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DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



Onivyde for Metastatic Pancreatic Cancer 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Ex. 2032 at 6; Paper 21 at 5-7; Ex. 2076 at ¶ 67

Metastatic pancreatic cancer patients face median survival times under 
12 months and only about 2% surviving five years after diagnosis.

Ex. 2076 at ¶ 47
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’552 Patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

’552 Patent
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CSPC’s Expert:  No Opinion on “Treatment”

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Petition & Ratain Decl.
Jan. 17, 2025

Did not adopt 
Petitioner’s 
construction and 
construed 
“treatment”:

Institution Decision
Aug. 14, 2025

Applied Board’s 
construction:

“I adopt the PTAB’s claim 
interpretation ruling for 
purposes of the opinions 
set forth herein.”

Patent Owner’s Response
Nov. 10, 2025

No expert 
declaration 
applying the 
Board’s 
construction

Petitioner’s Sur-Reply
Feb. 11, 2026

Paper 1 at 26-30; 
Ex. Ex. 2076 at at ¶¶ 49-50; Paper 1 
at 36; Ex. Ex. 2076 at at ¶¶ 216-226 

Paper 13 at 13-14 Ex. 2076 at ¶ 136

Alternate 
constructions 
of “treatment”

PetitionerIpsen & 
Dr. ObersteinBoardPetitioner & 

Dr. Ratain:

“attempting to cause a 
therapeutic improvement 
but not requiring actual 
efficacy

OR
“requir[ing] a showing 
of clinical efficacy”  

Paper 32

“the ‘treatment’ would have 
more than a de minimis 
therapeutic benefit or 
efficacy for the patient 
being treated”
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Ground 1

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 CSPC challenges all claims of the ’552 Patent on three 
grounds as follows:

Grounds and Challenged Claims

Ground Claims Basis Asserted Prior Art

1 1, 3-6, 8-14 103 Conroy, Conroy Protocol, Conroy Appendix, 
and Mahaseth in combination with Bayever, 
Saif, Ko, and Cantore

2 2, 7, and 15 103 Ground 1 in addition to Masi and Ginocchi

3 1-15 103 Grounds 1 and 2 in addition to Carnevale 
and Dean

Pet. at 6.

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



 Service Chief, Gastrointestinal Medical 
Oncology Program

 Co-Director, Pancreatic Cancer Center

 Associate Professor, Dept. of Medicine at 
NYU Grossman School of Medicine

 Fellowship in Hematology and Oncology, 
Columbia Presbyterian Medical Center

 Residency in Internal Medicine, Temple 
University Hospital

 MD, Ohio State University

Patent Owner’s Expert: Dr. Paul Oberstein

Ex. 2076 at ¶¶ 5-17 

Dr. Paul Oberstein

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Procedural History

Jan. 17, 2025 
 Petition (Paper 1)
 Ratain Declaration 

(Ex. Ex. 2076 at)

May 23, 2025 
 Ipsen’s request for DD (Paper 8)
 Ipsen’s POPR (Paper 9)

Jun. 23, 2025 
 Petitioner’s Response to 

request for DD (Paper 10)
 Supplemental Ratain 

Declaration (Ex. 1200)

Jul. 16, 2025 
DD decision (Paper 11)

Aug. 14, 2025 
Institution decision 
(Paper 13)

Nov. 10, 2025 
 Ipsen’s Patent Owner’s 

Response (Paper 21)
 Oberstein Declaration 

(Ex. 2076)

Feb. 11, 2026 
 Petitioner’s Reply to 

Patent Owner’s 
Response (Paper 33)
 NO SUPPORTING 

EXPERT DECLARATION

2025 2026
DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 Non-obviousness under Board’s construction of “treatment”

 No motivation to make all four (4) FFX modifications
– POSA would have considered efficacy in addition to toxicity
– POSA would understand that lower doses may compromise efficacy

 Conroy does not teach claimed dose of oxaliplatin
– The claimed doses are starting doses

 No reasonable expectation of successful “treatment”
– Early-phase or preclinical data not predictive of success
– Unpredictability/low probability of success in the field

