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ABSTRACT 

Development of successful therapeutic interventions in Central Nervous Systems (CNS) 

disorders is a daunting challenge with a low success rate. Probable reasons include the lack of 

translation from preclinical animal models, the individual variability of many pathological 

processes converging upon the same clinical phenotype, the pharmacodynamical interaction of 

various comedications and last but not least the complexity of the human brain.  This paper 

argues for a re-engineering of the pharmaceutical CNS Research & Development strategy using 

ideas focused on advanced computer modeling and simulation from adjacent engineering-based 

industries. We provide examples that such a Quantitative Systems Pharmacology approach based 

on computer simulation of biological processes and that combines the best of preclinical research 

with actual clinical outcomes can enhance translation to the clinical situation. We will expand 

upon (1) the need to go from Big Data to Smart Data and develop predictive and quantitative 

algorithms that are actionable for the pharma industry, (2) using this platform as a “knowledge 

machine” that captures community-wide expertise in an active hypothesis-testing approach, (3) 

learning from failed clinical trials and (4) the need to go beyond simple linear hypotheses and 

embrace complex non-linear hypotheses. We will propose a strategy for applying these concepts 

to the substantial individual variability of AD patient subgroups and the treatment of 

neuropsychiatric problems in AD. Quantitative Systems Pharmacology is a new ‘humanized’ 

tool for supporting drug discovery and development in general and CNS disorders in particular. 
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