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INTRODUCTION

The 012 patent claims are directed to methods for determining an effective
dosage of a PAA prodrug to treat a urea cycle disorder in a patient, which involves
measuring the patient’s UPAGN output, and then calculating the effective dosage
based on a mean conversion of PAA prodrug to UPAGN of about 60%. It is
undisputed that it was well known in the art prior to the filing of the 012 patent,
that (1) PAA prodrugs were used to treat UCDs, (2) UPAGN is a direct measure of
waste nitrogen clearance provided by a PAA prodrug, and (3) effective dose of
PAA prodrug based on a target UPAGN could be calculated. The central dispute,
therefore, is whether the prior art teaches or suggests the use of about 60% mean
conversion of PAA prodrug to UPAGN. The answer is undoubtedly yes.

Indeed, the prior art including Brusilow 91, Sherwin *19, Comte, Kasumov,
and Simell — discloses conversions of PAA or PAA prodrugs to UPAGN ranging
from 51% to 90%. Patent Owner attempts to skirt these disclosures by positing,
without any evidence from a POSA, that the prior art taught that PAA or PAA
prodrugs are completely or nearly completely converted to UPAGN. The
calculations and results included in the references cited by Petitioner, however,

show actual conversion values falling within the range of “about 60%” as recited in
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the 012 patent claims. Therefore, Patent Owner’s teaching away arguments must
fail.
For these reasons, and for the reasons discussed in the Petition, Dr.
Sondheimer’s declaration, and below, Petitioner respectfully submits that the
Board should find each of the 012 patent claims unpatentable as obvious over the

prior art.

ARGUMENT

L. PATENT OWNER’S REBUTTAL
ARGUMENTS ARE WITHOUT MERIT.

Patent Owner’s Response presents a very limited rebuttal to the
instituted grounds of review. Without the aid of a qualified expert to provide it
with a POSA’s point of view, Patent Owner: misinterprets the claim term “about
60%"; misunderstands the prior art, such as Brusilow ’91; and misreads what the
prior art as a whole disclosed to a POSA as of 2008.

A. Petitioner’s Construction of “About 60%"”
Is the Broadest Reasonable Construction.

Petitioner’s construction for “about 60%” (i.e., encompassing the range 53-
67%) 1s soundly based on and supported by Dr. Sondheimer’s expert declaration
and testimony, as well as numerous citations to intrinsic evidence. (Petition, Paper
No. 2 (“Pet.”) at 10-11; Ex. 1002 at 4 27; Ex. 2012 at 58:22-23; Ex. 1001 at 31:32-

35; Ex. 1021 at 682-683.) Patent Owner, on the other hand, concludes, without
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