 Unexpected results support obviousness
– NALIRIFOX is an embodiment of the invention
– Invention improved tolerability without sacrificing efficacy

Dr. Oberstein’s Opinions Are Unrebutted

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 38 at 3-4, 11-13, 16, 18-19, 20-22 
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No Motivation to Modify 
FOLFIRINOX

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Unrebutted: The Claimed Doses Are Starting Doses

’552 Patent at Claim 1

’552 Patent at 13:38-45

’552 Patent at 30:5-11

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 7 (citing the ’552 Patent at 13:38-46, 30:5-11, Tables 1B-1E)
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CSPC Argues Obviousness of Four Changes to FFX

Conroy
(“FOLFIRINOX”)

180 mg/m2 
irinotecan

85 mg/m2 
oxaliplatin

400 mg/m2 bolus, 
followed by 2,400 mg/m2 
infusion of 5-flourouracil

400 mg/m2 
leucovorin

’552 Patent
(“NALIRIFOX”)

60 mg/m2 
liposomal irinotecan

60 mg/m2 
oxaliplatin

2,400 mg/m2 
of 5-flourouracil

200 mg/m2 of l-form of
leucovorin or 400 mg/m2 of 

racemic (l + d) form of leucovorin 

2. Dose reduction of oxaliplatin

4. Dose reduction of 5-FU

3. Removal of bolus dose

1. New, different drug

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 38 at 5-6
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1. Dr. Ratain’s opinions are rooted in hindsight

2. The Conroy References nor any other art suggest preemptive 
reduction of oxaliplatin from 85 mg/m2 to 60 mg/m2

3. The Prior Art as a whole would not have directed a POSA to 
make all four, distinct proposed modifications

4. The alleged properties of liposomal irinotecan would not 
have motivated a POSA to arrive at the claimed invention

Toxicity Concerns Would Not Have Motivated All Four Changes 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 24-26, 26-32, 32-35, 36-41
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Dr. Ratain’s Analysis Was Hindsight-Driven

It is hindsight to begin with the claimed invention

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

“Obviousness ‘cannot be based on the hindsight 
combination of components selectively culled from 
the prior art to fit the parameters of the patented 
invention”

Cheese Sys., Inc. v. Tetra Pak Cheese & Powder Sys., Inc., 725 
F.3d 1341, 1352 (Fed. Cir. 2013) (quoting ATD Corp. v. Lydall, 

Inc., 159 F.3d 534, 546 (Fed. Cir. 1998))

Paper 21 at 25, 26
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Dr. Ratain’s Analysis Was Hindsight-Driven

It is hindsight to begin with the claimed invention

Q. And why did you start with 
FOLFIRINOX?

A. Because, in reading the claims, I 
said this is FOLFIRINOX but with the 
substitution of liposomal irinotecan.

Q. Okay. So you chose to start with 
FOLFIRINOX because of its similarity 
to the claims in the ’552 patent, 
correct?

A. That's right.
Ex. 2073  at 27:6-13

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Q. Why were you looking at a 
publication that was specifically 
teaching dropping the fluorouracil 
bolus?

A. Because, one, when I read the 
specification, they made a point of 
that, the patentees.

 And, two, because I was aware that 
it's -- it's been dropped from the 
FOLFIRINOX regimen by the vast 
majority of clinicians.

Ex. 2073 at 35:12-36:5

Paper 38 at 24-26 (citing, inter alia, Ex. 2073 at 27:6-13, 35:12-36:5)
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Dr. Ratain’s Analysis Was Hindsight-Driven

It is hindsight to begin with the claimed invention

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Q. And then for Cantore, why did you select Cantore?
A. I have to refresh my memory on Cantore. I believe that was one of the 

ones that was after the 2015 priority date. It would be helpful if I 
could look at that document, Counsel.

*  *  *
 So this regimen, Cantore, it discloses just the use of two of the drugs, 

irinotecan and oxaliplatin, but it's a much older reference. So it's part 
of the ancestry, so to speak, of FOLFIRINOX, and that's why I looked 
at it. It also -- counsel asked me are there any references to 
specifically disclose an oxaliplatin dose of 60 milligrams per meter 
squared, and so I found this regimen.

