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l. INTRODUCTION

The Board ordered an IPR over the’ 069 patent with respect to grounds 1-3 for
claims 1-22. In response, Patent Owner Protiva relies upon the mistaken premises
that (1) the prior art references do not teach overlapping ranges for the phospholipid
component (Response, 12-18) and (2) the disclosed ranges are too broad to support
routine optimization (id., 19-30). Both are demonstrably false. First, Protiva' s expert
admits that the cited references disclose an overlapping phospholipid range and
actual prior art testing demonstrating phospholipid concentrations overlapping with
the claimed range. Second, Protiva sown prior test dataconfirmsthe regular practice
in the field of optimizing lipid concentrations and provides a starting point for such
routine optimization.

Protivarelies heavily on its expert’s belief that all the “cationic lipids should
be minimized” because of toxicity concerns. Response, 29. This oversimplification
evinces Protiva's expert’'s inexperience with lipid carrier particles. It was well
known years before the ’ 069 patent that ionizable cationic lipids can be used in high
amounts to create particles that are substantially non-toxic. See, e.g., EX1004,
[0151].

Faced with prior disclosures of particle formulations with overlapping ranges
for all clamed lipid components rendering the claims prima facie obvious, Protiva

seeks to cloud the matter as much as possible. For example, Protiva points to the
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