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(57) ABSTRACT

The invention provides a method for determining a dose and
schedule and making dose adjustments of PBA prodrugs used
to treat nitrogen retention states, or ammonia accumulation
disorders, by measuring urinary excretion of phenylacetyl-
glutamine and/or 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

Sodium Phenlybutyrate

| Jaiogluarsts NN, | |
| Phenylecetylglutamine |

Par Pharmaceutical, Inc. Ex. 1004

D C K E T Par v. Horizon, IPR of Patent Nos. 9,254,278, 9,095,559, and 9,326,966
. C Page 2 of 39

A R M Find authenticated court documents without watermarks at docketalarm.com



https://www.docketalarm.com/

Patent Application Publication Jan. 14,2010 Sheet 2 of 15 US 2010/0008859 A1

Figure 2

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