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Ahmad, A. et al., Endoxifen, a New Cornerstone of Breast Cancer

1006 Therapy: Demonstration of Safety, Tolerability and Systemic
Bioavailability in Healthy Human Subjects, 88(6) CLIN.
PHARMACOLOGY & THERAPEUTICS 814-817 (2010) (“Ahmad 2010”)
Ahmad, A. et al., Endoxifen for breast cancer: Multiple-dose, dose-

1007 escalation study characterizing pharmacokinetics and safety in
metastatic breast cancer patients, ASCO MEETING LIBRARY, presented
June 4, 2012 (“Ahmad 2012”)
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L. INTRODUCTION

The only alleged difference between the claimed “invention” in the subject
patent, U.S. Patent No. 11,261,151, and Liu is the crystal form of the resulting highly
pure (Z)-endoxifen. There is no dispute Liu expressly teaches synthesis of highly
pure (>90%) (Z)-endoxifen.

Petitioner’s experts synthesized (Z)-endoxifen following Liu and showed
unequivocally that the resulting (Z)-endoxifen is the claimed form I. Petitioner’s
expert explained that any minor modifications made to run the reaction at smaller
scale would have no effect on the resulting crystal form, which would be driven by
the final recrystallization process. On the current record, that testimony is unrebutted
and established at least a “reasonable likelihood that the petitioner [will] prevail with
respect to at least 1 of the claims challenged in the petition.”

First, Patent Owner asserts that there was “at least one experiment in which
the claimed compound was produced at only 88% purity rather than the claimed
90%” while creating form I (Z)-endoxifen. This is a new argument never presented
to the Board in Patent Owner’s Preliminary Response and should not be considered.
Regardless, that single sample was a different experiment nof replicating Liu, which
still generated Form I, and does not somehow show that as a matter of law, Liu

cannot inherently teach Form I.
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Second, Patent Owner argues that as a matter of law the Board cannot find
inherency because Dr. Bihovsky ran Liu’s synthesis at a feasible laboratory scale
necessitating some minor, routine adjustments. Patent Owner argues that such
adjustments require discounting the evidence entirely. But Patent Owner provides
no support for such rigid evidentiary rules. The question for anticipation is whether
the evidence shows Liu’s synthetic process would necessarily lead to the claimed
form I. Whether Petitioner’s evidence does so is a question of fact that the Board can
determine after trial. Patent Owner’s request that the Board (and now Director)
simply credit its own attorney argument over Petitioner’s expert testimony is
unfounded. Moreover, Petitioner explained in Ground II how such modifications
would have been obvious modifications (as the Board already found in a Final
Written Decision an earlier PGR) that resulted in the claimed (Z)-endoxifen,
rendering the claims obvious. That alternate ground further supports institution. The
Board was correct to institute and Director review is unwarranted.

II. THE BOARD CORRECTLY INSTITUTED THIS IPR

Contrary to the evidence of record in this proceeding, Patent Owner states that
“It Is Undisputed that the Prior-Art Process Does Not Necessarily Produce Form I
(Z)-Endoxifen at the Claimed 90% Purity.” Req. at 6. Patent Owner’s statement is
simply untrue. Petitioner demonstrated, supported by evidence, that Liu does

necessarily produce form I (Z)-endoxifen at the claimed 90% purity. E.g., Pet. at 15,
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27-28. Indeed, as Dr. Bihovsky explained both_of the synthetic pathways taught by
Liu resulted in greater than 90% Form I (Z)-endoxifen. Pet. at 28 (citing Ex. 1033
(Bivhovsky) q71); Pet. at 29 (citing Ex. 1033 9 43; Ex. 1034 9923-25, 29, 30-31).

Patent Owner may disagree with this argument and evidence or what
conclusions to draw from it—but that is the purpose of trial. The Board correctly
applied the law and made no material fact finding error in concluding that this
evidence showed at least a reasonable likelihood that one or more claims would be
unpatentable.

