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Grounds – IPR2025-00945 (US 8,623,826)
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BasisClaimsGround

§103: MASCC, Hoffmann19, 22-23, 25 1

§103: MASCC, Bös19-20, 22-23, 252

§103: MASCC, Bös, ALOXI19-23, 253

§103: Herrstedt, Hoffman,
Hargreaves1-3, 8-10, 15-18, 244

§103: Herrstedt, Bös, Hargreaves1-3, 8-10, 15-18, 245

§103: Herrstedt, Bös, Hargreaves,
Herrington4-56

§103: Herrstedt, Bös, Hargreaves,
ALOXI10-147



Grounds – IPR2025-00946 (US 9,186,357)
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BasisClaimsGround

§103: Herrstedt, Bös2-4, 11-16, 40, 52-
54, 56–621

§103: Herrstedt, Bös, Herrington41-422

§103: Herrstedt, Bös, Hargreaves553



Grounds – IPR2025-00947 (US 9,186,357)
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BasisClaimsGround

§103: Herrstedt, Bös1, 5-10, 171

§103: Herrstedt, Bös, Herrington18, 19, 25-27, 30-322

§103: Herrstedt, Bös, Herrington,
ALOXI203

§103: Herrstedt, Bös, Hargreaves,
Herrington24, 294

§103: Herrstedt, Bös, Bonadeo,
Herrington285

§103: Herrstedt, Bös, Bonadeo,
Herrington, ALOXI

21-23, 33-35, 38-
39, 43-44, 46-516

§103: Herrstedt, Bös, Bonadeo,
Hargreaves, Herrington, ALOXI36, 457



Grounds – IPR2025-00948 (US 9,943,515)
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BasisClaimsGround

§103: Herrstedt, Bös, Herrington11-17, 19-231

§103: Herrstedt, Bös, Hargreaves,
Herrington1-10, 182



Grounds – IPR2025-00949 (US 10,828,297)
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BasisClaimsGround

§103: Herrstedt, Bös1-4, 8-13, 17-19, 231

§103: Herrstedt, Bös, ALOXI5, 6, 14, 15, 20, 212

§103: Herrstedt, Bös, Hargreaves7, 16, 223



Established Standard of Care for CINV
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EX1017, 11-12, 16

• By November 2009, the standard of care for treatment of chemotherapy-induced nausea
and vomiting (CINV) was a three-drug antiemetic regimen:

• NK1 antagonist

• 5-HT3 antagonist

• dexamethasone

• MASCC (EX1013) and Herrstedt (EX1010) each supply this standard of care:

MASCC: Herrstedt:



Grounds References: MASCC (EX1013)
Triple-Therapy Standard of Care for CINV
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EX1013, 22, 24



Grounds References: Herrstedt (EX1010)
Triple-Therapy Standard of Care for CINV
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EX1010, Abstract, 145-46



Grounds References: Hoffmann (EX1011)
Netupitant as Promising NK1 Receptor Antagonist
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EX1011, 1362, 1364-65, Table 4



Grounds References: Bös (EX1014)
Netupitant as Promising NK1 Receptor Antagonist
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EX1014, 1:49-67, 14:15-39, 19:10-20



Grounds References: ALOXI (EX1015)
Effective Dosing and Administration of Palonosetron
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EX1015, 2, 3, 4



Grounds References: Herrington (EX1016)
Effectiveness of Day-One Administration
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EX1016, Abstract, Table 3



Grounds References: Hargreaves (EX1012)
Association of NK1 Receptor Occupancy with Efficacy
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EX1012, Abstract, 23, Fig. 6B



Grounds References: Bonadeo (EX1017)
Palonosetron Purity
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EX1017, 11-12, 16



Claims Recite Using Known Options in Standard Protocol
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EX1001, claim 1; EX1010; EX1011; EX1013; EX1014

• Claims use same standard of care, specifying known 5-HT3 and NK1 antagonists:

• NK1 antagonist

• 5-HT3 antagonist

• dexamethasone

e.g., ’826 claim 1:

Netupitant taught by Bös or Hoffmann:

Both components already incorporated 
in protocol (MASCC & Herrstedt):



Claims’ Use of Known Class Members Was Obvious
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945-ID, 26, 29; see also 946-ID, 18-22; 947-ID, 21-24; 948-ID, 15-19; 949-ID, 14-18

• Claims’ use of known 5-HT3 and NK1 antagonists in a standard protocol is unpatentable

• Similar to obviousness of KSR’s using “known technique...to improve similar devices.” 
550 U.S. 398 (2007); see also id. (“mere substitution of one element for another known 
in the field” obvious if not shown to “do more than yield a predictable result”)