 And so it's part of the history here, and it also has that specific dose.
Ex. 2073 (Ratain) at 39:24-41:16

Paper 21 at 26 (citing, inter alia, Ex. 2073 at 39:24-41:16)
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 Dr. Ratain only relies on the Conroy References for providing the 
motivation to reduce oxaliplatin dose to 60 mg/m2

 Conroy defines FOLFIRINOX as comprising 85 mg/m2 oxaliplatin

The Conroy References Do Not Provide Motivation to 
Preemptively Reduce Oxaliplatin Dose

FOLFIRINOX Is Defined As Including 85 mg/m2 Oxaliplatin

Ex. 1003 at 1  

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 26-32
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 The art recognized that Conroy taught FOLFIRINOX as 85 mg/m2 
oxaliplatin

 Dr. Ratain agrees (Ex. 2073 at 85:8-13, 97:21-98:4)

 Petitioner’s arguments are rooted in hindsight

The Conroy References Do Not Provide Motivation to 
Preemptively Reduce Oxaliplatin Dose

Ex. 2004 (Marsh 2015) at 1-2 

FOLFIRINOX Is Defined As Including 85 mg/m2 Oxaliplatin

Ex. 1041 (Conroy 2013) at 2-3

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 27-28



19

 There was a studied, known rationale for the selection of 85 mg/m2 
oxaliplatin as the starting dose

– Ychou et al. (Ex. 2038 at 7-8): Safety and Efficacy data supported 
recommendation of a starting dose of 85 mg/m2 oxaliplatin

 Dr. Oberstein opines (unrebutted) that a POSA would not be 
motivated to preemptively reduce that starting dose:

The Conroy References Do Not Provide Motivation to 
Preemptively Reduce Oxaliplatin Dose

Ex. 2076 at ¶¶ 245; 243-245

FOLFIRINOX Is Defined As Including 85 mg/m2 Oxaliplatin

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 28-29; Paper 38 at 15
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The Conroy Protocol & Appendix teach that all patients in the FOLFIRINOX 
arm are treated with a starting dose of 85 mg/m2 oxaliplatin

The Conroy References Do Not Provide Motivation to 
Preemptively Reduce Oxaliplatin Dose

Ex. 1004 at 14; Ex. 2076 at ¶¶ 154-159

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 26-27
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 Conroy’s dose reduction 
guidelines do not motivate 
a preemptive 60 mg/m2 
starting dose

 Instruct reduction only 
after certain toxicity events

 Include reductions for all 
components – not just 
oxaliplatin

The Conroy References Do Not Provide Motivation to 
Preemptively Reduce Oxaliplatin Dose

Ex. 1004 at 16-19; Ex. 1017 at 4-7; Ex. 2076 at ¶¶ 154-159; 245-251

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 29-32
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Median Dose Intensity Is Not Related to Starting Dose

 Dr. Ratain/CSPC places undue reliance on Conroy’s 78% 
“median dose intensity” for oxaliplatin

 Does not inform a POSA as to 
– how many patients received dose reductions 
– how many dose reductions occurred over the course of the study, 

including along with other modifications

 Does not connect dose reduction to the conclusions of safety 
and efficacy in the study, which are based on a starting dose of 
85 mg/m2 oxaliplatin dose

The Conroy References Do Not Provide Motivation to 
Preemptively Reduce Oxaliplatin Dose

Ex. 2076 at ¶¶ 241-242

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

Paper 21 at 32-33; Ex. 2036 at 16, 56-57; Ex. 2076 at ¶¶ 232-233 

Despite toxicity, FOLFIRINOX was still a preferred treatment 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Dr. Ratain’s Declaration
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 Prior art offered many different approaches, none pointing to the 
claimed combination

 Dr. Ratain’s relied-upon references describe approaches for reducing 
toxicity other than oxaliplatin reduction:

 Other references teach that deletion of 5-FU bolus and reduction of 
irinotecan were the most common modification to address toxicity

(See e.g., Ex. 2076 at 257-258, 261; Ex. 1041 (Conroy 2013) at 4; Ex. 2043 (Gunturu) at 3).

