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L. Introduction

Patent Owner Helsinn Healthcare S.A. (“Helsinn” or “PO”) respectfully
submits this Response in accordance with 37 C.F.R. § 42.120, responding to the
Board’s decision to institute inter partes review (Paper 12) (“Institution Decision”
or “Decision”) and to the Petition for inter partes review (Paper 2) (“Petition”)
filed by Azurity Pharmaceuticals, Inc. (““Azurity”). The Board instituted review of
claims 1-23 of U.S. Patent No. 10,828,297 (“the *297 patent”) based on the
Petition, which raises only obviousness grounds. Helsinn respectfully maintains
that Azurity has not shown and cannot show that any of these claims would have
been obvious.

Chemotherapy-induced nausea and vomiting (“CINV”) is a major concern
for patients undergoing chemotherapy. As of November 2009, the available CINV
treatments approved by the FDA were known to be effective against vomiting, but
did not effectively control nausea.! The invention of the 297 patent addressed this
need for cancer patients by providing a statistically significant and clinically
meaningful improvement in nausea control that had not previously been observed.

(Infra Section I1.) This innovative method of treatment, as recited in each

! The ’297 patent claims priority to a November 18, 2009 patent application.

(Ex. 1004, Cover.)
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challenged independent claim of the 297 patent, includes inducing therapeutically
effective levels of netupitant (an NK-1 receptor antagonist) and palonosetron (a 5-
HT; receptor antagonist) in cancer patients undergoing chemotherapy.

Azurity fails to show that this novel, first-of-its-kind treatment would have
been obvious to a person of ordinary skill in the art (“POSA”) in November 2009.
As explained below (see infra Section V.A), Azurity ignored the problem of
chemotherapy-induced nausea and did not demonstrate that the claims would have
been obvious given this problem (or any other problem known to a POSA). As
confirmed by its own expert, Azurity did not identify a problem with the prior art
and instead, cobbled together its obviousness positions using the claims as a
roadmap. All of Azurity’s grounds fail for that reason alone. See Leo Pharm.
Prods., Ltd. v. Rea, 726 F.3d 1346, 1354 (Fed. Cir. 2013) (“[o]nly after
recognizing the existence of [a] problem would an artisan then turn to the prior art
and attempt to develop a new formulation . . . .”) (emphasis in original).

Irrespective of Azurity’s improper framework, its obviousness analysis fails
for multiple independently dispositive reasons. (See infra Sections V.B, V.C, VI.)
Azurity has not shown that a POSA would have expected that replacing aprepitant
(an NK-1 receptor antagonist) in the prior art “triple therapy” regimen with
netupitant would have provided a similar or better patient outcome. (/nfra Section

V.B.) As admitted by Azurity’s own expert, this failure dooms Azurity’s
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motivation to combine argument. (/d. (citing Ex. 2086, 293:19-294:10).)
Netupitant’s alleged pharmacological properties (based solely on animal data) also
do not provide a reason to combine the prior art because Azurity does not compare
them with aprepitant’s properties. (/nfra Section V.B.) Azurity has also not
demonstrated that a POSA would have reasonably expected that the treatment
regimen resulting from Azurity’s modifications to triple therapy treats nausea
and/or vomiting, as required by the challenged claims. (/nfra Section V.C.)
Moreover, even if the prior art was combined, Azurity fails to show that all claim
limitations are disclosed by the prior art. (/nfra Section VI.)

Finally, certain objective indicia support the nonobviousness of the claimed
invention. Namely, Helsinn’s innovative combination of therapeutically effective
amounts of netupitant and palonosetron provided unexpected benefits in treating
nausea despite the prior art’s skepticism that an NK-1 receptor antagonist could
control nausea at all. (See infra Section VII.)

Accordingly, as discussed in more detail below, the challenged claims are not
unpatentable and should be confirmed.

II. Background

A.  The Nausea and the Vomiting that
Result from Chemotherapy Are Separate Events

As explained by Patent Owner’s expert Dr. Eric Roeland, supportive cancer

care focuses on alleviating the physical and emotional burdens of cancer and its
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treatment.> The ultimate goal of supportive cancer care is to help patients endure
cancer treatment while preserving their dignity and quality of life.® (Ex. 2091, 91,
5 n.2; see infra Section I11.) Among the most debilitating side effects of
chemotherapy are nausea and vomiting. (Ex. 2091, 4930-39.) They can be severe,
persistent, and profoundly demoralizing, and often exacerbate fatigue, fear, and
loss of appetite. (/d., §934-42.) For many patients, these symptoms are not merely
uncomfortable, but overwhelming. (/d., §934-42.) Some patients delay, reduce, or
abandon potentially life-saving chemotherapy, and choose to accept disease
progression (and eventual death) rather than continue treatment. (Ex. 2091, 935;

Ex. 2001, 1856.)

As detailed in his declaration, Dr. Roeland is a practicing oncologist and
palliative care specialist. (Ex. 2091, q91-20.)
3 Dr. Eric Roeland is Patent Owner’s expert in this proceeding. Helsinn

expressly withdraws (and no longer relies upon) the declaration of Dr. Navari (Ex.

2070) submitted with the Preliminary Response.
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“Delayed nausea” (which spans days 2 to 5 after chemotherapy) poses a
particularly stubborn challenge for cancer patients.* (Ex. 2091, §937-42, see also
id. 9936, 43-44.) Delayed nausea is harder to predict, harder to treat, and can
quietly erode a patient’s willingness to continue therapy over repeated cycles. (/d.)
Therefore, even modest improvement in the control of delayed nausea represents a
major advance, offering patients renewed tolerance for chemotherapy and giving
clinicians a powerful tool to help patients stay the course with treatment that may
ultimately extend or save their lives. (/d.)

Within the field of cancer research and treatment, the nausea and vomiting
components of CINV are viewed as two separate events, with patients often
experiencing more nausea than vomiting. (Ex. 2086, 39:12-15; Ex. 2091, §930-33,
36-38.)° Different factors can impact nausea and vomiting (Ex. 2091, §932-33, 64-
69), so a treatment that controls vomiting after chemotherapy will not necessarily

also control nausea. (/d.; Ex. 2086, 39:25-40:3, 42:2-5.)

In contrast, “acute nausea” occurs within a few minutes to several hours
after administering chemotherapy and commonly resolves within the first 24 hours.
(Ex. 2037, 585.)

5

Vomiting is also referred to as “emesis.” (Ex. 2086, 39:22-24 (agreeing that

“a POSA understands . . . emesis is vomiting™).)
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B.  The “Standard of Care” in 2009
Failed to Control Nausea after Chemotherapy

In November 2009, the treatment dubbed the “standard of care” for treating
CINV was a three--drug regimen commonly referred to as “triple therapy” that
consisted of aprepitant, a 5-HT5 antagonist, and dexamethasone.® (Ex. 2086,
62:12-24, 63:25-64:20.) Triple therapy was recommended in guidelines
promulgated in 2005 by the Multinational Association of Supportive Care in
Cancer (“MASCC”)” and in 2009 by the National Comprehensive Cancer Network

(“NCCN”),? based on evaluation in several human clinical trials. (Ex. 2091, §962-

Aprepitant is an NK-1 receptor antagonist. In this context, an “antagonist”
is a compound that is administered to block certain neurotransmitters from binding
to their receptors. (Ex. 1010, 144.) A compound that blocks or inhibits activity of
an NK-1 receptor is referred to as an “NK-1 receptor antagonist.” (Ex. 2091, 436
n.4.)
! The MASCC included “representatives from nine different organizations,
including the American Society for Clinical Oncology (ASCO) and the European
Society for Medical Oncology (ESMO).” (Ex. 1010, 148.)

8 The NCCN guidelines provided a consensus of expert views on

then-accepted approaches to CINV treatment in 2009. (Ex. 2091, 438 (citing Ex.

2037).)
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63, 90-92.) But while triple therapy was proven to be effective in preventing
vomiting after chemotherapy, it failed to provide meaningful control of nausea,
including delayed nausea. (See, e.g., Ex. 1010, 143, 148; Ex. 2091, 9937-38, 62-
63, 88; see also id. 987-148; infra Section V.C.?)

The MASCC guidelines and Herrstedt made clear that the underlying
clinical trials supporting its recommendation for triple therapy were based on the
effectiveness of triple therapy against only emesis (i.e., vomiting). (Ex. 2091,
1990-95; Ex. 2086, 140:20-141:7; Ex. 1013.) These clinical trials showed that,
while triple therapy had a statistically significant effect in reducing emesis as

compared to standard therapy (i.e., a 5-HT3 receptor antagonist and

? Even through triple therapy was recommended as a treatment for “CINV,” a
POSA would have understood that triple therapy did not have specific efficacy in

controlling nausea. (Ex. 2091, 4962-63, 88; see also id., 149-56, 87-148.)
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dexamethasone),!” no such effect was seen for nausea.!! (Ex. 2091, 99132-142; see
also id. q996-118.) Indeed, as of November 2009, the prior art repeatedly
acknowledged that triple therapy was effective against vomiting, but not nausea,
and nausea remained a significant problem for most patients. (See, e.g., Ex. 1010,
148; Ex. 1048, 534 (“aprepitant-based anti-emetic regimen improves patients’
quality of life, especially on aspects of control of vomiting, while there was no
difference in the nausea domain”); Ex. 2036, 522 (“The control of nausea was not
improved with the use of aprepitant.”); Ex. 2001, 1874 (“The control of nausea in
patients receiving MEC or HEC remains a significant problem.”); Ex. 2091, 9988,
189-191; see infra Section V.C.)

Accordingly, as of November 2009, effective control of nausea remained a

major problem for patients undergoing chemotherapy.