• Institution decisions correctly recognized obviousness of claims



None of PO’s Arguments Undermine Obviousness

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 18

945-DI, 26, 29

• No claim requirement of statistically significant treatment of nausea

• Not supported by claim language

• Prior art taught treatment of both nausea and vomiting

• Dexamethasone itself treats nausea

• Motivation to combine established

• Hoffmann/Bös single out netupitant for praise

• Existence of alternatives irrelevant (see Mouttet/Par Pharm)

• Expectation of success does not require a certainty of superior clinical outcome

• Purported unexpected results:

• No nexus

• No comparison to closest prior art



Claim Construction

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 19



20DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-POR, 16-20; 945-Reply, 2-6

POR’s New Construction Not Supported

945-POR, 18, 20:

• As explained in Replies, this new construction is unsustainable:

• Independent claims do not define a baseline for comparison, so importing one would render 
them indefinite

• Even if statistical significance were imported, the baseline must broadly include any 
comparator, including no treatment or ineffective treatment



21DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-POR, 16-20; 945-Reply, 2-6

POR’s New Construction Not Supported

• ’826 Claim 1 confirms that PO’s proposed baseline is incorrect:

• Claim expressly discusses comparison
to ineffective treatment (palonosetron
and sub-therapeutic dose of dexamethasone
alone)

• This comparison reflects property of
NK1 antagonists to double dexamethasone
AUC, as known in the prior art
(EX1010, 147 “two-time increase in the AUC
of dexamethasone” when co-administered
with NK1 antagonist)

• No claim language supporting baseline
of palonosetron + therapeutic level of
dexamethasone



22DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

946-Reply, 4-5; 947-Reply, 4-5; 949-Reply, 3-5

POR’s New Construction Not Supported

• Independent claims 1-2 and 4 of ’357 patent and 1-2 of ’297 patent further confirm PO’s 
construction is wrong, as they lack any comparator at all:

EX1002, claims 1-2, 4: EX1004, claims 1-2:



• No support in specification for PO’s assertion that claims require “standard therapy” as 
a baseline (945-POR, 7, 20)

• Specification only uses the term “baseline” once, referring generically to any baseline; it 
never equates it to the “standard therapy” asserted in the POR:

• Effectiveness in treating both nausea and vomiting was well-recognized in prior art

23DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-POR, 7, 20; EX1001, 8:24-34; 945-Reply, 5

POR’s New Construction Not Supported



Level of Ordinary Skill
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• POSA skilled in clinical medicine, medical oncology, radiation oncology, oncology 
nursing, pharmacy, or pharmacology (945-Pet., 8, as modified at 945-ID, 11)

• Dr. Peroutka describes POSAs’ educational background
and working team (EX1009, ¶59):

• Institution decision correctly rejected requirement of
being an oncologist.

• As Dr. Roeland conceded, outcome is the same under
either definition (EX2088 ¶28).

• Consistent with findings at institution. See 945-ID, 11-12 (noting “our analysis would be 
the same under either party’s definition of a POSA,” and finding Dr. Peroutka “qualified 
to testify from the perspective of a POSA” and had oncology training)

• Regardless, grounds show obviousness based on teachings of references, not expert gap-
filling

25DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
945-Pet., 8; EX1009, ¶59; EX2088, ¶28; 945-ID, 11-12; 945-Reply, 9-11

Level of Ordinary Skill in the Art



• Patent Owner abandoned reliance on Dr. Navari post-institution, turning to Dr. Roeland 
instead

• Roeland’s opinions are undermined by his low qualifications and lack of diligence 
preparing his declarations

• Roeland declaration contained no structural or pharmacokinetic comparison between 
aprepitant and netupitant

• Roeland declaration advances conclusory opinions without foundation in legal 
standards. See EX1067, 101:19–103:2 (admitting no legal background and no 
foundation in legal standard)

26DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
945-Reply, 11-12

PO’s Arguments Lack Adequate Expert Support



27DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 
945-Reply, 10-12; EX1067, 80:25-81:14, 104:13-22, 108:15-21

PO’s Arguments Lack Adequate Expert Support



IPR2025-00945 Grounds 1-3:
MASCC + Hoffmann / Bös / ALOXI
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Motivation to Combine: MASCC & Hoffmann

• Closest prior art: MASCC

• Same 3-drug architecture (NK1 antagonist + 5-
HT3 antagonist + dexamethasone)

• Palonosetron is preferred 5-HT3 antagonist

• Describes aprepitant as merely "the first" of a 
new class of NK1 antagonists, inviting successors

• Hoffmann specifically identifies netupitant and 
one other drug as alternatives in aprepitant’s 
class of NK1 antagonists, touting netupitant’s:

• high affinity

• excellent CNS penetration

• excellent oral NK1-antagonist activity

29DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Reply, 19, 22-23



Motivation to Combine: MASCC & Bös

• Bös also singled out netupitant as one of only three compounds selected for testing 
as an alternative to aprepitant

• Bös choice of netupitant as one of a handful of
compounds actually characterized with data, in
combination with desirable properties, provides
ample reason for POSA to select as NK1 antagonist

30DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

EX1014, 14:9-38, 17:60-18:48



Motivation to Combine: Netupitant from Hoffmann/Bös

• Potential existence of alternative solutions does not defeat obviousness, regardless of 
different alternatives were superior or inferior. See In re Mouttet; Par Pharm.