Post-Conroy Reference Address FOLFIRINOX toxicity by

Mahaseth (Ex. 1015) Removal of 5-FU bolus dose and addition of growth factor

Ginocchi (Ex. 1016) Removal of 5-FU bolus dose and reduction in irinotecan

Hatachi (Ex. 1021) Removal of 5-FU bolus dose

Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 32-35
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 Dose reduction in metastatic pancreatic cancer requires a 
strong rationale — because patients are at an advanced stage of 
disease and dose reduction may compromise efficacy

 Dr. Ratain fails to explain why a POSA would make all four 
modifications simultaneously
– Mahaseth purports to be “well tolerated” with “maintained 

efficacy” by removal of 5-FU bolus alone
– No rationale as to why further modifications are required

 At best, a POSA would have made one modification at a time, 
not all four at once

Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 33-35
Ex. 2076 at ¶¶ 231-234, 263-269
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Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 33-34
Ex. 2076 at p. 193-198 (App. B)
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Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 33-34
Ex. 2076 at p. 193-198 (App. B)
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Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 33-34
Ex. 2076 at p. 193-198 (App. B)
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Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 33-34
Ex. 2076 at p. 193-198 (App. B)
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Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 33-34
Ex. 2076 at p. 193-198 (App. B)
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Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 33-34
Ex. 2076 at p. 193-198 (App. B)
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 Post-priority date conduct confirms the lack of direction 
in the art
– Researchers continued to pursue different modifications to 

FOLFIRINOX (see Ex. 2076 at Appx. B), e.g.
• Removal or reduction of 5-FU bolus dose
• Removal of 5-FU bolus dose and reduction to irinotecan
• Reduction of several components
• Reduction of a single component

 None replaced a component with a new drug

Prior Art As a Whole Does Not Direct a POSA to Dr. Ratain’s 
Four Modifications, Let Alone Simultaneously

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 33-34
Ex. 2076 at ¶¶ 263-269
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Experts Agree:  Liposomal Irinotecan Is a Different 
Drug With Different Properties

Q. Right. And liposomal irinotecan has its own 
distinct FDA labeling, correct?

A. Yes, and it’s a distinct product, and it has 
similar but different properties from free 
irinotecan. But they’re certainly siblings or 
father-child relationship.

Ex. 2073 at 49:7-12

Dr. Mark Ratain
CSPC’s Expert

Dr. Paul Oberstein
Ipsen’s Expert

“As of August 21, 2015, a POSA would not have 
known how liposomal irinotecan would have 
performed in comparison with free irinotecan in 
a clinical study for the treatment of metastatic 
pancreatic cancer. Therefore, a POSA would not 
have been motivated to make replace liposomal 
irinotecan along with the other three proposed 
modifications.”

Ex. 2076 at ¶ 276

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 38 at 10
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 Dr. Ratain explained that the “different properties” of liposomal 
irinotecan do not translate to a superior approach:

Known Properties of Liposomal Irinotecan Did Not 
Motivate the Claimed Methods

Q. When you say “highly dependent on schedule,” what does that mean?
A. In other words, there have been studies in the past of giving irinotecan by prolonged infusion, and you 

can only -- if you give a very small amount every day, it's toxic, just because you've got the drug 
around continuously, and, therefore, it has a greater effect.

 So liposomal irinotecan has properties similar to prolonged infusion of irinotecan. And what's unclear 
is whether liposomal irinotecan can increase the efficacy of irinotecan. It's just not entirely clear.

 There's some preclinical studies that certainly suggest that. There was certainly enthusiasm for that 
possibility, just like there was enthusiasm for encapsulating paclitaxel, and that led to the 
development of ABRAXANE.

 But, you know, it's not yet been proven that this formulation or this schedule of giving irinotecan, so to 
speak, is superior than the more conventional, historical approach.

