
(19) United States 
(12) Patent Application Publication (10) Pub. No.: US 2010/0008859 A1 

US 20100008859A1 

SCHARSCHMIDT (43) Pub. Date: Jan. 14, 2010 

(54) METHODS OF TREATMENT USING Publication Classification 
AMMONA-SCAVENGING DRUGS (51) Int. Cl. 

(76) Inventor: Bruce SCHARSCHMIDT, South 3. (9%, 30.8 
San Francisco, CA (US) A6IPI3/00 (2006.01) 

Correspondence Address: (52) U.S. Cl. .......................................... 424/9.2: 514/568 
MORRISON & FOERSTER LLP (57) ABSTRACT 
12531 HIGH BLUFF DRIVE, SUITE 100 The invention provides a method for determining a dose and 
SAN DIEGO, CA 92130-2040 (US) schedule and making dose adjustments of PBA prodrugs used 

to treat nitrogen retention states, or ammonia accumulation 
(21) Appl. No.: 12/350,111 disorders, by measuring urinary excretion of phenylacetyl y 9. ary pneny y 

1-1. glutamine and/or total urinary nitrogen. The invention pro 
(22) Filed: Jan. 7, 2009 vides methods to select an appropriate dosage of a PBA 

O O prodrug based on the patient's dietary protein intake, or based 
Related U.S. Application Data on previous treatments administered to the patient. The meth 

(60) Provisional application No. 61/093,234, filed on Aug. ods are applicable to selecting or modifying a dosing regimen 
29, 2008, provisional application No. 61/048.830, 
filed on Apr. 29, 2008. 

for a subject receiving an orally administered ammonia Scav 
enging drug. 

Sodium Phenlybutyrate 
  

Page 1 of 39 LUPIN EX. 1007 
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Patent Application Publication Jan. 14, 2010 Sheet 1 of 15 US 2010/0008859 A1 

Figure 1 

Sodium Phenlybutyrate 
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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: 

Buphenyi This model only allows for conversion of PBA to 
PAA to PAGN in the systemic (labeled "central') 

-------------- plasma compartment. Bioavailability and drug 
effect is assume to relate directly to plasma 
metabolite Concentations 

Covariate 

BSAvii.73 x VM1, VM2, VPB, VPA, WPG 
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