10 Before the advent of triple therapy, “standard therapy” was considered the
standard treatment for CINV in cancer patients and is frequently used in clinical
trials of potential new CINV drugs as the baseline treatment. (Ex. 2091, q957-61.)
I As explained below in Section IV.A.2, clinical data must show a

“statistically significant effect” to confirm that “the effect is real” and not “due to

random chance.” (Ex. 2086, 24:9-16; Ex. 2091, 9956, 169-170.)
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C. The 297 Patent Invention Provided a Surprising
Improvement in Nausea Control for Cancer Patients

The invention of the *297 patent offered an improved treatment to cancer
patients undergoing chemotherapy that was effective against both nausea and
vomiting, and represented a significant and much-needed advance in supportive
cancer care. The inventors discovered that, along with preventing emesis, the
innovative combination of a specific NK-1 receptor antagonist (netupitant) and a
specific 5-HT; receptor antagonist (palonosetron) provided “an unanticipated
statistically significant effect against nausea . . . that [had] not previously been
observed in clinical studies” of other NK-1 receptor antagonists. (Ex. 1005, 345, 9
28.)12

The inventors claimed their innovative combination of netupitant and
palonosetron in, inter alia, the *297 patent. (See, e.g., Ex. 1004, claims 1, 2, 3.) In
the *297 patent specification, the inventors disclosed specific clinical data
supporting the surprising clinical effects of their innovative treatment regimen. As
shown in Table 6 (reproduced below), in a “multicenter, randomized, double-
blind” study (Ex. 1004, 17:5-18:3), administration of 200 mg and 300 mg of

netupitant in combination with palonosetron and dexamethasone to patients

12 Unless otherwise indicated, all emphasis has been added, and all internal

citations and quotations have been omitted.



Case IPR2025-00949

undergoing chemotherapy demonstrated a statistically significant effect (p-value <

0.05) in controlling nausea when compared to standard therapy of palonosetron

and dexamethasone:

TABLE 6

SUMMARY OF SECONDARY EFFICACY
RESULTS: PERCENT OF PATIENTS, MFAS POPULATION

Palo + Netu  Palo + Netu  Palo+ Netu  Aprepitant Palo + Aprep

Palo alone 100 mg 200 mg 300 mg Regimen 285 mg
Efficacy endpoint (n=136) (n=135) (n=137) (n=135) (N=134) (N=4q1)**
No Nausea
Overall 50.7 S4.8 62.0 61.5 58.2 32
Acute 75.0 72.6 774 80.0 77.6 59
Delayed 53.7 59.3 65.0 68.1* 60.4 41
No Significant
Nausca
Overall 79.4 80.0 86.1 89.6% 5.8 56
Acute 93.4 94.1 94.2 98.5* 94.0 79
Delayed 80.9 81.5 89.8% 90.4% 88.1 59

**As reported by Grunberg et al., Support Cancer Care (2009) 17: 589-594

(Ex. 1004, Table 6 (annotated); see also Ex. 2091, 9238-242.)!* As seen in Table

6, the administration of 300 mg of netupitant in combination with palonosetron and

13 Table 6 does not expressly mention dexamethasone, but the specification

confirms that “palo alone” refers to palonosetron and dexamethasone and each

10
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dexamethasone provided a statistically significant improvement in “no nausea” in
the delayed phase following chemotherapy,'* and “no significant nausea” in the
overall, acute, and delayed phases, compared to standard therapy.'> (Ex. 1004, 17:
1-18:31, 19:1-19:45.) The 200 mg netupitant dose also showed a statistically
significant improvement in “no significant nausea” in the delayed phase following
chemotherapy, compared to baseline. (/d.)

As explained by Dr. Roeland, this data is clinically meaningful.
“Significant” nausea can easily escalate into a major problem and only gets worse

if it continues past 24 hours. (Ex. 2091, 9937-42.) The improvement in the

patient group received dexamethasone as part of their treatment. (Ex. 1004, 17:25-
18:3.)

14 This statistically significant improvement in “no nausea” and “no significant
nausea” over control can be attributed to the use of netupitant at the 300 mg dose,
given that the addition of netupitant was the only difference in the dosing regimen
between Groups 1 and 4. (Ex. 1004, 17:25-38, Ex. 2091, 94234-242.)

15 Nausea can be assessed using a Visual-Analog scale (“VAS”), where

patients must identify their feeling of nausea on a scale of 0-100 mm. No nausea is

defined as a VAS score of < 5 mm, and no significant nausea is typically defined

as a VAS score of <25 mm. (See, e.g., Ex. 1016, 2081.)

11
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“delayed” phase (days 2-5 following chemotherapy) was thus particularly
meaningful for patients and clinicians because, while standard therapy could be
effective against nausea in the acute phase, standard therapy overwhelmingly failed
to control nausea during the delayed phase. (/d.; supra Section II.A (discussing
delayed nausea as a particularly stubborn challenge).)

The inventors hypothesized that this surprising clinical result of controlling
nausea arose from an unexpected synergy when netupitant and palonosetron are
combined. Together, this innovative combination of netupitant and palonosetron
had an unexpected impact on “substance P,” a naturally occurring substance in the
body that binds to the NK-1 receptor.” (Ex. 1005, 342, 9 12; Ex. 1010, 146.)
Through their experiments, the inventors found that, while the “additive effect” of
netupitant and palonosetron on inhibition of substance P might be expected to be
“66 uM (38 uM for netupitant + 28 uM for palonosetron),” the combination of the
drugs unexpectedly resulted in 970 uM, which is a “nearly 500-fold” increase on

substance P inhibition. (Ex. 1005, 344, 99 21-24; Ex. 2091, 9250.)'°

16 The “uM” values represent the “ECso” of substance P. An ECs value is

used to quantify the relationship between the concentration of a substance and the

biological response elicited by that substance.

12
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III. Level of Ordinary SKkill in the Art

Patent Owner proposes the following definition for a POSA:

A POSA at the time of the claimed invention was actively
involved in the field of oncology and, more specifically,
supportive cancer care, which involves a number of
disciplines and requires collaborative teamwork among
persons with relevant experience. The POSA could have
an advanced degree (e.g., Ph.D., M.D., M.S., MSN, DNP,
or equivalent) in a relevant field (e.g., supportive cancer
care) with at least three years of experience in supportive
cancer care, including the treatment of nausea and
vomiting with supportive cancer care medications in
cancer patients undergoing chemotherapy. More
education can substitute for practical experience and vice

versa.

(See Ex. 2091, 925.) In its Decision, the Board did “not agree with Patent Owner
that the POSA needs specific clinical experience in the field of oncology” on the
basis that the “claimed subject matter relates to the treatment of a side-effect
associated with cancer therapy (CINV), and not the cancer itself.” (Decision, 9.)
Patent Owner respectfully submits and maintains that clinical experience in
supportive cancer care is necessary for a POSA. Without such experience, a

POSA would not have a true appreciation of issues at the heart of the *297 patent,

13
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namely drug regimens for treating the side-effects of chemotherapy, like nausea
and vomiting. (Ex. 2091, 4924-26; see also id. §Y27-29.)

Azurity’s expert Dr. Peroutka lacks any relevant clinical experience, and
Patent Owner respectfully submits that he is thus not “qualified to testify from the
perspective of a POSA in this proceeding.” (Contra Decision, 9-10.) For example,
a key issue here is whether a POSA would have been motivated to replace
aprepitant with netupitant in triple therapy and administer the modified regimen to
cancer patients undergoing chemotherapy. To opine on the issue of motivation, an
“expert” necessarily needs to understand the standard-of-care at the time of the
invention in November 2009, the types of challenges and shortcomings associated
with that standard of care, and what solutions a POSA would have considered for
solving those problems.

Dr. Peroutka does not have the experience (clinical or otherwise) to opine on
what a POSA would have done when facing these challenges at the relevant time
(November 2009). Dr. Peroutka’s most recent research into CINV “was in the
1980s,” which is also the last time he published on that issue. (Ex. 2086, 16:14-17,
33:16-21.) Moreover, his CINV publications solely concerned in vitro receptor
binding studies carried out in cell lines or rat brains, not in human patients (Ex.
2078, Ex. 2079, Ex. 2084), as well as a one-page letter summarizing others’ work

on combination antiemetics (Ex. 2083). He has also never treated patients for

14
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CINV, let alone by prescribing any 5-HT3 receptor antagonists or NK-1 receptor
antagonists. (Ex. 2086, 16:18-22, 18:12-20.) His experience reading unspecified
“studies” published since 2000 on CINV is simply insufficient to educate him on
the effects of 5-HT3 receptor antagonists and NK-1 receptor antagonists on patients
(Ex. 2086, 20:9-22:2), which is a key issue in this IPR.

This lack of expertise is reflected in Dr. Peroutka’s deposition testimony
discussed throughout this response, which is demonstrably inconsistent with the
contemporaneous scientific literature. For example, he incorrectly testified that as
of November 2009, there were only “around 10” NK-1 receptor antagonists (Ex.
2086, 123:15-19), whereas his own reference (Hoffmann) disclosed 31 NK-1
receptor antagonists. (/d., 271:2-10; Ex. 1011). He similarly testified that not a
single NK-1 receptor antagonist had failed before November 2009, which ignores
the late-stage failure of casopitant. (See infra Section V.B (citing Ex. 2086, 89:17-
90:12.) His lack of experience here is especially significant given the claims at
issue are method-of-treatment claims, and concern the effects of 5-HT; receptor
antagonists and NK-1 receptor antagonists on patients. All of this explains why
Dr. Peroutka needed to resort to the use of hindsight. (See Section V.A.4, infra.)