A. Patent Owner’s new argument regarding a different sample does
not show the Board erred in instituting this IPR

Patent Owner alleges error because the Board did not consider an argument
never presented to it: that because one experiment in Dr. Bihovsky’s lab notebook
reports an 88% pure (Z)-isomer, that Liu somehow cannot anticipate. First, this
argument was not previously presented. Director Review is not a chance to present
new arguments, which alone should end the inquiry. Second, Patent Owner’s
argument is incorrect, unsupported, and irrelevant. That single experiment, which
does not purport to follow Liu and in fact achieved Form I (Z)-endoxifen (albeit at
88% purity) does not somehow prove as a matter of law that Liu does not inherently
meet the Form [ limitation. If anything, this experiment is further evidence that Liu
does necessarily lead to Form I because it also yielded Form I (Z)-endoxifen using

the same crystallization solvent.
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1. Patent Owner’s argument was not presented to the Board

Patent Owner begins with a false premise, that “Petitioner does not dispute
that Dr. Bihovsky—following Liu’s final acetone recrystallization step—produced
at least one sample of Form I (Z)-endoxifen which was only 88% by weight of Form
I of (Z)-endoxifen, which does not meet the Challenged Claims’ requirement of ‘at
least 90% by weight of the (Z)-isomer....”” Req. at 6. Petitioner has had no
opportunity to dispute this argument, because it was never made by Patent Owner.

Patent Owner argued only that the Form [ limitation was not inherently met
by Liu—it never disputed the 90% (Z)-limitation. Indeed, while Patent Owner
argues it “raised this issue” at “Pap. 11, 1-2” a simple review of the record shows
that it did not. See POPR at 1 (“Petitioner concedes that its prior art does not
expressly disclose the Form I of (Z)-endoxifen required in all the Challenged
Claims, including both independent claims 1 and 16. Instead, Petitioner relies only
on inherency based on Liu for this limitation.”) (emphasis added). Patent Owner
never raised an argument that Liu does not meet the 90% (Z) limitation, let alone
that it did not do so because of one of Dr. Bihovsky’s experiments.

While Patent Owner did raise an argument regarding Dr. Bihovsky’s testing
of other samples, it did so only for the Form I limitation because certain samples
were “Not Form [.” See POPR at 11 (“even Petitioner’s inadequate inherency

arguments resting on multiple improper changes to Liu still failed to produce the
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claimed Form I for multiple samples, confirming Liu’s non-disclosure of this
element.’) (emphasis added); see also Paper 8 at 31 (same argument in request for
discretionary denial).

That was logical—as Petitioner did _not rely on inherency for the 90% (Z)-
endoxifen limitation as Liu expressly teaches such isomeric purity. See, e.g., Pet. at
27 (citing Ex. 1003 [0073]-[0076] (“(Z)-endoxifen, with an isomeric purity of 99%
(HPLC analysis)”).

In its Opposition to Patent Owner’s Request for Discretionary Denial,
Petitioner first pointed out that “as Dr. Bihovsky can explain during the merits
portion of trial, Patent Owner refers to unrelated testing of different samples not
following Liu’s examples buried in Dr. Bihovsky’s notebook.” Paper 10 at 17
(emphasis in original). That is, these experiments did not purport to reflect Liu’s
examples or demonstrate what polymorphic form Liu’s synthetic process would
yield.

Secondly, Petitioner pointed out that the single experimental result Patent
Owner relied on as showing “Not Form I’ (Z)-endoxifen (15-32-1P) was irrelevant
— because it related to a different crystallization solvent than the final solvent used
in Liu and thus did not demonstrate what crystal form Liu’s synthesis would yield.
See Paper 10 at 17-18. In fact, as Petitioner pointed out, the very page Patent Owner

cited showed a further crystallization using the same solvent used as the final solvent
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in Liu’s example which did result in Form 1 (Sample 15-32-2P). Paper 10 at 18
(citing Ex. 1033 at p. 91).