• Netupitant was identified as one of a narrow set of promising leads, with Hoffmann/Bös 
narrowing the field to a handful with data

• As institution decisions correctly recognized, this suffices to show obviousness:

31DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

948-ID, 18-19; 949-ID, 19; see 945-ID, 25: 946-ID, 29; 947-ID, 28-29:

Reply, 19



Reasonable Expectation of Success

• Required expectation is success in making the claimed combination, not in 
achieving any particular clinical endpoint.

• Netupitant and aprepitant were both known NK1 antagonists acting through the 
same mechanism to CINV when administered prior to chemotherapy

• Using one known, structurally-related compound for another to achieve the same 
purpose the same way is textbook obviousness. See, e.g., KSR, In re Omeprazole

• Showing of reasonable expectation of success correctly recognized at institution:

32DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 22-23, 27-28; 945-ID, 20, 26



IPR2025-00945 Grounds 4-7:
Herrstedt + Hoffmann / Bös + 
Hargreaves/Herrington/ALOXI

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 33



Claim 1

• Claim 1’s comparator is expressly an 
ineffective combination

• Any triple-therapy combination that 
restores dexamethasone’s known 
effectiveness satisfies claim limitations

• NK1 antagonists known to double 
dexamethasone’s effective AUC

• See 945-Pet., 38-43; 945-Reply, 3-4, 15-17

• Herrstedt provides triple-therapy standard 
of care

• Hoffmann/Bös single out netupitant as NK1 
inhibitor

34DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 38-43; 945-Reply, 3-4, 15-17



Dexamethasone-restoration Rebuts PO’s New Claim Construction Arguments

• Petition already explained known mechanism for restoration of 
dexamethasone’s anti-nausea properties when using NK1 antagonists with 
lower-dose dexamethasone

• Claim 1’s language (“a therapeutically effective amount which…”) confirms 
these properties are inherent properties, rather than further restrictions on 
what constitutes a therapeutically-effective amount

35DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 9-10, 38-43; 945-Reply, 3-4, 15-17; EX1009, ¶115; EX1010, 147; EX1013, 24



Dexamethasone-restoration Rebuts PO’s New Claim Construction Arguments

• POR advanced new theory of patentability, importing a requirement of 
statistically-significant treatment of nausea into the claims

• ’954 claim 1 confirms this construction is wrong

• Dexamethasone’s established effect in treating nausea alone confirms prior art 
treated nausea better than no treatment

36DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 9-10, 38-43; 945-Reply, 3-4, 15-17



Herrstedt’s Complete Response/Complete Protection Satisfies Claim 1 

• Claim 1 recites treatment of “both nausea and 
vomiting to a greater extent” than without 
netupitant

• This is satisfied by net improvement on 
combined endpoint

• No requirement of separate improvement for 
nausea in isolation

37DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 50; 945-Reply, 3-4; EX1010, 146; EX1039, Table 2; EX1030, Table 1



Proposed Combination Satisfies Claim 1’s Striatum-Occupancy Limitation

• Claim 1: “…which enters the systemic circulation, crosses the blood brain barrier 
and occupies at least 70% of neurokinin-1 (NK1) receptors in the striatum 
seventy-two hours after said administration”

• Descriptive/inherent consequence of administering any therapeutically effective 
netupitant dose

• Confirmed by claim language (“which…”); see 945-Reply, 7-8 (citing Minton v. NASD)

• No requirement of separate prior art disclosure

• Inherency consistent with prosecution findings. See EX1008, 120.

38DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 34-37; 945-Reply, 7-8; EX1008, 120



Proposed Combination Satisfies Claim 1’s Striatum-Occupancy Limitation

• Hargreaves shows prior art’s own methodology: striatum NK1-receptor 
occupancy above ~75% is recognized proxy for antiemetic therapeutic 
effectiveness in general, not limited to netupitant

• Syllogism:

• Any therapeutically effective dose of any NK1 antagonist reaching the CNS occupies 
receptors at this level

• Netupitant is an NK1 antagonist that reaches the CNS

• Any therapeutically effective dose of netupitant occupies receptors at this level, and 
thus satisfies the recited claim limitation

39DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Reply, 19-20; EX1012, 23, Fig. 6B