Unlike Dr. Peroutka, Patent Owner’s expert Dr. Eric Roeland is a practicing
medical oncologist and palliative care specialist, with experience caring for

patients with cancer with poorly controlled symptoms. (Ex. 2091, 491, 8-20 (citing

15
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Ex. 2087).) He has administered the classes of drugs at issue in this matter to
patients receiving chemotherapy. (Ex. 2091, 912.) He has also served on the
major antiemesis guidelines that instruct clinicians on how to best care for their
patients who experience nausea and vomiting because of chemotherapy. (Ex.
2091, 9917-18.) Furthermore, his research focuses on “symptom science,” a
clinical research program dedicated to promoting the discovery, validation, and
accessibility of innovative approaches to improving the quality of life of people
with cancer that is guided by rigorous, evidence-based, collaborative research.
(Ex. 2091, q1.)

But no matter which definition of a POSA is used, Azurity has failed to
show that the challenged claims are unpatentable.

IV. Claim Construction

The Board applies the claim construction standard set forth in Phillips v.
AWH Corp., 415 F.3d 1303 (Fed. Cir. 2005) (en banc) in IPR proceedings. See 83
Fed. Reg. 51,340 (Oct. 11, 2018). Under Phillips, claim terms are typically given
their ordinary and customary meanings as would have been understood by a POSA
at the time of the invention and who had taken into consideration the language of
the claims, the specification, and the prosecution history of record. Phillips, 415
F.3d at 1313; see also id. at 1312-16.

Here, the following terms warrant construction.

16
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A.  “Method of Preventing Nausea”

Independent claims 1 and 3 of the *297 patent recite a “method of preventing
acute and delayed nausea” and “preventing nausea during the acute and delayed
phases,” respectively. (Ex. 1004, claims 1, 3.) Both claims should be construed to
require that the claimed regimen prevents nausea in both the acute and delayed
phases following chemotherapy to a statistically significant degree, as compared
to a baseline.

1. The Claim Preambles are Limiting

A claim preamble is limiting when “other parts of the patent’s claims rely on
predicates in the preamble, or when the preamble is otherwise necessary to give
life, meaning, and vitality to the claim language.” In re Xencor, Inc., 130 F.4th
1350, 1358 (Fed. Cir. 2025). Here, the preambles of claims 1 and 3 meet both
criteria and should be considered limiting. Azurity, the party with the burden of
proof to show unpatentability, does not argue otherwise. (See, e.g., Petition, 19.)

First, other parts of claims 1 and 3 rely on predicates (“subject”) found in
their preambles. Second, the preambles of claims 1 and 3 are also necessary to
give “life, meaning, and vitality” to the claims in view of the context that the
preamble provides. Xencor, 130 F.4th at 1358. For example, the body of claims 1
and 3 recite, inter alia, “inducing” in the subject “therapeutically effective blood

levels” of netupitant and palonosetron. (Ex. 1004, 21:45-49, 21:56-61.) The

17
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desired therapeutic effect from this co-administration of netupitant and
palonosetron is understood from the preamble as the prevention of acute and
delayed nausea in response to the specified chemotherapy. (Ex. 2091, 99165-171.)

2. The Claimed “Method of Preventing” Requires
a Statistically Significant Improvement in Efficacy

Claims 1 and 3 would both be understood by a POSA as claiming a method
of preventing acute and delayed nausea that shows improved efficacy to a
statistically significant degree relative to a defined baseline. This construction
reflects a POSA’s natural reading of the claim because, especially in the medical
field, a treatment regimen that fails to show statistical significance relative to a
baseline cannot be trusted to result in the intended clinical treatment effect. At his
deposition, Dr. Peroutka admitted that clinical data must show a “statistically
significant effect” to confirm that “the effect 1s real” and not “due to random
chance.” (Ex. 2086, 24:9-16; Ex. 2091, 49169-170.) He also acknowledged that if,
for example, nausea was not improved by a statistically significant degree as
compared to the baseline, any observed superior effect could only be attributed to
chance. (Ex. 2091, 99169-170; Ex. 2086, 24:9-16, 25:13-18, 29:8-16, 183:17-
184:3.) In fact, all of the clinical studies on triple therapy cited by Dr. Peroutka
evaluated statistical significance (see, e.g., Ex. 1034; 1037; 1039), which is also
consistent with what the FDA requires as part of its drug-approval process. (Ex.
2091, q170; Ex. 2086, 28:16-23, 29:8-16, 32:5-33:1.)

18



Case IPR2025-00949

The 297 patent specification confirms this well-understood requirement by
expressly stating that, “when a freatment is described herein, it will be understood
that the treatment shows efficacy to a degree of statistical significance.”

(Ex. 1004, 8:32-34.) A method of preventing nausea is a method of treatment in
the context of the *297 patent. (/d., 8:5-23.) Accordingly, and consistent with the
ordinary and customary meaning of treating or preventing a medical condition, a
POSA would have understood the 297 patent inventors acted as lexicographers to
define “method of preventing” as requiring a treatment that shows efficacy to a
degree of statistical significance. AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042,
1051-52 (Fed. Cir. 2010) (“[ T]he specification may reveal a special definition
given to a claim term by the patentee that differs from the meaning it would
otherwise possess. In such cases, the inventor’s lexicography governs.”).

This construction is further supported by other disclosures in the 297 patent
specification. For example, Table 6 provides a direct comparison between the
innovative three-drug regimen of netupitant/palonosetron/dexamethasone with the
baseline of palonosetron and dexamethasone. (Ex. 1004, 17:5-18:3; see also id.,
Table 6.) Table 6 shows that, at 200 mg and 300 mg doses of netupitant, the three-
drug regimen had a statistically significant effect on both nausea and vomiting
compared to baseline. (/d.) The *297 patent specification also provides guidance

on how a given clinical result was evaluated for statistical significance. The

19
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specification expressly states that “[u]nless otherwise specified, the level of
statistical significance is p<0.05.” (Ex. 1004, 8:27-28.) This p-value shows the
odds that this result occurred by chance were just 1 in 20. (Ex. 2091, q170; Ex.
2086, 28:16-23, 29:9-16, 32:5-33:1.)

For all of these reasons, claims 1 and 3 should be construed to require that
the claimed regimen prevents nausea in both the acute and delayed phases
following chemotherapy to a statistically significant degree (p<0.05), as compared
to baseline.

B.  “Therapeutically Effective Blood Level”

All three independent claims of the *297 patent (claims 1, 2, and 3) recite
inducing a “therapeutically effective blood level” of netupitant and palonosetron.
Azurity acknowledges the term “therapeutically effective amount” means “an
amount sufficient to elicit the desired biological response.” (Petition, 10 (citing
Ex. 1004, 7:54-60).) Thus, a POSA would have understood that the term
“therapeutically effective blood level” should also similarly refer to a blood levels
“sufficient to elicit the desired biological response.” (Ex. 2091, q4172-174.) A
POSA would further understand that “desired biological response” within the
context of claims 1 and 3 refers to preventing acute and delayed nausea in a

patient. (See supra Section IV.A.2.) Similarly, for claim 2, the “desired biological

20
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response” is achieving complete response during the acute and delayed phases of
highly emetogenic cancer chemotherapy. (Ex. 1004, 21:50-55.)7

V.  Azurity Fails to Show Motivation to Combine with a
Reasonable Expectation of Success in Arriving at the Claimed Invention

Azurity contends that it would have been obvious for a POSA in
November 2009 to begin with Herrstedt’s aprepitant-based triple therapy as a
starting point, and then replace aprepitant with netupitant. (See, e.g., Petition, 22-
25; Decision, 17.)!® But Azurity’s obviousness analysis does not apply the proper
legal framework, and is based wholly on impermissible hindsight. (See infra
Section V.A.) Even setting aside this legal error, and applying Azurity’s improper
framework, the claims still would not have been obvious to a POSA due to lack of
motivation to combine Azurity’s cited prior art (Sections V.B) and lack of

reasonable expectation of success in achieving the claimed invention

(Section V.C).

17 The *297 patent defines “complete response” as “no emetic episodes, no rescue
medication” (Ex. 1004, 18:9-10), which is consistent with a POSA’s understanding

of that term. (Ex. 2091, q951-52; Petition, 26.)

18 Azurity’s failures outlined in Section V apply to all grounds.
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A.  Azurity’s Obviousness Analysis
Applies an Incorrect Legal Framework

Azurity must show that a POSA at the time of the invention “would have
been motivated to combine the teachings of the prior art references to achieve the
claimed invention . . . .” Insite Vision Inc. v. Sandoz, Inc., 783 F.3d 853, 859 (Fed.
Cir. 2015). Importantly, the problem facing the POSA provides the foundation for
this framework, as “[w]hat matters is the path that the [POSA] would have
followed, as evidenced by the pertinent prior art.” Otsuka Pharm. Co. Ltd. v.
Sandoz, Inc., 678 F.3d 1280, 1296 (Fed. Cir. 2012); WBIP, LLC v. Kohler Co., 829
F.3d 1317, 1337 (Fed. Cir. 2016) (“The real question is whether that skilled artisan
would have plucked one reference out of the sea of prior art . . . and combined it
.. . to address some need present in the field . . . .”). Indeed, “[o]nly after
recognizing the existence of [a] problem would an artisan then turn to the prior art
and attempt to develop a new formulation . ...” Leo Pharm. Prods., 726 F.3d at
1354 (emphasis in original). After the problem facing a POSA is defined, the next
step is determining whether a POSA would have “narrow[ed] [their] research
focus” in a manner that arrived at the invention. See Insite, 783 F.3d at 860.
Azurity has failed to apply this legal framework.

1. Azurity Did Not Consider the Problem of Nausea

As discussed above in Section I1.B, nausea induced by chemotherapy was

not being adequately controlled in cancer patients by using aprepitant-based triple
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therapy, which was considered in 2009 to be the standard of care. (Ex. 2091,
19187-191.) According to the NCCN Guidelines (Ex. 2037), the subset of patients
who still experienced significant nausea despite administration of triple therapy
with aprepitant or standard therapy without aprepitant was 40%. (Ex. 2037, 587.)
Therefore, a POSA in 2009 would have been faced with the problem of
uncontrolled nausea in patients who were receiving chemotherapy.!® Framing the
problem facing a POSA in this manner properly reflects the path that a POSA in
November 2009 “would have followed, as evidenced by the pertinent prior art.”
Otsuka, 678 F.3d at 1296.

