
When do clinicians usually 
extrapolate in their practice? 



Clinical  approach 

   « Extrapolation refers to the use of an  
empirical rule  

outside its field of validation » 
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    Frequent Extrapolation approaches  

          in Clinical setting 
  
 1/ ‘down/up’  the age class 
 2/ between medicines belonging to a class 
 3/ from one disease to another,  

     from one stage/line to another 
  

 
 

 

http://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRxqFQoTCNu4ofXu6ccCFYg3FAodNOcDCw&url=http://jblomo.github.io/datamining290/slides/2013-04-26-Outliers.html&bvm=bv.102022582,d.ZGU&psig=AFQjCNE68JTTflHnfYmV54sDwAVZJ48D6A&ust=1441884582398240


4 

    Frequent  
Extrapolation approaches in  Clinical 

setting  
 

 
  
 1/ down/up the age class 

 

https://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRxqFQoTCMTitIbT6ccCFcHXFAodnnwKtw&url=https://www.vectorstock.com/royalty-free-vector/age-evolution-silhouettes-vector-623341&bvm=bv.102022582,d.ZGU&psig=AFQjCNFKEDb0klOBqdVztrt6ECfmsfiHGQ&ust=1441877470646346
https://www.google.be/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&ved=0CAcQjRxqFQoTCLid4qnIkcgCFUtZGgodB_gPmA&url=https://www.iconfinder.com/icons/169655/anticlockwise_clear_clock_contraclockwise_counterclockwise_history_time_url_icon&psig=AFQjCNHZ0ZQXw3oPYlBgKD0QdYM_Z-sUrg&ust=1443249163783279


5 
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Rare  

Extrapolation approaches in Clinical setting  
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Rare  

Extrapolation approaches in Clinical setting  
 

  
  

Cystic fibrosis 
Congenital disorders 
(orphan conditions) 
  … 
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 1/ same medicine ‘down/up’  the age classes 
 
 

 
 
• Facing same disease ? 

 
 
 
 
& 

  
• Bio-availability is similar 
• PK is linear 
• Dose response is similar (PD) 

 
 or... 
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 1/ same medicine down/up the age class 
 
 
  
more robust 
at hand of a surrogate marker of efficacy 
(not necessarily safety) 

  
  
Vaccine 

HPV antibody response
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 1/ same medicine ‘down/up’  the age class 
 
 
 or targeting  an  ‘external’ pathogen 
 

 
 
 
Antibiotics in... 
CAP 
ICU 
ResistP 
  
  

‘ 
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 2/ between different medicines belonging to  

 a same class used for a specific disease 
   
  
• Drug/pro-drug  

([des] loratadine...) 
 

• Bio-equivalence  
(Release formulation, conversion factor) 
 

• Therapeutic equivalence 
(anti-TNF in MS, Blood factor substitution, ERT) 
(vaccines, based on sero-conversion factors) 
(one statine to another, monitored by LDL-Chol)) 
 

• Me-too, is not equi-potency  
(for E [long term effect statines]&/or S...) 
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 3/ same medicine from one disease/symptom  
 to a similar, from one stage to another 
 

  
• pain /fever 
• leukaemia/lymphoma 
• arthritis… 
• HTA [primary,secondary]/heart failure 
• Allergy/exercise induced asthma 
• Heart failure stage I,II,III,IV 
• Cancer stage, relapse... 
  
  



How do Clinicians behave? 
 

Interlinking 
 
• Mechanism of action of the disease 
 (pathogenesis/pathways) 
• Mechanism of action of the drug  
 (target, receptors) 
• Clinical condition/presentation  
 (individual sign & symptoms) 
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Within same ‘nosological’ entity 



    Across same  
   ‘pathological  
      pathways’ 
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PDCO 
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   Indication     

 

 
   Designation    

 

 
 

MoA 
 

 
Product 

 

  
Disease 

 

 
Conditions     

 

Clinicians 



Summary 

Extrapolation in use based on Clinical intuition 
• Signs & symptons (presentation) 
• Knowledge of the disease (pathogenicity) 
• Mechanism of action drug (target) 
• Personal experience (off-label) 
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We are working on it 
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