
Challenging the cholinergic system : ageing, cognition & inflammation
Alvarez-Jiménez, R.

Citation
Alvarez-Jiménez, R. (2017, June 1). Challenging the cholinergic system : ageing, cognition &
inflammation. Retrieved from https://hdl.handle.net/1887/49260
 
Version: Not Applicable (or Unknown)

License: Licence agreement concerning inclusion of doctoral thesis in the
Institutional Repository of the University of Leiden

Downloaded from: https://hdl.handle.net/1887/49260
 
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/1887/49260


 
Cover Page 

 
 

 
 
 

 
 
 

The handle http://hdl.handle.net/1887/49260 holds various files of this Leiden University 
dissertation 
 
Author: Alvarez-Jiménez, Ricardo 
Title: Challenging the cholinergic system : ageing, cognition & inflammation 
Issue Date: 2017-06-01 

https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/49260


challenging the cholinergic system: ageing, cognition & inflammation



challenging 
the cholinergic  
system: ageing, 

cognition &
inflammation

proefschrift  
ter verkrijging van de graad van Doctor  

aan de Universiteit Leiden, op gezag van de 
Rector Magnificus prof. mr. C. J. J. M. Stolker,  

volgens besluit van het College voor Promoties,  
te verdedigen op  

donderdag 1 juni 2017  
klokke 16:15 uur.

Door  
Ricardo Alvarez-Jiménez,  

geboren te Mexico Stad, Mexico  
in 1984.

a mis padres y abuelos



 chapter 1 
7  General introduction and outline of the thesis

 chapter 2 
25 Model-Based Exposure-Response Analysis to Quantify Age Related  

Differences in the Response to Scopolamine in Healthy Subjects

 chapter 3 
51  An Anti-Nicotinic Cognitive Challenge Model using Mecamylamine in 

Comparison with the Anti-Muscarinic Cognitive Challenge using Scopolamine

 chapter 4 
75  Reversal of Mecamylamine-Induced Effects in Healthy Subjects by Nicotine 

Receptor Agonists: Cognitive and (Electro)Physiological Responses

 chapter 5 
99  Pharmacokinetics and Pharmacodynamics of Oral Mecamylamine – 

Development of a Nicotinic Acetylcholine Receptor Antagonist Cognitive 
Challenge Test Using Modelling and Simulation

 chapter 6 
129  Approaches to Evaluate the Cholinergic Anti-inflammatory Reflex  

in Human Clinical Trials

 chapter 7 
149  EEG machine learning for accurate detection of cholinergic intervention  

and Alzheimer’s disease

 chapter 8
177  Discussion and final conclusions

193 English summary
201 Nederlandse samenvatting
211  Curriculum vitae
213 List of publications

Promotores
Prof. dr. J. M. A. van Gerven
Prof. dr. A. F. Cohen

Co-promotor 
Dr. G. J. Groeneveld

Leden promotiecommissie
Prof. dr. M. Danhof (Leiden Academic Centre for Drug Research)
Prof. dr. G. J. Blauw
Prof. dr. A. Maelicke (University of Maryland Medical School) †
Dr. T. van der Doef (Centre for Human Drug Research)

Design
Caroline de Lint (caro@delint.nl)

Cover illustr ation
Despojo de la memoria
Paul de Bie (info@pauldebie.com)

Publication of this thesis was financially supported by the foundation  
Centre for Human Drug Research in Leiden, the Netherlands