But neither Azurity nor its expert identified any problem with triple
therapy.?’ Nor did they show that the claims would have been obvious in view of
the aboveidentified problem facing a POSA in 2009. All of Azurity’s grounds fail
for that reason alone-. See Leo Pharm. Prods., 726 F.3d at 1354. Here, Dr.

Peroutka “first focused on the standard of care [i.e., triple therapy], then [he]

19 As explained above in Section II.B, aprepitant triple therapy was efficacious

against vomiting, leaving nausea as the problem. (Ex. 2091, q9189-190; see also
id. 9987-148 (Section VI.A).)
20

To the contrary, they allege that triple therapy was effective at treating both

nausea and vomiting arising from chemotherapy. (See Petition, 42-43.)
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looked at the claims and . . . was iterating . . . with the patent claims, and trying to
integrate all that to see what a POSA would think of the claims of 2009.” (Ex.
2086, 107:17-25.) When questioned about whether a POSA was faced with any
problem at the relevant time, Dr. Peroutka stated “your words are not making sense
to me, in the sense that, you know, problem to be solved, I’m just not
understanding what you mean by that.” (Ex. 2086, 108:4-10.) As Dr. Peroutka did
not understand the words “problem to be solved,” he did not understand the proper
starting point for his obviousness analysis. And without a proper starting point for
obviousness, the entire foundation of his analysis gives way.

Dr. Peroutka and Azurity’s analysis, which wholly ignores the problem
facing a POSA, is textbook impermissible hindsight: starting with Helsinn’s
claimed invention, and working backwards by picking and choosing different
pieces of the prior art arrive at that invention. Dr. Peroutka even admitted that he
focused on netupitant because it was “the subject of this patent dispute.” (Ex.
2086, 127:5-10.) Under the correct legal framework, where obviousness is
considered in view of the problem facing a POSA, Azurity has not shown that
POSA would have a motivation to swap aprepitant for netupitant. (See infra
Section V.A.2.) In fact, given the problem of uncontrolled nausea, a POSA would
have been led towards other solutions — e.g., adding a fourth drug with a different

mechanism of action to triple therapy. (See infra Section V.A.3.)
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In its Decision, the Board respectfully appears to have misunderstood
Helsinn’s arguments regarding Azurity’s failure to consider the problem facing a
POSA. (Decision, 18-19.) The problem with Azurity’s analysis is not that “the
Petition analyzes only whether the claimed invention would have been obvious and
not whether other methods of treating CINV that are not covered by the challenged
claims also would have been obvious,” as the Board suggests. (/d. (emphasis in
original).) Instead, the issue is that Azurity did not identify a problem with the
prior art, nor show that the claim would have been an obvious solution given the
problem facing a POSA.

2. Aprepitant and Netupitant Were Not Interchangeable

Instead of explaining why a POSA would have looked to swap aprepitant for
netupitant given the problem of nausea (or another problem known in the prior art),
Azurity and the Board assumed that a motivation would have existed because
aprepitant and netupitant are allegedly interchangeable. (See, e.g., Petition, 19-25
(touting the netupitant as merely a “new” NK1-receptor antagonist); see also
Decision, 20 (noting that aprepitant and netupitant were both known NK-1 receptor
antagonists, and that “it would have been obvious to those skilled in the art to
substitute one known equivalent for another.”).) But Azurity points to no evidence

demonstrating that these two molecules are interchangeable or “equivalent.”
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Bos, the reference relied upon by Dr. Peroutka as disclosing netupitant, does
not include any comparative analysis between aprepitant and netupitant from
which a POSA could draw conclusions regarding their comparative clinical
efficacy in treating nausea and vomiting. (Ex. 2091, 49203-204; see also id.
99202-212.) Bos lacks human clinical data, and instead provides data from only
exploratory in vivo animal models for anxiety (gerbil foot tapping) and in vitro
CHO cells (non-CNS cells derived from hamster ovaries) where NK-1 receptor
antagonists were introduced. (Ex. 1014, 18:42-19:38.)

Bds does not contain, and Azurity has not provided, any evidence comparing
aprepitant and netupitant’s physical, chemical, or pharmacological properties or
how those may impact the affinity with the NK-1 receptor. (Ex. 2086, 240:25-
241:3, 242:25-243:5, 253:7-255:15.) Just because two molecules are in the same
class (e.g., NK-1 receptor antagonists) does not mean they will be “equivalent” in
the sense of clinical efficacy. (Ex. 2091, 9205; see also id. 4152.) If that were the
case, aprepitant could be substituted with each one of the potentially millions of
NK-1 receptor antagonists, and that the efficacy and safety of the replacement

would be identical.>! Given the wellestablished unpredi-ctability in the drug

21 In Hoffmann, netupitant was one of 31 NK-1 receptor antagonists.

(Ex. 1011, 1364; Ex. 2091, 4213.) In Bos, netupitant is just one specific derivative
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development field, this clearly cannot be the case. (Ex. 2091, 9945-48, 149-151,
176.)

Furthermore, Azurity has pointed to no contemporaneous evidence
suggesting that a POSA would have looked to netupitant as a potential solution to
problem of uncontrolled nausea. In fact, a POSA would have been skeptical of any
such claim because contemporaneous scientific literature hypothesized that NK-1
receptor antagonists are unlikely to have the desired effect on nausea. (Ex. 2091,
99243-244; Ex. 2073, 1005 (“neurokinin-1 receptor antagonists may have less
impact on the nausea component of chemotherapy-induced nausea and
vomiting.”); Ex. 1034, 2829 (“other neurotransmitters may also be involved in the
pathogenesis of these symptoms, especially nausea.”); see also infra Section V.C.)

3. A POSA Faced with the Problem

of Treating Uncontrolled Nausea Would
Have Looked to Other Treatment Regimens

It is a “longstanding principle that the prior art must be considered for all its

teachings, not selectively.” Henny Penny Corp. v. Frymaster LLC, 938 F.3d 1324,

that 1s claimed among millions of compounds. (Ex. 1014, Cover; Ex. 2091, 4159.)
But the universe of potential NK-1 receptor antagonists was much larger. As

explained by Dr. Roeland, there were many other NK-1 receptor antagonists that

had promising clinical data. (Ex. 2091, q9213-216.)
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1331-32 (Fed. Cir. 2019). Here, the prior art as a whole suggested to a POSA that
aprepitant triple therapy was effective against vomiting, but failed to treat nausea.
(Ex. 2091, 99192-200; see also id. §§72-86.) Given the problem of uncontrolled
nausea from chemotherapy (supra Section V.A.), a POSA would have looked at
contemporaneous treatment options that were known or deemed promising for
solving this problem.?? None of those contemporaneous options suggested
replacing aprepitant with another NK-1 receptor antagonist (such as netupitant) to
control nausea. (Ex. 2091, q9192-200 (citing, for example, Ex. 2036, Ex. 2001,
Ex. 1010, Ex. 1019).) In fact, because aprepitant had shown efficacy against
vomiting, dropping it from triple therapy in favor of another NK-1 receptor
antagonist to solve the problem for nausea would have made no sense to a POSA.
(Ex. 2091, 9193.)

Instead, a POSA would have looked at adding a fourth drug that acted on

different receptors (e.g., dopamine receptor antagonists, olanzapine, gabapentin,

22 As Dr. Peroutka acknowledged, a POSA could look for new drugs with new

mechanisms of action, new treatment regimens, and new formulations. (Ex. 2086,
60:10-61:22; 100:16-23, 101:21-102:1.) Dr. Peroutka did not engage in such
analysis (id., 97:7-24), but a POSA would have. (Ex. 2091, 99187-188; see also

id., 19188-200.)
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and cannabinoids) to the clinically proven aprepitant-based triple therapy.

(Ex. 2091, 99192-200; see also id. 972-86.) Dr. Peroutka acknowledged that
dopamine receptor antagonists, olanzapine, gabapentin, and cannabinoids had all
shown promise for treating chemotherapy-induced nausea. (Ex. 2086,
130:11-137:1.) For instance, Herrstedt (Azurity’s own cited reference) touts the
potential of olanzapine in controlling the nausea, describing olanzapine as the
“most promising” new anti-emetic “with very high complete response rates of both
nausea and vomiting when combined with a 5-HTs-receptor antagonist and a
corticosteroid.” (Ex. 2091, 9194 (quoting Ex. 1010, 149); see also Ex. 2091,
9195).2> Accordingly, adding olanzapine to aprepitant-based triple therapy would
have been a plausible option for a POSA seeking a treatment for chemotherapy-
induced nausea.

In addition to olanzapine, the antiepileptic gabapentin was another possible
option, and by November 2009, further studies had been suggested to determine its
potential effects on reducing nausea in cancer patients. (Ex. 2091, 4196.)
Additionally, cannabinoids had also been suggested for further trials to evaluate

their use in the control of nausea. (Ex. 2091, 44197-198.) By 2009, two oral

23 This discussion of the olanzapine regimen in Herrstedt does not even include

any mention of an NK-1 receptor antagonist (including aprepitant) in the regimen.
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cannabinoid formulations were already FDA approved for refractory CINV
treatments, and cannabinoids were listed in the NCCN guidelines as a potential
“breakthrough” CINV treatment. (Ex. 2091, 4198.)

Azurity and Dr. Peroutka did not consider whether a POSA would have
pursued any of these alternative paths to solve the problem of uncontrolled nausea
following chemotherapy. But notably, none of these paths would have led a POSA
to netupitant. (See Ex. 2091, 9200.) This underscores the legal error in Azurity’s
analysis. While it is true that, as the Board stated in its Decision, “multiple
solutions . . . may have been obvious,” (Decision, 19), Azurity has not shown that
the claimed invention is one of those obvious solutions.