And contrary to Patent Owner’s current assertions, the Board did consider the
arguments presented to it. See Paper 13 at 15 (“we acknowledge Patent Owner’s
argument that Dr. Bihovsky’s experimental lab notebook identifies certain samples
as ‘XRPD — Not Form I,” however, the current record lacks sufficient information
for us to discern what those samples represent.”). The Board did not address Patent
Owner’s new argument regarding sample 15-32-2P and its isomeric purity because
Patent Owner never presented it. See Cisco Sys., Inc. v. Focal IP, LLC, IPR2016—
01257, 2017 WL 506423, at *1 (P.T.A.B. Jan. 31, 2017) (“we cannot have
misapprehended or overlooked newly made arguments.”).

According to the Board’s guidelines, the “Director will not consider new
evidence or new arguments not part of the official record.”! The Director should not
do so here. C.f., Bae Sys. Info. & Elec. Sys. Integration, Inc. v. Cheetah Omni, LLC,

IPR2013-00175, 2013 WL 5653116, at *1 (P.T.A.B. July 23, 2013) (‘A request for

I'U.S. Patent & Trademark Office, Director Review Process, USPTO
https://www.uspto.gov/patents/ptab/decisions/director-review-process#RIDRP (last
visited Nov. 21, 2025) (Patent Owner did not seek authorization to present new

arguments, nor would it have a basis to do so).
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rehearing is not an opportunity to supplement an initial filing and make arguments a
party did not make before.”).

2. Patent Owner’s new argument does not show legal or
factual error

Even considering Patent Owner’s new argument, it does not show that the
Board erred in instituting this IPR. At best, Petitioner shows that one sample using
only the same recrystallization solvent as Liu’s examples achieved 88% isomeric
purity. This does not somehow demonstrate “as a matter of law” that Liu (which
expressly teaches 90% pure (Z)-endoxifen) does not anticipate.

First, Patent Owner’s new argument is entirely irrelevant. Petitioner does not
rely on inherency or testing results to show that Liu meets the 90% (Z) limitation—
which is explicitly taught in Liu (though Dr. Bihovsky experimentally confirmed
Liu’s method yields 90% pure (Z) isomer). The dispute is whether the >90% pure
(Z)-endoxifen taught in Liu is form I. That a different sample was not 90%
isomerically pure is simply irrelevant to whether Liu yields Form 1.

Second, sample 15-32-2P is not a recreation of Liu’s examples. Patent Owner

appears to acknowledge this, repeatedly referring to it instead as Liu’s “final acetone
recrystallization step.” However, even this is incorrect—sample 15-32-2P was
recrystallized from the same solvent (acetone) but was not generated from the “final
acetone recrystallization step” of Liu. Paper 10 at 18. Indeed, as clearly shown in

Dr. Bihivosky’s notebook sample 15-32-2P was the result of a single acetone
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recrystallization for 1 day, not the three-step acetone recrystallization process used
in Liu’s examples, which lasted 40, 50 and 22 hours respectively. Compare Ex. 1033
at p. 91 with Ex. 1003 at [0076].

In other words, that one experimental procedure performing a single
recrystallization in acetone did not produce 90% (Z)-isomer (though quite close),
does not somehow negate Liu’s express teaching of 90% (Z)-isomer using a
multistep process ending in three acetone recrystallizations.? Nor does it in any way
show that Liu’s process does not necessarily result in Form I (Z)-endoxifen.

Patent Owner provides no evidentiary support for its new argument, which is
fundamentally flawed. Indeed, the 15-32-2P sample using acetone resulted in Form
I. Thus, if anything, this example provides further evidence that Liu’s final
recrystallization would result in form I, because as Dr. Bihovsky explained, “the
polymorphic form that a crystal adopts is driven by the final crystallization of the
material.” See Ex. 1033 q 47. Rather than showing error, Patent Owner’s new

argument shows that the Board correctly instituted because the only alleged

2 Charitably, Patent Owner’s argument could be interpreted as arguing that Liu
does not enable 90% (Z)-endoxifen. But Patent Owner does not even make this
argument because it was already rejected in the earlier PGR. See 334 FWD at 29-

30.
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difference from Liu—the Form I XRPD pattern—is a necessary inherent result of
Liu’s synthesis.

