

Discovery of 1,2,4-triazole ureas sulfonamides ureas as in vivo active
o/B hydrolase domain 16A inhibitors

Chapter 8

Inhibitors of diacylglycerol lipases in neurodegenerative and metabolic disorders

Chapter 9

Summary and future prospects

Samenvatting

List of publications

Curriculum Vitae

109

141

161

175

191

198

200