4. Dr. Peroutka’s Reasoning for Choosing
Netupitant Highlights His Use of Impermissible Hindsight

Dr. Peroutka’s deposition confirmed that Azurity’s obviousness analysis
used the claims themselves as his starting point. Dr. Peroutka initially testified that
a POSA looking for a regimen for treating a cancer patient for nausea and vomiting
induced by chemotherapy would consider the NK-1 receptor antagonists that were
known in the art as of 2009. (Ex. 2086, 83:5-84:18.) Dr. Peroutka also agreed it
would have been reasonable for a POSA to evaluate the other NK-1 receptor
antagonists that were known as of 2009. (/d., 84:15-18.) But Dr. Peroutka did not

actually conduct this analysis.
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Dr. Peroutka purportedly evaluated only four NK-1 receptor antagonists:
aprepitant, fosaprepitant, netupitant, and casopitant. (Ex. 2086, 122:20-123:2.) Of
these four NK-1 receptor antagonists, three of them (aprepitant, fosaprepitant, and
casopitant) all had human clinical trial data, while one of them (netupitant) did not.
(Ex. 2086, 122:20-123:13; Ex. 1011; Ex. 1014.) Dr. Peroutka testified that he
selected netupitant as his fourth compound to evaluate based on its “CNS
penetration, [its] oral bioavailability, [and] the NK-1 antagonism.” (Ex. 2086,
251:13-23.) But under that reasoning, at least 38 of other NK-1 receptor
antagonists could have been considered by a POSA, and yet none of those were
considered by Dr. Peroutka. (Ex. 2091, 49213-214.) For example, Hoffmann
alone provides 31 other NK-1 receptor antagonists that Dr. Peroutka admitted he
could have, but ultimately did not, evaluate. (Ex. 2086, 271:14-273:17.) Even
outside of Hoffmann, which there is no reason to focus exclusively on, the class of
NK-1 receptor antagonists had many other candidates with promising preclinical
data, which again Dr. Peroutka failed to evaluate. (Ex. 2091, 99213-216.)

Hindsight is thus the only explanation for Dr. Peroutka’s failure to consider
NK-1 receptor antagonists other than netupitant. Azurity’s obviousness grounds

fail for this additional reason.
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B.  Azurity Fails to Demonstrate that
Replacing Aprepitant with Netupitant Would
Have Provided a Similar or Better Clinical Qutcome

Even if the Board were to overlook Azurity’s dispositive legal failure to
consider obviousness from the vantage point of the problem facing a POSA,
Azurity still cannot prevail because its analysis cannot meet the threshold for
motivation to combine laid out by its own expert. Azurity’s primary reference
(Herrstedt) describes numerous clinical studies of aprepitant-based triple therapy,
which was widely considered the standard of care for patients suffering from
CINV as of November 2009. (Ex. 2091, 462-63, 90-95.) Numerous clinical
studies in humans generated data confirming that aprepitant-based triple therapy
significantly improved patient outcomes for vomiting arising from chemotherapy.
(See, e.g., Ex. 1010, 146 (citing Exs. 1034, 1037, 1039, 2073); supra Section I1.B.)
Azurity contends that a POSA in November 2009 would have been motivated to
alter this standard-of-care regimen by replacing aprepitant with netupitant. (See,
e.g., Petition, 19.) But as Dr. Peroutka admitted, a POSA would have no
motivation to swap aprepitant for netupitant unless the POSA expected “that the
change would provide similar or better patient outcomes” compared to the
combination of aprepitant, a 5-HT3 inhibitor, and dexamethasone:

Q. .. .You would agree with me that a POSA would not
be changing the aprepitant triple therapy unless they
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believe that the change would provide similar or better
patient outcomes, correct?

THE DEPONENT: Correct.

(Ex. 2086, 293:19-294:10 (objection omitted).) Dr. Peroutka also acknowledged
that a POSA would not alter aprepitant-based triple therapy unless the POSA
expected “a high chance of success that the resulting therapy would match or
exceed the existing standard of care, which was aprepitant in triple therapy.” (/d.,
295:4-296:14; see also Ex. 1009, 99136 (opining, albeit incorrectly, that a POSA
would have good reason to alter triple therapy to “achieve similar to better efficacy
in CINV”), 175 (same), 776.) Dr. Roeland agrees. (Ex. 2091, 4202.)

Azurity, however, offers no evidence demonstrating that a POSA would
have expected that replacing aprepitant with netupitant in the standard-of-care
triple therapy would result in a treatment that has similar or better patient
outcomes. (Ex. 2091, 99202-212; supra Section V.A.2.) As explained above in
Section V.A.2, neither Azurity nor its cited references contain data comparing
netupitant with aprepitant, and Azurity’s expert has offered none. (Ex. 2086,
240:25-241:3, 242:25-243:5, 253:7-255:15, 280:21-281:19.)

Moreover, the preclinical animal data in Bs is limited to netupitant’s effect
on emesis. (Ex. 2091, 99203-204; see also id. §158-163; supra Section V.A.2.)
Azurity has provided no data af all on netupitant’s effect on nausea; thus, a POSA

could not conclude whether a netupitant three-drug regimen would have the same
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or better clinical outcome than aprepitant triple therapy. Even if there were such
preclinical data, that would not have been sufficient for a POSA. Preclinical data
in animals would not necessarily translate to efficacy in humans, especially with
difficult-to-model conditions like the nausea and vomiting induced by
chemotherapy. (Ex. 2091, 99204, 210-212; Ex. 2086 at 37:6-11.) Dr. Peroutka’s
own prior work confirms this fact. Specifically, Dr. Peroutka published a paper
noting that of NK-1 receptor antagonists “hypothesized to be highly effective in
the acute treatment of migraine because they selectively inhibited trigeminal-
induced PPE in rodent models,” these same antagonists proved ineffective in
humans. (Ex. 2092, 307.) As confirmed by Dr. Peroutka, animal models studying
CNS penetration of a drug do not provide conclusive data about the drug’s efficacy
in humans. (Ex. 2086, 36:14-37:11, 282:4-7.) To know whether netupitant will
have an “effect in humans,” a POSA would need “to do human studies” (id.,
36:1421), which Azurity has not shown existed in the prior art.

Azurity cannot sidestep its failure of proof by pointing to Dr. Peroutka’s
“non-research-based” opinion that there is an “80 per cent”’ probability that any
NK-1 receptor antagonist that had “some preclinical data” showing bioavailability,
CNS penetration, and a “half-life that’s consistent with human intake” would have
been equally (if not more) effective as aprepitant at treating CINV in humans. (Ex.

2086, 86:23-90:12.) Dr. Peroutka’s “non-research-based” opinion is not supported
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by any evidence offered by Azurity in this proceeding, and is also inconsistent with
a POSA’s understanding regarding the high failure rate between preclinical and
clinical studies. (Ex. 2091, 99149-151, 230-232.)

The lack of comparative data between aprepitant and netupitant also
undercuts Azurity’s unsupported allegation that a POSA would have considered
netupitant an appropriate alternative to aprepitant in view of netupitant’s allegedly
“valuable therapeutic properties” (e.g., selectivity, CNS penetration). (See, e.g.,
Petition, 13, 25.) In its Decision, the Board preliminarily agreed with Azurity.
(Decision, 19-20.)

Azurity’s assertions here misleadingly conflate the alleged pharmacological
properties of netupitant with its later-discovered clinical effects in patients.
Importantly, Azurity provides no analysis comparing netupitant’s affinity,
selectivity, CNS penetration, half-life, and oral antagonism properties to those of
aprepitant. (Supra Section V.A.2.) Without such a comparison, a POSA could not
have drawn any conclusions whatsoever about whether netupitant was an
appropriate alternative to aprepitant for inclusion in the three-drug regimen
disclosed in Herrstedt. (Ex. 2091, 99202-212.) The cited properties, such as the
alleged “excellent” CNS penetration, and “high” selectivity for NK-1 receptors

would not inform a POSA about netupitant’s efficacy in treating emesis and/or
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nausea, compared to aprepitant. (Ex. 2091, 9208, 213.)** As a result, a POSA
would have no reason to change a clinically tested regimen (Herrstedt’s triple
therapy) that had proven effective against a major side effect of chemotherapy
(vomiting) by replacing aprepitant with netupitant. (/d., 4192-193.)

For context, “CNS penetration” is a trait common to many NK-1 receptor
antagonists, including aprepitant, and describes whether a drug can cross into the
central nervous system, which encompasses both the brain and the spine.?® (Ex.
2091, 9208.) But CNS penetration “doesn’t tell you anything about efficacy.” (Ex.
2086, 282:4-7.) “Oral antagonistic activity” refers to a drug’s ability to have a
desired antagonistic effect when ingested orally. (Ex. 2091, 99209.) “Binding

affinity” is simply a measure of how long a given antagonist binds to a given

24 If a POSA were focused on these pharmacological properties, there were

many other NK-1 receptor antagonists at the relevant time that shared them. (Ex.
2091, 9214 (discussing other NK-1 receptor antagonists with preclinical data as of
2009); supra Section V.A.4.) Azurity has not explained why a POSA would have
picked netupitant from among all of those other NK-1 receptor antagonists.

25 Notably, NK-1 receptors are located throughout the body, including the

gastrointestinal tract, skin, and lungs, and are not limited to the CNS. (Ex. 2091,

208 1.29.)
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receptor. (Ex. 2086, 254:2-10; Ex. 2091, 9210.) Azurity has failed to provide any
comparison of the pharmacological data for netupitant and aprepitant and thus
cannot show that netupitant’s alleged “excellent” properties would have motivated
a POSA to swap aprepitant for netupitant in the aprepitant three-drug regimen
disclosed by Herrstedt.