B. Patent Owner’s argument regarding inherency is legally
erroneous and was correctly rejected

Patent Owner makes the same overly rigid and legally erroneous argument
that the Board already rejected — that to prove inherency a party must recreate the
prior art with no deviation whatsoever. Unsurprisingly, it cites no authority standing
for this proposition. To be clear, “[p]rior art that must be modified to meet the
disputed claim limitation does not anticipate the claim” and “a party must ‘show that
the natural result flowing from the operation as taught would result in the
performance of the questioned function’” as Patent Owner argues. Req. at 9-10.

But Petitioner did not argue that Liu “must be modified” in order to meet Form
I limitation for Ground I. Rather, Petitioner’s argument was and is that Dr.
Bihovsky’s testing shows that the synthesis “as taught” in Liu necessarily results in
Form I because any adjustments Dr. Bihovsky made based on scale had no effect on
the resulting polymorphic form. Ex. 1033 9 47. In other words, Dr. Bihovsky
provided currently unrebutted evidence that Liu necessarily results in Form I (Z)-
endoxifen. See, e.g., SmithKline Beecham Corp. v. Apotex Corp., 403 F.3d 1331,
1344 (Fed. Cir. 2005) (“The '196 patent discloses a method of manufacturing PHC
anhydrate that naturally results in the production of PHC hemihydrate.

Consequently, applying the facts as found by the district court to the correct standard,
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this court holds that claim 1 of the '723 patent is invalid for anticipation by the '196
patent.”). Indeed, Patent Owner in essence seeks to prohibit the public from
practicing Liu—the very wrong inherent anticipation seeks to prevent. SmithKline
Beecham Corp., 403 F.3d at 1346 (“one of the principles underlying the doctrine of
inherent anticipation is to ensure that ‘the public remains free to make, use or sell
prior art compositions or processes, regardless of whether or not they understand
their complete makeup or the underlying scientific principles which allow them to

299

operate.’”) (citation omitted).

While Patent Owner may disagree with Dr. Bihovsky’s testimony, its own
attorney argument cannot show material factual error, especially where it has offered
no evidence to the contrary. Indeed, the Board noted that “Patent Owner’s arguments
may have merit” but that its “arguments are largely unsupported on the current
record” and thus it was “persuaded that Petitioner has established a reasonable
likelihood of prevailing in showing that claims 1 and 16 of the 151 patent are
anticipated by Liu” quoting Dr. Bihovsky’s testimony. Paper 13 at 15. Patent Owner
simply raises a factual dispute that should be resolved through trial. See, e.g.,
Coherus Biosciences, Inc. v. Abbvie Biotechnology Ltd., IPR2016-00189, 2016 WL

8969302, at *1 (P.T.A.B. July 14, 2016) (“We understand Patent Owner’s desire not

to undergo the expense of trial, but again find that these factual disputes would best

10
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be resolved during trial when we are able to assess Petitioner’s and Patent Owner's
evidence and arguments upon review of the entire record.”).

And, despite Patent Owner’s conclusory statements that it “was legal error for
the Board” to find a reasonable likelihood of anticipation based on Dr. Bihovsky’s
testimony that any minor modifications did not affect the resulting polymorph, it
cites no authority supporting its position.

Instead, it simply cites cases addressing different records where a court or
agency addressing a different record ruled differently. For example, in Rosellini Sci.,
LLC v. Griinenthal GmbH, IPR2016-00471, Paper 11, at *8-12 (P.T.A.B. July 18,
2016) the Petitioner and expert started with commercially available product rather
than following the steps of the prior art and “fail[ed] to explain why they deviated
from the protocol disclosed in Example 25 or why that deviation would have had no
impact on the synthesized compound as compared to the compound of Example 25.”
It does not stand for a broad legal bar than any deviation, no matter the reason and
the explanation provided, as a matter of law precludes proving inherency. And here
Petitioner and Dr. Bihovsky did precisely what was missing in Rosellini—explaining
that modifications were done to run the reaction at scale and why those modifications
would not impact the final crystal form.

