
Characterization and re-evaluation of experimental pain models in
healthy subjects
Siebenga, P.S.

Citation
Siebenga, P. S. (2020, March 4). Characterization and re-evaluation of experimental pain
models in healthy subjects. Retrieved from https://hdl.handle.net/1887/86021
 
Version: Publisher's Version

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

Downloaded from: https://hdl.handle.net/1887/86021
 
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/1887/86021


 
Cover Page 

 
 

 
 
 

 
 
 

The handle http://hdl.handle.net/1887/86021 holds various files of this Leiden University 
dissertation. 
 
Author: Siebenga, P.S. 
Title: Characterization and re-evaluation of experimental pain models in healthy subjects 
Issue Date: 2020-03-04 
 

https://openaccess.leidenuniv.nl/handle/1887/1
http://hdl.handle.net/1887/86021
https://openaccess.leidenuniv.nl/handle/1887/1�


Ch a r aCt eriz at ion a nd re-e va luat ion of e x perimen ta l pa in models in he a lth y su bjeCt s

342_Omslag_01.indd   204-02-20   12:59



CharaCterization 
and re-evaluation  

of experimental  
pain models in  

healthy subjeCts

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 woensdag 04 maart 2020  
klokke 10:00 uur

door 
Pieter Sjoerd Siebenga

geboren te Dronten in 1984

 



Promotor
Prof. dr. A.F. Cohen

Co-promotor
Dr. G.J. Groeneveld

Leden promotiecommissie
Prof. dr. A. Dahan 
Prof. dr. A.E.W. Evers
Dr. J.L.M. Jongen
Prof. dr. E.C.M. de Lange

Design 
Caroline de Lint, Voorburg (caro@delint.nl)

     Sietske Atsma

The research described in this were carried out at the  
Centre for Human Drug Research in Leiden, The Netherlands. 

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

  1 Pharmacodynamic Evaluation: Pain Methodologies  —  7

 SeCt ion i the efficacy of different (novel) analgesics by using the 
PainCart 

  2 Analgesic potential of pf-06372865, an α2/α3/α5 subtype  
selective Gabaa partial agonist, demonstrated using a battery  
of evoked pain tasks in humans —  53

   3 Demonstration of an anti-hyperalgesic effect of a novel  
pan-Trk inhibitor pf-06273340 in a battery of human evoked  
pain models —  73

   4 Lack of detection of the analgesic properties of pf-05089771,  
a selective Nav1.7 inhibitor, using a battery of pain models in  
healthy subjects —  93

 SeCt ion ii Validation and improvement of human evoked pain models

   5 Reproducibility of a battery of human evoked pain models  
to detect pharmacological effects of analgesic drugs —  109

   6 Effect profile of paracetamol, d9-thC and promethazine  
using an evoked pain test battery in healthy subjects —  127

   7 The ultraviolet-B heat pain model: postinflammatory 
hyperpigmentation and validation of a lower exposure paradigm  
to induce hyperalgesia in healthy subjects —  147

   8 The capsaicin-induced hyperalgesia model: validation and 
incorporation in a multi-modal nociceptive and hyperalgesia  
pain test battery to detect analgesic effects of drugs in healthy 
subjects —  163

   9 General discussion —  185

   Nederlandse samenvatting —  201
   Appendices —  211