Azurity and Dr. Peroutka also fail to consider safety data, which is critical to
motivation to combine here.?® A doctor would not treat a patient with a drug that
was not considered safe (Ex. 2086, 119:15-22) but Dr. Peroutka completely
neglected to consider safety data. (/d., 126:17-24.) Dr. Peroutka claimed he was
not aware of any NK-1 receptor antagonists that showed promise in preclinical
data but then failed to show safety and efficacy in humans. (/d., 118:6-14.) Butin
September 2009, months before the critical date, GlaxoSmithKline stopped
development of the NK-1 receptor antagonist casopitant because “significant
further safety data would be required to support the registration of casopitant.”
(Ex. 2077.) All ongoing regulatory files for casopitant were subsequently
withdrawn. (I/d.) As Dr. Peroutka’s opinion was based on his view that “there had

been no examples of such drugs that failed” (Ex. 2086, 89:17-90:12), he plainly

26 Herrstedt discloses administration of aprepitant triple therapy to patients.

Thus, any change to triple therapy would (of course) need to consider safety.
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did not consider casopitant’s failure when he made his pie-in-the-sky claim that
there was a “high likelihood” (i.e., 80%) that NK-1 receptor antagonists could be
effective for treating patients for nausea and would be FDA approved. (/d.,
269:14-270:3.)

C.  Azurity Fails to Demonstrate a POSA Would Have Had

a Reasonable Expectation of Success in Combining Prior Art
Teachings to Achieve an Improved Method of Treating Nausea

“The reasonable expectation of success requirement refers to the likelihood
of success in combining references to meet the limitations of the claimed
invention.” Janssen Pharmaceuticals, Inc. v. Teva Pharmaceuticals USA, Inc.,
141 F.4th 1367, 1383 (Fed. Cir. 2025) (quoting Intelligent Bio-Systems, Inc. v.
Illumina Cambridge Ltd., 821 F.3d 1359, 1367 (Fed. Cir. 2016)). The Board
preliminarily determined that a POSA would have a reasonable expectation of
success because a “POSA would need to only substitute one known NK; antagonist
for another.” (Decision, 22 (citing Ex. 1014, 42:5-11, Ex. 1009, 99736-737).) But
here, the legal question is not whether a POSA could simply swap out aprepitant
for netupitant in the triple therapy disclosed in Herrstedt and MASCC. Instead, the
question is whether a POSA would have reasonably expected that the three-drug
regimen resulting from replacing aprepitant with netupitant would have be

successful in achieving the claimed invention.
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Here, independent claims 1 and 3 require that the administered drug regimen
induce blood levels of netupitant and palonosetron which allow preventing nausea
in both the acute and delayed phases following chemotherapy to a statistically
significant degree, compared to a baseline. (Supra Sections IV.A, IV.B.) Azurity
has not explained why a POSA would have reasonably expected that the three-drug
regimen resulting from replacing aprepitant with netupitant would have been
successful in inducing the claimed blood levels of netupitant and palonosetron
which allow preventing nausea in both the acute and delayed phases following
chemotherapy. Nor has Azurity explained why the same change would have
induced blood levels of netupitant and palonosetron, which achieve complete
response during the acute and delayed phases following chemotherapy, as recited
in claim 2.

The OSI Pharmaceuticals case is instructive here. OSI Pharmaceuticals,
LLC v. Apotex Inc., 939 F.3d 1375 (Fed. Cir. 2019). In OSI Pharmaceuticals, the
Federal Circuit reversed the Board’s determination that certain claims to methods
for treating non-small cell lung cancer (“NSCLC”) with the drug erlotinib were
unpatentable as having been obvious, concluding that substantial evidence did not
support the Board’s finding of reasonable expectation of success. 939 F.3d at
1377-78. Specifically, the Federal Circuit found that “the asserted references do

not disclose any data or other information about erlotinib’s efficacy in treating
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NSCLC.” Id. at 1383 (emphasis in original). Notably, the Board had found that
the prior art reference Gibbs provided “a clear inference” that “erlotinib has anti-
cancer activity against non-small cell lung cancer.” Id. at 1383. But on review, the
Federal Circuit characterized Gibbs as “is a review article that collects, reviews,
and analyzes other research studies.” /d. And looking to the underlying references
cited in Gibbs, the Federal Circuit found that none of those references discussed
erlotinib’s effect on NSCLC. Id. at 1383-84.

Like in OSI, the cited references here do not demonstrate any efficacy of
netupitant in preventing nausea or achieving complete response. (Ex. 2086 at
274:12-23 (no data in Hoffmann on netupitant’s effect emesis or nausea),
275:16-20; Ex. 2091, 99158-163.) Accordingly, the record lacks any documentary
evidence demonstrating that a POSA would have reasonably expected using
netupitant to achieve the claimed methods of preventing nausea or achieving
complete response, including to a statistically significant degree as compared to a
baseline. (Ex. 2091, 99217-221; see also id. §9202-216; supra Sections IV.A,
IV.B.) Given this lack of evidence, Azurity pivots to the clinical results from triple
therapy, and suggests that those results apply equally to the claimed netupitant
three-drug regimen because “both [aprepitant and netupitant] are NK; antagonists
achieving the same purpose (decreasing nausea and vomiting) the same mechanism

(NK receptor antagonism).” (See, e.g., Petition, 25; Ex. 1009, §737.) At
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deposition, Dr. Peroutka touted a similar faulty, and admittedly “non-research-
based,” logic. (Ex. 2086, 89:11-90:6 (opining that there is an “80 percent
likelihood” that another NK-1 receptor antagonist would be as effective for treating
CINV in humans as aprepitant based on some preclinical data on bioavailability,
CNS penetration, and half-life), 279:5-280:20; see also id., 243:18-245:15 (relying
on aprepitant and casopitant data).) Dr. Peroutka went as far as saying that “any
NK-1 receptor antagonist that can penetrate into the CNS or the brain . . . would
have a high chance [to treat nausea] if properly powered.” (Ex. 2086, 261:2-13.)
This argument fails for multiple reasons.

First, as discussed above in Section VI.A.1-2 and V.B, there is no evidence
supporting the proposition that a POSA would have viewed netupitant and
aprepitant as “equivalent” in the clinical sense. Neither Azurity nor its expert have
offered any evidence comparing aprepitant and netupitant’s efficacy against nausea
and emesis. (Supra Sections V.A.2 and V.B; Ex. 2086, 280:21-281:17 (testifying
that providing such a comparison “was not in [his] purview”).) Nor have they
offered any evidence comparing aprepitant and netupitant’s physical, chemical, or
pharmacological properties or how those may impact the affinity with the NK-1
receptor. (Ex. 2086, 240:25-241:3, 242:25-243:5, 253:7-255:15.) All they have
offered is that netupitant is an NK-1 receptor antagonist and had preclinical data on

bioavailability, CNS penetration, affinity, and half-life. But that data says nothing
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about netupitant’s expected efficacy against nausea or emesis when administered
to a human patient, or how such efficacy compares to aprepitant’s efficacy for
nausea or emesis. (Ex. 2091, q9219-221; see also id. §9222-229; Ex. 2086, 36:14-
21; supra Sections V.A.2 and V.B.) Just because aprepitant and netupitant are
both NK-1 receptor antagonists does not mean that they would achieve the same or
similar clinical results. (Ex. 2091, 99217-221; see also id. 99202-212.)

Second, as admitted by Dr. Peroutka, an NK-1 receptor antagonist not only
could fail to treat nausea, but it could potentially cause it. (Ex. 2086, 275:9-12
(“Q: And you’ll agree with me that NK-1 receptor antagonists can have an adverse
event of nausea, correct? A. Possibly.”).) Given this potential side effect, a POSA
would have wanted data regarding netupitant’s efficacy on nausea to determine
whether netupitant would have a desirable effect on nausea, rather than make a
patient who was already suffering from nausea even more nauseous. (See Ex.
2091, 9220.) Azurity has provided no such data. Dr. Peroutka’s admission also
undercuts the Board’s observation that a POSA would know how to dose NK-1
receptor antagonists, and that such knowledge would support reasonable
expectation of success. (Decision, 22.) However, a POSA’s ability to determine a
dose for a given NK-1 receptor antagonist is irrelevant because Bos does not
include nausea as one of the identified potential uses. (Ex. 2091, 4220.) And if a

drug does not treat a patient (or even makes a condition worse), no dose adjustment
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could rectify that issue. (/d.) Moreover, the prior art (including Bos) did not
identify any dose for netupitant that would treat nausea or achieve complete
response, and Azurity has not demonstrated otherwise.

Third, as explained in detail below, a POSA in November 2009 would have
understood that triple therapy failed to treat nausea to a degree of statistical
significance. (Ex. 2091, 4962-63; see, e.g., Ex. 1010, 148; Ex. 1048, 534; Ex.
2036, 522; Ex. 2001, 1874; see also Ex. 2091, 4987-148.) Thus, under Azurity’s
reasoning, a POSA also would not have reasonably expected a three-drug regimen
of netupitant, a 5-HT3 antagonist, and dexamethasone to treat nausea. Indeed, the
contemporaneous scientific literature lamenting aprepitant’s failure to treat nausea
shows the fallacy in Dr. Peroutka’s uncorroborated assertion that “any” NK-1
receptor antagonist that penetrates the CNS or the brain will treat nausea if
properly powered. (Ex. 2091, 4190; see also id. §487-148.)

1. Emend® Label from 2008

Based on the disclosures in the FDA-approved package insert for Emend®
(aprepitant), a POSA knew that triple therapy did not successfully treat nausea.

