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(57) ABSTRACT

The invention provides a method for determining a dose and
schedule and making dose adjustments ofPBA prodrugs used
to treat nitrogen retention states, or ammonia accumulation
disorders, by measuring urinary excretion of phenylaeetyl-
glutamine and/0r total urinary nitrogen. The invention pro-
vides methods to select an appropriate dosage of a PBA
prodrug based on the patient’s dietary protein intake, or based
on previous treatments administered to the patient. The meth—
ods are applicable to selecting or modifying a dosing regimen
for a subject receiving an orally administered ammonia scav-
enging drug.
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Figure 1
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Figure 2

A conventional clinical pharmacology model in which only drug reaching the central (systemic)
circulation is assumed to be active.

PK/PD Modeling of PBA/PAA/PAGN/UPAGN

- Conventional Approach -

. HPN-100 or Note: ,

BuPhe"VI® This model only allows for conversion of PBA to
PM to PAGN in the systemic (labeled ‘centra|’)

,................ _, plasma compartment. Bioavailability and drug
: ' effect is assume to relate directly to plasma

metabolite concentations

  

  Covariate

BSA/1.73 x VMI, VM2, VPBl VPA, VPG
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