Session 6 (Biopharmaceutics and Clinical Pharmacology Considerations) breakout discussion topics

Topic A. Approaches to assure ongoing quality/equivalence of pediatric products and Implications for
extemporaneous formulations

Moderator: Shirley Seo, Lucy Fang, and Jack Cook

What comments do you have on the suitability of the following methods to assure ongoing
quality/equivalence of pediatric products (e.g. for pediatric products undergoing a SUPAC change):

In vivo bioequivalence in adults

Biowaiver based on adult BCS

In vivo bioequivalence in pediatric population
Biowaiver based on pediatric BCS

What are the advantages/disadvantages in employing extemporaneous formulation in pediatric clinical
research?

A manufacturer indicates that a pediatric formulation cannot be manufactured, such that the
manufacturer proposes extemporaneous compounding of a clinical trial formulation. What evidence
should the manufacturer provide to indicate that a product cannot be manufactured?

Apple sauce is not readily available in all parts of the world. For formulation in food, what specific
alternatives are there to apple sauce (e.g. other mashed food alternatives)?

Topic B. Utility of PBPK modeling to facilitate pediatric drug development

Moderator: Tycho Heimbach
When should PBPK modeling be conducted for pediatric populations?

Should a PBPK model be qualified in adults before attempting to predict pediatric populations? How
(i.e. methodology and criteria) would a model be qualified?

What drug input parameters and physiological systems parameters are required?
What non-drug-specific system physiology parameters are unknown?

Under what circumstances does PBPK modeling offer advantages in pediatric drug development
compared to conventional approaches? In such situations, in what way are these tools adequate or
need further refinement?



When are empirical models best used?

What parameter sensitivity analyses should be conducted to inform clinical trials and health authority
requests?

Can PBPK be used to evaluate ethnic differences/sensitivities and PK or PD?

It sometimes is critical to achieve dosing accuracy in the clinic, especially for neonates and infants; what
best practices do you recommend for dosing accuracy?

Topic C. Pediatric BCS

Moderator: James Polli

Regarding pediatric BCS, for which pediatric ages, if any, is the adult BCS adequate for biowaiver of
pediatric products? With an eye towards a pediatric BCS to allow for biowaiver of pediatric products,
suggest attributes and test methods for a pediatric BCS. What research is necessary for the
development of a pediatric BCS?

Assume a pediatric BCS is developed and differs from the adult BCS and that it is more restrictive (i.e.
adult BCS allows more biowaivers than pediatric BCS across same drugs). For a compound/product that
meets the adult BCS biowaiver criteria, but does not meet it for the pediatric BCS biowaiver criteria, how
should bioequivalence be established?

o In the case of a drug that fails to meet pediatric BCS criteria but meets adult BCS criteria, doing
an in vivo BEstudy in adults would not add assurance for equivalence in pediatric population. By meeting
adult biowaiver criteria, BE in adults is demonstrated. However, requiring an in vivo BE study in adults
would unnecessarily be subjects at risk with no gain in knowledge.

. If a BE trial must be done in a pediatric population, consider that it would likely be done in
patients who would receive benefit. This design would likely mean a significant duration of treatment in
a pediatric BE trial (or some kind of extension trial).
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