TABLE OF CONTENTS

Abbreviations 8
Chapter /  Introduction and Objectives 9
Glucocorticoids 10
P-glycoprotein 27
P-glycoprotein and glucocorticoids 36
Scope of the thesis 40
Chapter 2 mRNA expression of multidrug resistance P-glycoprotein in brain 45

Chapter 3  The multidrug efflux transporter P-glycoprotein hampers the access of cortisol
but not of corticosterone to mouse and human brain 59

Chapter 4  The role of the efflux transporter P-glycoprotein in brain penetration of
prednisolone 79

Chapter 5  Exclusion of dexamethasone from the brain leads to a selective central

hypocorticosteroid state 95
Chapter 6  General Discussion 115
Chapter 7 Summary and Main Conclusions 135
Chapter 8§ References 141
Chapter 9  Samenvatting 165

Addendum Efflux transporter P-glycoprotein, cortisol and uptake of the glucocorticoid

receptor antagonist C-1073 (RU486) in brain 171
Curriculum vitae 187
Publications 188

Nawoord 190



ABC-transporter
ACTH
ADX
AVP
BBB
BCB
CRH
CSF
CTRL
DEX
DST
GFAP
GR
HPA-axis
MDR
MR

MRP

Pgp
POMC
PVN

ABBREVIATIONS

adenosine triphosphate (ATP) binding cassette transporter

adrenocorticotropic hormone
adrenalectomy / adrenalectomised
arginine vasopressin

blood-brain barrier
blood-CSF-barrier
corticotropin-releasing hormone
cerebrospinal fluid

control

dexamethasone

dexamethasone suppression test

glial fibrillary acidic protein
glucocorticoid receptor
hypothalamus-pituitary-adrenal-axis
multidrug resistance
mineralocorticoid receptor

multidrug resistance-associated protein
P-glycoprotein

pro-opiomelanocortin

hypothalamic paraventricular nucleus
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