Tables copied directly from the FDA-approved labeling for Emend®?’ are

27 Merck markets and sells aprepitant in the U.S. under the trade name

Emend®. (Ex. 2086, 191:19-22.)
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reproduced below and show the results of a clinical study in patients receiving two
cycles of highly emetogenic chemotherapy. (/d. at 345-46, 932 (TABLE 2
referring to Ref. E), 350 (describing Ref. E as the March 27, 2003 Emend® label);
see also Ex. 2016; Ex. 1030.) These tables plainly demonstrate that the effect of
aprepitant (as part of triple therapy) on nausea or significant nausea were found not
to be statistically significant when compared to standard therapy, as indicated by
the “NS**” that appears in the “p-Value” column on the right-hand side of the

table:
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Table 1

Percent of Patients Receiving Highly Emetogenic Chemotherapy Responding by Treatment
Group and Phase for Study 1 — Cycle 1

ENDPOINTS Aprepitant Standard p-Value
Regimen Therapy
(N = 260)' (N=261)"
9 %

%o

No Nausea
Overall 48 44 NS**
Delayed phase 51 48 NS**
No Significant Nausea
Overall 73 66 NS**
Delayed phase 75 69 NS**

"N: Number of patients (older than 18 years of age) who received cisplatin, study drug, and had at least one
Post-treatment efficacy evaluation.
Overall: 0 to 120 hours post-cisplatin treatment.
SAcute phase: 0 to 24 hours post-cisplatin treatment.
IDelayed phase: 25 to 120 hours post-cisplatin treatment.
“Not statistically significant when adjusted for multiple comparisons.
**Not statistically significant.
Visual analogue scale (VAS) score range: 0 mm = no nausea; 100 mm = nausea as bad as it could be.

Table 2

Percent of Patients Receiving Highly Emetogenic Chemotherapy Responding by Treatment
Group and Phase for Study 2 — Cycle 1

ENDPOINTS Aprepitant Standard p-Value
Regimen Therapy
(N =261) (N=263)"
% %
No Nausea
Overall 49 39 NS*
Delayed phase 53 40 NS*
No Significant Nausea
Overall 71 64 NS**
Delayed phase 73 65 NS**

TN: Number of patients (older than 18 years of age) who received cisplatin, study drug, and had at least one
t-treatment efficacy evaluation.
Overall: 0 to 120 hours post-cisplatin treatment.
SAcute phase: 0 to 24 hours post-cisplatin treatment.
Delayed phase: 25 to 120 hours post-cisplatin treatment.
“Not statistically significant when adjusted for multiple comparisons.
**Not statistically significant.
Visual analogue scale (VAS) score range: 0 mm = no nausea; 100 mm = nausea as bad as it could be.
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(Ex. 1030 at 4-5 (Tables 1 and 2) (annotations added)?®.)

While these tables show a numerical improvement in nausea parameters,
they do not show an improvement in nausea to a degree of statistical significance
as compared to standard therapy. Rather than address head-on the lack of
statistical significance for aprepitant’s treatment of “nausea” and “significant
nausea” in the Emend® label, Azurity shifts to focus on the data for the “complete
protection” parameter provided elsewhere in that label. (Petition, 48.) But as
Dr. Roeland explains, “complete protection” is a composite endpoint and not the
correct metric to measure a drug’s effect on nausea, nor the metric that a POSA
reading the Emend® label would use. (Ex. 2091, 952-55, 97, 111-117.) The only
information in the Emend® label that specifically provides information on
aprepitant’s impact on nausea unequivocally stated that aprepitant had no
statistically significant impact, and that is the information that would be most

relevant to a POSA. (See Ex. 2091, 49102-110; Ex. 1030, 4-5.)

28 Table 2 provides that improvement in “nausea” was not statistically

significant when adjusted for multiple comparisons. Both experts agree that
adjusting for multiplicity is a standard correction and should be done to properly
measure statistical significance. (Ex. 2091, 4998-101, 118; Ex. 2086, 170:24-

172:1.)
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2. Other Clinical Studies

Other clinical studies also confirm that the aprepitant in triple therapy did
not have a statistically significant nor clinically meaningful effect on nausea or
significant nausea when compared to standard therapy. (Ex. 2091, 99128-148.)
Herrstedt (Ex. 1010), Azurity’s lead reference, summarizes that “[fJour phase 111
trials have investigated the use of aprepitant in patients receiving cisplatin-based,
highly emetogenic chemotherapy [37-39] or a combination of cyclophosphamide
plus an anthracycline [40],” and these four references are Poli-Bigelli, Hesketh,
Warr, and Schmoll. (Ex. 1010, 146.)* At his deposition, Dr. Peroutka admitted
that Poli-Bigelli (Ex. 1039) discusses the same data that is reported in Table 2 of
the Emend® label (Ex. 2086, 167:22-168:2). As Dr. Peroutka also acknowledged,
both “Merck and the FDA” confirmed in 2008 that this data from Poli-Bigelli did
not show statistically significant improvement in either “no nausea” or “no
significant nausea” aprepitant based triple therapy as compared to standard
therapy. (Ex. 2086, 170:18-177:13; see also Ex. 1030 at Table 2.) Hesketh (Ex.
1037) and Warr (Ex. 1034) likewise did not show a statistically significant

improvement in “no nausea” for aprepitant triple therapy as compared to standard

29 References 37-40 in Herrstedt are Hesketh (Ex. 1037), Poli-Bigelli (Ex.

1039), Schmoll (Ex. 2073), and Warr (Ex. 1034).
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therapy, and this fact was confirmed by Schmoll (Ex. 2073). (Ex. 1037, 4115-16
(Table 2); Ex. 1034, 2827-29; Ex. 2073, 1005 (citing Ex. 1037, Ex. 1034); Ex.
2086, 192:16-195:7, 206:8-210:6.)

The Campos study cited by Azurity and Dr. Peroutka does not warrant a
different conclusion.’® (Ex. 1009, 49 1352-54.) As a threshold matter, Campos
was published in 2001 and is superseded by the data provided in the
FDA-approved Emend® label. (Ex. 2091, 9119-127 (citing Ex. 1023); Ex. 2086,
145:15-20 (Peroutka Tr.).) And like the Emend® label, Campos was based on work
by Merck scientists who were studying aprepitant. (Ex. 2091, 4120) (citing Ex.
1023).) Campos, however, administered aprepitant at significantly higher doses as
compared to the lower FDA-approved doses in the Emend® label. Specifically,
Campos administered 400 mg of aprepitant as pre-treatment- on day 1, and 300 mg

on days 2 through 5. (Ex. 1023, 1759-60; Ex. 2091, 9126-127.) In the Emend®

30  Dr. Peroutka, during deposition, also pointed to Herrington (Ex. 1016) for
the first time as an example of aprepitant having control over nausea. (Ex. 2086,
59.24-60:8 (Peroutka Tr.).) But, Herrington, concludes “[t]he incidence of overall
nausea, significant nausea (>25 mm on the 100-mm visual analog scale), and the
severity of nausea was not different among the 3 arms (Table 4 and Fig. 2).”

(Ex. 1016, 2084; Ex. 2091, 130 (citing Ex. 1016).)
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label, 125 mg of aprepitant (less than one-third the dose in Campos) was
administered as pretreatment on day 1, and 80 mg was administered on days 2 and
3. (Compare Ex. 1023 with Ex. 2016, 11-12; Ex. 2091, 9126; Ex. 2086,
153:16-154:21.) Importantly, the higher doses of aprepitant in Campos could
potentially have a negative impact on cancer patients, for as Dr. Peroutka admitted,
higher doses of NK-1 receptor antagonists can potentially cause nausea in the very
same patients who are seeking better nausea control. (Ex. 2086, 155:9-13;
156:10-17, 157:22-158:24, 159:21-160:5, cf. Ex. 1009, 41376 (Dr. Peroutka stating
that a 285 mg dose of aprepitant is “such a large single dose of aprepitant [that]
might affect nausea and vomiting . . . [and] adverse events (including nausea and
vomiting) could arise” when Campos has an even larger dose at 400 mg).)

Notwithstanding that Campos reported an alleged effect on nausea, the
Merck scientists chose a significantly lower dose for use in their FDA-approved
product for cancer patients and reported that product did not have a statistically
significant effect on nausea. (Ex. 2091, q123.) Likewise, the guidelines for
clinicians instruct them to follow the FDA-approved dosage in the Emend® label
and makes no mention of administering the higher doses described in Campos.
(Ex. 2091, 9126 n.16.)

Thus, when considered as a whole, the prior art taught a POSA that

administration of aprepitant to cancer patients receiving chemotherapy did not
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control nausea in a clinically meaningful way or show a statistically significant
improvement over standard therapy. (Ex. 2091, 4190; see also id. 9987-148.)

VI. Azurity Fails to Demonstrate that All of the
Limitations Are Disclosed by the Cited References

Even setting aside Azurity’s legally and factually incorrect obviousness
analysis (see supra Section V) and assuming arguendo a POSA would have found
it obvious to combine Azurity’s prior art references, Azurity cannot prevail. For
even when the prior art is combined, it fails to disclose or suggest all of the
limitations of claims 7, 16, and 22.

Claims 7, 16, and 22 recite “wherein said netupitant occupies at least 70% of
said patient’s striatum NK1 receptors seventy-two hours after said administration.”
(Ex. 1004, claims 7, 16, 22.) As explained below, none of Azurity’s cited
references (Herrstedt, Bos, and Hargreaves in Ground 3; see Petition, 2) disclose
the claimed receptor occupancy in the human striatum for seventy-two hours.

Herrstedt does not even mention netupitant, let alone administration of a
particular amount of netupitant. Bos is cited by Azurity only for the proposition
that netupitant can be administered orally for treatment of emesis.*! (See Petition,

43-46 (citing Ex. 1014, 42:5-11).) But neither Herrstedt nor Bos discuss the

31 The CNS is not limited to the brain, and also encompasses the brain stem

and spinal cord. (Ex. 2091, 9945 n.8, 208.)
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claimed level of NK-1 receptor occupancy (at least 70%) in the striatum of a
human by any NK-1 receptor antagonist (let alone netupitant) for the claimed time
period (72 hours). (Ex. 2091, q177-178; see also id. §Y179-186.)