IPR2025-00946 through -00949: 
combinations involving Herrstedt and Bös

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 40



Grounds IPR2025-00946 through -00949 Parallel IPR2025-00945

• Each ground in IPR2025-00946 through -00949 relies on Herrstedt+Bös, on 
their own or in combination with other references

• Challenged claims obvious for reasons generally parallel those in IPR2025-
00945

• Additional ground- and claim-specific arguments addressed below

41DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 



IPR2025-00948, Claim 11

• Claim 11 directed to single-dose for five days:

• Herrington’s one-day dosing of aprepitant 
sufficient for multi-day coverage, motivating 
single-day dosage, with benefits including 
increased simplicity and patient compliance 

• Bös’s disclosure of 30-hour half life 
corroborates expectation of effectiveness for 
five-day coverage based on Herrington

• No burden to run same comparative PK 
study as in patent; only reasonable 
expectation of success is required

42DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

948-Pet, 20-21; EX1003, claim 11



IPR2025-00949, Claim 23

• No dispute that claim 23’s “independently effective” language refers to effect 
added by inclusion of netupitant in multidrug combination (see 949-Pet., 33)

• Addition of netupitant to palonosetron and dexamethasone is mechanistically 
linked to nausea prevention, as it unlocks dexamethasone's restored 
effectiveness, consistent with known behavior of NK1 antagonists

• PO’s own data confirm this property of netupitant (EX1009, ¶816 (citing 
EX1004, 16:1-40 (Example 3)):

43DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

949-Pet., 33, 41-42; EX1009, ¶816; EX1004, 16:1-40, claim 23



No Secondary Indicia Shown

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 44



“Synergy” Is Property of Palonosetron, Not Netupitant

• Data from prosecution showed equivalent 
overall anti-nausea effects from 
palonosetron plus any NK1 antagonists, 
whether netupitant or aprepitant

45DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Reply, 19-20; EX1005, 346

EX1009, ¶1385 (citing EX1005, 346):



“Synergy” Is Property of Palonosetron, Not Netupitant

• Post-filing data confirms palonosetron’s interaction with NK1 antagonists is generic

46DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Reply, 19-20; EX1012, 23, Fig. 6B

EX1045, 2637-38:



EC50: No Comparison to Closest Prior Art

• Data in table 1 of prosecution declaration (EX1005, 343 (EC50 shifts) lacked nexus to 
nausea and lacked any comparison between claimed combinations and closest prior 
art (aprepitant + palonosetron; see, e.g., Herrstedt)

• Board correctly identified this deficiency at institution:

• No remedy during trial

47DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-ID, 34; EX1005, 343; 945-Reply, 22-23; 945-Pet., 68



Herrington Does Not Support Patentability

• Herrington study does not establish that no NK1 antagonist improves nausea, only 
that its study failed to detect differences for aprepitant in one category

• PO fails to meet its burden of production to show improvement from netupitant, 
rather than palonosetron’s independently-known indirect NK1 activity or to noise 
from underpowered studies

• Indeed, PO’s own data fail to clear statistical significance in the first place at the 
overall/acute phase

48DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 25, 50-51 



Specification’s Own Nausea Data Equivocal

• Large percentages in both groups being 
successfully treated for nausea 

• Unambiguous nausea endpoints (no nausea, 
total control) never reached significance at 
any dosage

• Nausea-related significance only met for “no 
significant nausea” and “complete 
protection,” which bundles emesis and 
rescue-medication control with nausea

• Any difference would constitute difference in 
degree at best

49DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

Reply, 17-23; Pet., 62; EX1009, ¶1343; EX1001, Table 6



Independent Motivation Defeats Purported Unexpected-Results

• Hoffmann and Bös supply independent reasons to use netupitant: CNS penetration 
and oral availability

• Unexpected results insufficient where prior art provided independent reason for 
combination. Allergan, Inc. v. Sandoz Inc., 726 F.3d 1286, 1293 (Fed. Cir. 2013)

50DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Pet., 25, 50-51 

EX1009, ¶¶175, 177:



No Showing of Skepticism

• PO’s skepticism argument rests on Dr. Roeland’s characterization of generic 2009-
era doubt about NK1 antagonists and nausea

• Attributing to NK1 antagonists a “more pronounced effect” against vomiting and “less 
impact” on nausea (EX2088, ¶262, quoting EX1034, 2829; EX2073, 1005) confirms 
recognition of effect on nausea.

• “[G]eneric industry skepticism cannot, standing alone, preclude a finding of 
motivation to combine.” Auris Health v. Intuitive Surgical, 32 F.4th 1154, 1159 (Fed. 
Cir. 2022).

51DEMONSTRATIVE EXHIBIT – NOT EVIDENCE 

945-Reply, 24-25; 945-Sur-Reply, 21-22




