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Finding New Drugs Is Difficult 

• In many disorders with unmet medical need,  

– Our understanding of disease biology is incomplete, making it difficult to 

choose targets that result in effective drugs 

– Even when disease is better understood, finding targets that reliably move 

biology can be challenging (e.g. tau, a-synuclein) 
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• Compared with other disease areas, CNS disorders have been relatively 

less tractable to finding new treatments as measured by success rates: 

– From 1995 to 2007 the proportion of all new CNS drugs with a first in human 

dose that ultimately received regulatory approval was 6.2%1 

– Benchmarking data suggest that CNS (neurology/psychiatry/pain) success 

rates are among the lowest of the major therapeutic areas 

– As many new drugs are iterative (e.g. 2nd or 3rd in class, etc.), the success 

rates for truly novel (‘unprecedented’) mechanisms may be overstated 

– In recent years, many companies previously active in developing novel CNS 

drugs have exited the area, despite the large unmet medical need that remains 
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The Challenge 

 

To serve patients well and increase the flow of needed 

drugs, we will need more efficient discovery and 

development methods, and improved success rates 

 

The focus today is to explore and discuss paths toward this goal 
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• Target validation can come from a number of 

different sources—genetics, pathophysiology, 

clinical observation, animal models, etc. 

 

• The limitations of animal models have been 

increasingly recognized, and emphasis is shifting 

towards validating targets with human data 
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• Animal models often can usefully explore whether a given 

pharmacology can effect desired biological changes 
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• However, this is the exception rather than the rule... Many 

of the most important and most common disorders of the 

human CNS do not occur in animals, and, in general, 
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• In some instances, animal models can predict efficacy, 

notably for behaviors whose physiology is conserved 

across species (e.g. sleep), or relative to a particular 

pharmacological aspect of a disorder 

 

 

 

 

 

• However, this is the exception rather than the rule... Many 

of the most important and most common disorders of the 

human CNS do not occur in animals, and, in general, 

animal models that attempt to replicate CNS disorders or 

behavioral syndromes have been poor predictors of 

efficacy in humans 

 

• Thus better approaches and paradigms are needed 
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The Most Common Reason For Failure Is Inefficacy: 

The Drug Candidate Does Not Demonstrate The 

Desired Therapeutic Benefit 
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To encourage increased efforts to find and develop new 

CNS therapeutics there are several potential ‘levers’ 
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Today’s Focus 


