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Who Started This?

“You are too kind; but 

you got the history 

correct. I'll bet your 

audience cracks up. Who 

is your audience?”

29 Jan 2012

 

http://www.linkedin.com/in/camillaolson  
29 Jan 2012 
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History of Pharsight

• Pharsoft founded by Camilla Olsen in early1996

– Name still used by Pharsight (Jan 2012)

• Idea proposed by Carl Peck to Camilla Olsen when attempts to 

commercialize NONMEM with Beal & Sheiner fell through

• Pharsight “Trial Designer” was originally based on a simulation 

engine licensed from the Right Dose First Time (RIDO) project 

which was developed at the University of Auckland (Nick 

Holford)
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Amazing Marketing

 

Lehmann HP. Pharsight Trial Designer. 
JAMA: The Journal of the American 
Medical Association. 1999;281(10):955-7. 
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A Key Insight from Lewis Sheiner
More than One Model!

• Covariate Distribution Model

– Distribution of age, sex, renal function, etc. 

– Create simulated “individuals”

• Input-Output (‘Drug Model’)

– Mechanistic (PKPD) preferred 

– Individual and Observation stochastic elements

• Nominal Protocol Model

– The ideal world

– Patients, treatments, observations

• Trial Execution Model

– Compliance, dropouts, missing samples

– Costs

 

Holford NHG, Hale M, Ko HC, Steimer J-
L, Sheiner LB, Peck CC. Simulation in 
Drug Development: Good Practices. 
http://bts.ucsf.edu/cdds/research/sddgpre
port.php. Last accessed 29 January 2012. 
1999. 
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What is the Trial Simulator?
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The Covariate Model
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The Drug Model
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The Nominal Design Model
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The Protocol Deviation Model
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Target Concentration Controlled Trial

Drug Model

 

Holford N, Black P, Couch R, Kennedy J, 
Briant R. Theophylline target 
concentration in severe airways 
obstruction - 10 or 20 mg/L? A 
randomised concentration-controlled trial. 
Clin Pharmacokinet. 1993A;25(6):495-
505. 
Holford N, Hashimoto Y, Sheiner LB. Time 
and theophylline concentration help 
explain the recovery of peak flow following 
acute airways obstruction. Population 
analysis of a randomised concentration 
controlled trial. Clin Pharmacokinet. 
1993B;25(6):506-15. 
 
 
 

Slide 
12 

©NHG Holford, 2004, all rights reserved.

Target Concentration Controlled Trial

Nominal Design Model

 

 
 
 

 


