Paper No. 49
Filed: May 15, 2023

UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

MYLAN PHARMACEUTICALS INC,,
MSN LABORATORIES PRIVATE LTD.,
and MSN PHARMACEUTICALS INC.,
Petitioners,

V.

BAUSCH HEALTH IRELAND LIMITED,

Patent Owner.

Case IPR2022-00722
Patent 7,041,786

PATENT OWNER’S SUR-REPLY

' TPR2023-00016 has been joined with this proceeding.

DOCKET

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



https://www.docketalarm.com/

Case IPR2022-00722
Patent No. 7,041,786

TABLE OF CONTENTS

L Petitioner’s Attempt to Divorce the Claimed Compound from Its
Properties Is Legally IMProper..........cocveeeiieiiieniiieeiieeie e
II. A POSA Would Not Have Selected Human Uroguanylin as a Lead
COMPOUNG......ooiiiiiiiiieiieeiie ettt ettt e et eetae e taeesbeesseeenseeenseeenseeens
A.  Human Uroguanylin’s Topoisomeric Instability Presented
Unnecessary Challenges..........ccceeeeveeieiiieieiiieeeiee e
B.  Petitioner’s Criticism of Heat-Stable Enterotoxins Is Inconsistent

with the Literature and Its Alleged Motivation to Modify Human
UTOGUANYIIN ....eiiiiiieeeiiie ettt e eae e et ee e eera e e esnaaeeeeneas

III. A POSA Would Not Have Been Motivated to Substitute Asp® with
Glu® with Any Reasonable Expectation of SUCCESS .........coevvvverieverererennnne,

A.

Petitioner’s New Alleged Motivation Based on Topoisomerism
IS MSPIACEA ..o e

Petitioner’s “Conservative Substitution” Arguments Are
UNPETSUASIVE ..eveiiieeiiieeeiieeeeiieeeeiteeesiieeeesiteeeeaaeeesaneessnsseesnnseessnnneens

Dr. Peterson Admitted that Asp® Was Required to Maintain
ACTIVILY ottt et e e et e e et e et e e et e e e s nae e e nneeeeneee

Petitioner’s Alleged Motivation Based on Protonation Ignores
the Effect of Intrachain Hydrogen Bonding on pKa...........ccoeeenneee.

Petitioner’s Alleged Motivation Based on Acetamide Formation
IS UNAVAIIING ...oviieiiiieciee ettt e e

IV. Patent Owner’s Unexpected Results Are Supported.........ccceeeeevieeeeiieennnnenn.

A.

DOCKET

_ ARM

Patent Owner’s Unexpected Results Are Commensurate with the
Scope of the Challenged Claims and Are Versus the Closest Prior

ATttt ettt et a e
Currie’s Data Should Be Afforded No Weight..........ccocovvveeiiinennnen.
1. Figures 1 and 2 are internally inconsistent ............cccccceevuveneen.

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Case IPR2022-00722
Patent No. 7,041,786

2. The levels of cGMP produced are inconsistent with the
levels reported in the literature ............cccccevveeeeniieeiciieeeeieeeeee, 21

3. Drs. Peterson and Epstein are not qualified to assess the

reliability of the data submitted ...........ccceeevveeiiiiiiiiniieeieee, 23

C. Petitioner Mischaracterizes Patent Owner’s Data, Which
Demonstrate a Difference in Kind .............ccoooevvviiiiiiiiiiiiieee e, 23
V. CONCIUSION ...ttt e e e e e e e et e e e e eearreeeeeennes 26

DOCKET

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



https://www.docketalarm.com/

Case IPR2022-00722
Patent No. 7,041,786

TABLE OF AUTHORITIES

Page(s)

Cases
Daiichi Sankyo Co. v. Matrix Lab’ys, Ltd.,

619 F.3d 1346 (Fed. Cir. 2010) ..cooiiiiieiieieeieee et 3
Genetics Institute, LLC v. Novartis Vaccines & Diagnostics, Inc.,

655 F.3d 1291 (Fed. Cir. 2011) couieiieieieeeeeeeeee e 18
Institut Pasteur & Universite Pierre Et Marie Curie v. Focarino,

738 F.3d 1337 (Fed. Cir. 2013) oot 2,8
In re Merchant,

575 F.2d 865 (C.C.P.A. 1978) oottt 1-2, 18
Millennium Pharms., Inc. v. Sandoz Inc.,

862 F.3d 1356 (Fed. Cir. 2017) ueiiiieiieeeeee ettt 26
In re Omeprazole Patent Litig.,

536 F.3d 1361 (Fed. Cir. 2008) .....ccccveeeiiieieeiieeeieeeiee ettt 1,9
Otsuka Pharm. Co. v. Sandoz, Inc.,

678 F.3d 1280 (Fed. Cir. 2012) c..eivuiiiieeieeiteieeee et 2,12
In re Papesch,

315 F.2d 381 (C.C.P.A. 1963) ittt 1
Rohm & Haas Co. v. Brotech Corp.,

127 F.3d 1089 (Fed. Cir. 1997) ettt 26
Sanofi-Synthelabo v. Apotex, Inc.,

550 F.3d 1075 (Fed. Cir. 2008) ....coouiiiiiiiiiieieeete ettt 1
Takeda Chem. Indus., Ltd. v. Alphapharm Pty., Ltd.,

492 F.3d 1350 (Fed. Cir. 2007) .eoouuieeiieeie ettt 9

DOCKET

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



https://www.docketalarm.com/

Case IPR2022-00722
Patent No. 7,041,786

Patent Owner respectfully submits this Sur-Reply in response to Petitioner’s
Reply.

I. Petitioner’s Attempt to Divorce the Claimed Compound from Its
Properties Is Legally Improper

Petitioner attempts to divorce the claimed compound, plecanatide, from its
properties, arguing that Patent Owner’s “arguments are not commensurate with its
claims” because the claims do not recite “any level of potency or topoisomerism.”
Reply, 2. Petitioner misses the point. The question of obviousness is assessed based
on what a POSA would have done, not could have done. In re Omeprazole Patent
Litig., 536 F.3d 1361, 1379-81 (Fed. Cir. 2008). The relevant art pertains to
constipation, and a POSA seeking to make a better anti-constipation drug would
have considered the properties of various prior-art compounds and would not have
ignored human uroguanylin’s middling potency or problematic topoisomeric
instability in selecting a lead compound. Patent Owner’s Response (“POR™), 28-37.
Moreover, plecanatide’s properties, including its unexpectedly superior potency and
topoisomeric stability, cannot be ignored. /d., 58-64. “From the standpoint of patent
law, a compound and all of its properties are inseparable; they are one and the same
thing.” [In re Papesch, 315 F.2d 381, 391 (C.C.P.A. 1963); see also Sanofi-

Synthelabo v. Apotex, Inc., 550 F.3d 1075, 1086 (Fed. Cir. 2008); In re Merchant,
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