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DISCLAIMER

This presentation reflects the views of the 
presenter and should not be construed to 
represent FDA’s views or policies.
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Pharmaceutical quality 
assures the 
availability, 
safety, 
and efficacy 
of every dose.

Everyone deserves confidence 
in their next dose of medicine. 

www.fda.gov
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Building PBBM with no IV data:
A regulatory perspective
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Case Study



8

• Post-approval, Applicant noted increase in need 
for dissolution testing at Stage 2 and Stage 3. 

• Drug Product is IR Tablet, BCS Class 2 DS (with 
pH dependent solubility).

• Applicant submitted PBBM to assess the clinical 
impact of not meeting the dissolution 
specification and to support widening of the AC.

Background & Model Objective
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PBBM Model:
Development, Validation, Application

• All compound specific parameters were 
experimentally obtained

• Compartmental model derived from low dose 
oral solution PK data in healthy subjects

• Z-factor dissolution model
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PBBM Model:
Development, Validation, Application

• Ability of model to predict PK parameters of 3 
different formulations (one which was non-BE in a 
relative BA study)

• Ability of model to predict PK parameters at different 
doses

• Ability of model to predict PK parameters in fed state 
vs fasting state
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PBBM Model:
Development, Validation, Application

Prediction Error acceptable 
under Fed Conditions, but 

greater than 20% PE for 
Fasting Conditions
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PBBM Model:
Development, Validation, Application

• 10 virtual crossover trials
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PBBM Summary

• Model was considered acceptable and 
supported widening of the dissolution 
acceptance criterion

• Additional considerations in decision making:

– Discriminating ability of the dissolution method, 
other drug product controls, Clinical PK data (e.g., 
Tmax).
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Final Thoughts

• IV data is preferred

• If IV data is not available, building disposition model for 
PBBM with p.o. may be possible if mechanisms impacting 
gut bioavailability are well understood (e.g., through 
mass-balance study). Use of other data (e.g., oral solution 
PK, popPK, SAD, MAD, DDI studies) to build and support 
disposition model may be acceptable.

• Evaluation will be made on a case-by-case basis.
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Thank you!
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