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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
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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

Oral | Dose PAA to PAGN in the sys.temic_(lal_x_eled ‘central’)
plasma compartment. Bioavailability and drug

: Gut effect is assume to relate directly to plasma
i F1F2 metabolite concentations
1. KA1lKO2

...............................................................................................

Plasma (Central compartment)

| 1 100% | e !
| |PBA (VPB) v PAA (VPA) 2+ PAGN (VPG) [+ prcrdrodnd |

! KM1, VM1 KM2, VM2 PAGN (PGBL) |:
i 100% :
iL RIB, exponential H
"""""" Ikse™
Covariate
Delay
BSAA.73 x VM1, VM2, VPB, VPA, VPG
1 K67
UPAGN

DOC KET

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



https://www.docketalarm.com/

US 2010/0008859 A1

Jan. 14,2010 Sheet 3 of 15

Patent Application Publication

L5}
\Emm
— A . (owoyshg) ewseld
o s v ]|
. | (odN) NoVd | (VdA) vvd [ (adA) vad [

]
]
)
)
)
( EERERERERNRNNERDRE) HERERABEERARAN 1"

Japow 0}

pappe aiam EHN

® sjuswredwod
JeJjuad-aid

.

(X%

)

jdH 10 jAusydng

199139 SnIp YPIm AIUSISISUOD J)B[III0D JOU OP UOTIB[NIIIO OTWIA)SAS 9Y) Ul

$9}I[0QEIOW JO SUOHEIUIOUOD ‘AIB[[0100 © SV ‘uaSoniu a1sem JO uonaIoxs 0] 10adsal s 2Anoe A[ny st uonenod orwslsks oy Surgorar o3 zoud

NOVJ ot pauaauod juade Juiuaaess eruowwe ue yorym ur uonesijdde siyy ur paquosap se [apow A3ojooeunieyd [eowurd payipow y

¢ aIns1yg

Find authenticated court documents without watermarks at docketalarm.com.

T
M

DOCKE
ALAR



https://www.docketalarm.com/

US 2010/0008859 A1

Jan. 14,2010 Sheet 4 of 15

Patent Application Publication

"awm Jeys 03 dn seAInd NOYJ 2Y3 01 2509 A[[esauad [[ej pue ‘sinoy g ]Ajarewnrxoidde 191je pSuIuLIaIop 10U 319m S[9A9] VVJ "S[OAS] NOVd

u9sa1dar sIoY ¢7-GT I8 SIAIND a1y3 15aY31y oY) pue ‘v gd o [[e are ueds awn oy §1-QT Y} I SIAIND 15amo] 231y} 3y} ‘[oued S oy U] "S[2AI]

NOVJ $1uasaidal sauif Jo $19S 3213 Y JO 1SOMO] Y} PUR ‘S[IAI] YV S1Uasa1dal Suo a1eIpawnIdlul oy} ‘S[aAd] yVgd Suasaidal aaind raddn oy

‘roued 1391 9y U] "001-NdH 10 Vdd wnipos jo safesop paijioads ay) paa1ada1 oym s109[qns 391y} 10 9I€ [RLISJRUW €S JOJ SIAIND 331y, "3Fesop

Vv €4d wnipos 9y £4q papraoid jey; 01 ygd Jo junowe Jejowinbs ue ap1aoid o} pajenofes junowe ue ur g0J-NdJH 10 ‘oSesop LW/3¢ 18 (Y gd wnipos)
(a1e1fInq[Ausyd wnipos) o TANGHdNE Suraranar spoalqns ut NOV 10 VVd ‘VEd JO S[9A9] painseaul juasaidal soamd ay) ‘jaued yoes uf

(sinoy) auny (sinoy) aun]

0¢ 1 02 St 0} 0E. sg 02 . S oL S 0
] 1 1 L | i _" ._ 1 1 1 1
Y sy w
[1:3
%)
L e et o e v s =3
- T — T —— - = - o 9
r.l'llfl.'orlll l....ll..’l.:)l w T -
R Pttt tl DA =) = m
/]‘//V./\I@/ o
9 N .o
~; i - 8 m
e - o
D
3
g NOVd o 9
rQ F O =
S © o
B VVd s - 5
_ €
o vad o B
SR~ I : =
o o ' o
(zw/6g) 001-NdH (zw/b¢g) e TIANIHANE
¥ HANDIA

Find authenticated court documents without watermarks at docketalarm.com.

DOCKET
LARM

A


https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