That leaves Hargreaves, which is a publication describing the use of positron
emission tomography (“PET”) for studying NK-1 receptor occupancy. (Ex. 1012,
18.) Hargreaves does not disclose that a therapeutically effective dose of
netupitant (or any other NK-1 receptor antagonist) would occupy at least 70% of
NK-1 receptors in the human striatum for at least 72 hours. (Ex. 2091, §9179-186;
supra Section IV.C.) Hargreaves reported only aprepitant’s NK-1 receptor
occupancy for a six-hour period that began 24 hours after the administration of
aprepitant and ended six hours later (i.e., 30-hours after the administration of
aprepitant). (Ex. 1012, 21-22; Ex. 2091, q181.) This data simply would not have
disclosed to a POSA what aprepitant’s NK-1 receptor occupancy was 72 hours
after administration, much less what netupitant’s NK-1 receptor occupancy was 72
hours after administration as required by the claim. (Ex. 2091, 49157, 179-186.)

Furthermore, Dr. Peroutka has also provided no explanation for why the
NK-1 receptor occupancy of aprepitant should or would translate to the NK-1
receptor occupancy of netupitant. In fact, he did not believe that such a
comparison was “in the scope” of his declaration. (Ex. 2086 at 253:7-254:17; see

also id., 240:3-241:3, 242:25-243:5.) Dr. Peroutka’s assertion that “it would have
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been obvious to a POSA that administering the therapeutically effect dose of
netupitant would also occupy at least 75% (i.e., at least 70%) of neurokinin-1
(NK() receptors in the striatum seventy-two hours after administration” thus has no
factual support. (See Ex. 1009, 4832; see also supra Section [V.B.)

Perhaps in view of these clear deficiencies, Azurity and Dr. Peroutka resort
to arguing inherency. (Petition, 36-37 (alleging that claim limitation “naturally
accompanied a therapeutically-effective amount of an NK1 antagonist for treating
emesis”); Ex. 1009, 9833.) But Azurity has not shown that the limitation is an
inherent property of a therapeutically effective dose of an NK-1 receptor
antagonist. See, e.g., Cytiva BioProcess R&D AB v. JSR Corp., 122 F.4th 876, 889
n.15 (Fed. Cir. 2024) (“[A] petitioner must still meet its burden to demonstrate that
the claimed limitation is indeed inherent. Simply saying it is so without sufficient
evidence will not demonstrate unpatentability.”). Here, Azurity wholly fails to
establish that all “therapeutically effective amount[s]” of an NK-1 receptor
antagonist will necessarily occupy at least 70% of neurokinin-1 (NK;) receptors in
the striatum seventy-two hours after administration.

Azurity’s reliance on the 297 patent specification for the proposition that
the limitation is a “characteristic of netupitant itself” (see Petition, 480 (citing Ex.
1004, 4:28-43)) is unavailing. The cited portion of the patent specification merely

states that less than 20 or 30% of the bound netupitant is released from the striatum
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NK-1 receptors even 96 hours after administration, but provides no explanation for
what percentage of receptors are originally occupied by netupitant in the first
place. (Ex. 2091, 9186.) The claimed 70% receptor occupancy is a function of the
concentration of netupitant in the body at a given time, which in turn is dependent
on dose and other complex pharmacological and pharmacokinetic factors, and not
a mere function of netupitant. (/d.)

Azurity also cannot rely on the Examiner’s alleged contention that the 70%
occupancy limitation at issue here is “an inherent property.” (Petition, 45.)
Helsinn’s decision to not challenge some of the Examiner’s findings is not an
admission as to their correctness. See Salazar v. Procter & Gamble Co., 414 F.3d
1342, 1347 (Fed. Cir. 2005) (“an applicant's silence regarding [an Examiner’s]
statements does not preclude the applicant from taking a position contrary to the
examiner's statements when the claim terms are construed during litigation.”).

Finally, Azurity’s allegation that a 300 mg dose of netupitant would
naturally result in the claim limitation due to netupitant’s long half-life (see
Petition, 44; Ex. 1009, 4826) is conclusory and lacks substantiation. Azurity has
provided no analysis regarding why a POSA would have been motivated to select a
300 mg dose of netupitant for administering to a patient nor whether a POSA
would have a reasonable expectation of success in doing so. Azurity’s further

contention that “[s]eventy-two hours is squarely within the therapeutic period and
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reflects the known prolonged half-life of netupitant” likewise fails. (Petition, 45
(citing Ex. 1014, 19:7-38).) That contention fails because Azurity has provided no
analysis regarding why a POSA would have been motivated to choose to focus on
receptor occupancy at seventy-two hours rather than other time points, nor has
Azurity explained whether a POSA would have a reasonable expectation of
success in focusing on that particular time point. Bs does not state that netupitant
has a 72-hour half-life. Moreover, as explained by Dr. Roeland, netupitant’s half-
life does not directly translate to receptor occupancy, which is a function of
numerous different factors, including but not limited to netupitant’s receptor
affinity and its concentration in a given location in the human body. (Ex. 2091,
9229; see also id. 99152-155.) Importantly, Azurity and Dr. Peroutka do not (and
cannot) point to any prior art that discloses how much netupitant will need to be
administered to result in the claimed amount of receptor occupancy over the
claimed time period.

For at least these reasons, Azurity has not shown that all limitations of claim
7, 16, and 22 are disclosed by the cited references.

VII. Objective Indicia of Nonobviousness
Confirm that the Claimed Invention Is Not Obvious

“Objective indicia must always when present be considered in the overall
obviousness analysis.” Adapt Pharma Operations Ltd. v. Teva Pharms. USA, Inc.,

25 F.4th 1354, 1372 (Fed. Cir. 2022). But they are especially notable in this case
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because they confirm the use of impermissible hindsight in Azurity’s analysis. As
explained below, the method of treatment embodied in the *297 patent claims
constituted a breakthrough when first unveiled, which unexpectedly showed a
statistically significant effect on nausea compared to the standard-of-care treatment
as of November 2009 despite skepticism in the prior art.

A. Nexus

Nexus exists where objective indicia are reasonably commensurate with the
claims. In re Huai-Hung Kao, 639 F.3d 1057, 1068 (Fed. Cir. 2011). Nexus is
found where the evidence of objective indicia results from unique features of a
claimed combination even if the combined elements were known. Chemours Co.
FC, LLCv. Daikin Indus., Ltd., 4 F.4th 1370, 1378 (Fed. Cir. 2021); WBIP, 829
F.3d at 1330-32.

Here, the objective indicia evidence is commensurate with the claims. The
evidence of objective indicia relates to the administration of a drug regimen which
induces therapeutically effective blood levels of netupitant and palonosetron to
treat nausea in patients undergoing chemotherapy, as claimed in independent
claims 1 and 3. The administration of a drug regimen including netupitant and
palonosetron to treat nausea, and especially delayed nausea, is a unique feature of

the claimed invention. (See supra Section V.)
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The meaningful clinical benefits provided to cancer patients by this
inventive combination of netupitant and palonosetron are illustrated in Example 5
of the 297 patent, which is a clinical study describing a Phase 2 multicenter,
randomized, double-blind clinical trial, where patients were randomized into one
of five treatment groups. (Ex. 1004, 17:21-18:3.) The 200 mg (Group 3) and
300 mg (Group 4) doses of netupitant, administered along with palonosetron and
dexamethasone to the patients in that study, had a statistically significant effect on
both emesis and nausea compared to palonosetron and dexamethasone alone. (Ex.
2091, 99234-240; supra Section I1.C.) Both doses showed this effect in the
“delayed” nausea phase, which was particularly important for clinicians and
patients. (Ex. 2091, 9238; supra Sections II.A, II.C.) The objective indicia of
unexpectedly improving nausea in the delayed phase thus has a nexus to the claim,
because it arises from the use of netupitant and palonosetron in the administered
three-drug regimen.

B.  Unexpected Results and Skepticism

Unexpected results can be demonstrated when “the claimed invention
exhibits some superior property or advantage that a person of ordinary skill in the
relevant art would have found surprising or unexpected.” Procter & Gamble Co.
v. Teva Pharms. USA, Inc., 566 F.3d 989, 994 (Fed. Cir. 2009). “If industry

participants or skilled artisans are skeptical about whether or how a problem could
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be solved or the workability of the claimed solution, it favors non-obviousness.”
WBIP, 829 F.3d at 1335.

As explained above in Section VII.A, both the 200 mg and 300 mg doses of
netupitant, demonstrated a statistically significant effect in improving “no
significant nausea” in the delayed phases, compared to standard therapy. (Ex.
1004, 17: 1-18:30, 19:1-19:45.) This improvement in the delayed phase of nausea
would have been particularly meaningful to a POSA, because this is the phase of
nausea that patients found to be most debilitating and is often the hardest to treat.
(Ex. 2091, 99241-242; supra Section 11.) This improvement was likewise
unexpected, as underscored by the skepticism in contemporaneous literature
regarding the ability of NK-1 receptor antagonists to treat chemotherapy-induced
nausea. (Ex. 2091, 99243-246.)

Moreover, the data in Table 6 above shows unexpected results compared to
the closest prior art teaching. Table 6 shows that the FDA-approved aprepitant
triple therapy (aprepitant, a 5-HT3 antagonist, and dexamethasone) did not show a
statistically significant improvement for “no nausea” and “no significant nausea”
over standard therapy, while the netupitant-based three-drug regimen (netupitant,
palonosetron, and dexamethasone) did. Triple therapy with aprepitant is the

closest prior art as evidenced by Azurity’s lead references, Herrstedt and MASCC.
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VIII. Conclusion

The patentability of the challenged claims should be confirmed.
Respectfully submitted,

Dated: February 25, 2026
By:_ /Eric W. Dittmann/
Eric W. Dittmann (Registration No. 51,188)
Counsel for Patent Owner
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