Indeed, other cases from the Board have found testimony like Dr. Bihovsky’s

(including his own testimony in prior proceedings) sufficient. See, e.g., Eisai Inc. v.

11
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Crystal Pharm. (Suzhou) Co., Ltd., PGR2021-00047, Paper 17, at *18 (P.T.A.B.
Aug. 5, 2021) (“Although we recognize that Dr. Bihovsky’s experiments were done
at one-tenth scale of Moniz’s experiments, we are not persuaded at this stage that
changing the scale of the experiments in such a manner would have affected the
crystallization of lemborexant.”); see also id. Paper 58) (finding claims invalid for
inherent anticipation crediting Dr. Bihovsky’s testimony), aff’d without opinion
(Fed. Cir. Sep. 6, 2024); Nxn Partners, LLC v. Nissan Chem. Industries, Ltd.,
IPR2016-00694, Paper 7, at *16-17 (P.T.A.B. Aug. 31, 2016) (“Although
Petitioner’s expert, Dr. Bihovsky did not exactly follow Examples 20 and 21 of Mita,
at this stage of the proceeding we credit Dr. Bihovsky’s testimony that ‘the
crystalline form of fluralaner produced in Example 21—via the synthetic procedure
set forth in Examples 5, 20, and 21—will only be determined by the final step of the
procedure.’”).

Valeant Int'l (Barbados) SRL v. Watson Pharms., Inc., No. 10-20526-CIV,
2011 WL 6792653, at *5 (S.D. Fla. Nov. 8, 2011) is even more readily
distinguishable. There, “the explicit disclosure of Example 1 of the Mehta patent
produces only bupropion hydrochloride, not bupropion hydrobromide” and the
expert “admitted at trial that Watson instructed him to modify Example 1 to produce
bupropion hydrobromide by using hydrobromic acid instead of hydrochloric acid.”

Id. Plainly a reference teaching bupropion hydrochloride cannot anticipate a claim

12
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to buproprion hydrobromide. But that does not mean as a matter of law that running
a laboratory scale version of Liu cannot show that Liu inherently results in Form I
(Z)-endoxifen and anticipates.’ See Nxn, Paper 7, at *17 (“the fact pattern of Valeant
is different than in the instant proceeding, in that the claim was drawn to a specific
and stable form of bupropion hydrobromide, and it was undisputed that the prior art
was drawn to the production of bupropion Aydrochloride.) (emphasis in original).
At bottom, Patent Owner asks the Board to accept its own attorney argument

over Petitioner’s expert testimony. But Patent Owner at best raises an argument

3 Further, Patent Owner ignores Ground II, where Petitioner raised obviousness. See
Pet. at 37-39. Thus, even assuming modification to Liu were necessary to form claim
I (they were not), the Board may hold the claims unpatentable as obviousness,
because a POSA would have arrived at the claimed invention. See, e.g., Salix
Pharms., Ltd. v. Norwich Pharms. Inc., 98 F.4th 1056, 1066 (Fed. Cir. 2024) (finding
claims to polymorph obvious because the “scope and content of the prior art here
includes preparations of crystalline rifaximin, which expert testimony supports
would have yielded the B form of rifaximin™). Notably, the Board already found
previously that the minor modifications to run the reaction at lower scale made by
Dr. Bihovsky were “within the level of ordinary skill in the art.” 334 FWD at 28.

This additional reason warrants institution.

13
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about the weight to give Dr. Bivhosky’s testimony—a classic factual dispute—that
should be resolved through trial, as the Board correctly found.

III. CONCLUSION

For the above reasons, Patent Owner’s Request for Director Review should

be denied.

Respectfully submitted,

McANDREWS, HELD & MALLOY, LTD.
Dated: November 24, 2025 By: /Alejandro Menchaca/

Alejandro Menchaca

Reg. No. 34,389

Lead Counsel for Petitioner
Intas Pharmaceuticals Ltd.
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