Q. Is that true as of today?
A. Yes.
Q. Okay. And so that would have been true as of August 21st, 2015, as well?
A. Yes.

Ex. 2073 (Ratain) at 50:23-51:24

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 36
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 Ko, Saif, and Bayever do not suggest replacing 
irinotecan in FOLFIRINOX with liposomal irinotecan
– Ko points toward liposomal irinotecan with gemcitabine, not 

oxaliplatin; 
– Saif expressly questions whether the replacement is 

worthwhile given countervailing toxicity concerns; and 
– Bayever is entirely silent on any combination therapy that 

includes oxaliplatin

Known Properties of Liposomal Irinotecan Did Not 
Motivate the Claimed Methods

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 36
Ex. 2076 at ¶¶ 271-274
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 A POSA would have been aware of the heightened risk of 
neutropenia, a serious, dose-limiting side effect
– Irinotecan and oxaliplatin independently carry known risks of 

neutropenia
– FOLFIRINOX itself produced neutropenia as the most 

common grade 3–4 adverse

 Prior art taught dose reduction — not drug substitution — 
as the solution

Known Properties of Liposomal Irinotecan Did Not 
Motivate the Claimed Methods

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 37
Ex. 2076 at ¶¶ 277-281
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 Bayever does not teach 60 mg/m² as the 
dose for a combination with oxaliplatin

– Silent as to combining with oxaliplatin
– Starting doses are 120 mg/m2 or 

80 mg/m2

– 60 mg/m2 appears only as a reduced 
dose for a specific genetic 
subpopulation, and then directs dose 
escalation if no toxicity occurs

– Teaches further dose reduction in case 
of toxicities to 50 mg/m2 or lower

No Motivation to Select 60 mg/m2 Dose of Liposomal 
Irinotecan

Ex. 1006 at 26-27

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 36-38
Ex. 2076 at ¶¶ 282-283
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 No prior art correlates the irinotecan dose in 
FOLFIRINOX to a liposomal irinotecan dose

 Pharmacokinetic differences between liposomal and 
free irinotecan do not permit straightforward 
quantitative comparison

 Other art point to higher doses
– Chen recommends 120 mg/m² every three weeks 

for future Phase II studies
– Roy used doses up to 150 mg/m² and concluded 

higher doses showed better antitumor activity

No Motivation to Select 60 mg/m2 Dose of Liposomal 
Irinotecan

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 38, 49-50;
Ex. 1057 (Chen); 

Ex. 2076 at ¶ 285 (discussing Chen); 
Ex. 1055 (Roy); 

Ex. 2076 at ¶¶ 95-97 (discussing Roy);
Ex. 2076 at ¶¶ 282-283
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No Reasonable Expectation 
of Success

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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1) CSPC’s Alleged “Reasonable Expectation of Success” Relies on an 
Erroneous Claim Construction

2) CSPC Improperly Relies on the Outcomes Reported for Prior-Art 
Regimens

3) Lowering dose of oxaliplatin was not routine experimentation

4) CSPC’s “Result-Effective Variable” Argument Fails, Again

5) CSPC’s Cited Data Would Not Have Inspired a Reasonable 
Expectation of Success in the Claimed Treatment

6) CSPC Ignores Unpredictability of Clinical Effects at Different Doses in 
Combination Therapy

CSPC’s Reasonable Expectation Argument Fails For 
Several Reasons

Paper 21 at 42–50

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 CSPC argues “treating” requires only administration — not actual 
efficacy

 CSPC’s construction would “improperly seek[] to obviate proof of 
‘reasonable expectation of success’” altogether

 The PTAB rejected this construction

 

CSPC’s Argument Rests on an Erroneous 
Claim Construction 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 45-46; Paper 13 at 14
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 CSPC contends that “it has been 
universally accepted now and in the prior 
art that providing lower doses of [the 
chemotherapy drugs used in the claimed 
invention] results in fewer side effects” 

 CSPC, however, relies on portions of Dr. 
Ratain’s declaration that simply restates 
the outcomes of the same prior art 
references he relies on for motivation to 
combine – none of which address the 
claimed invention as a whole

CSPC Improperly Relies on the Outcomes Reported 
for Prior-Art Regimens

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 1 at 50-51; Paper 21 at 42–44

Intelligent Bio-Systems, Inc. v. Illumina Cambridge Ltd., 
821 F.3d 1359, 1367 (Fed. Cir. 2016)
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Lowering the dose of Oxaliplatin (or any component) was not Routine Optimization

 Dr. Oberstein opined that dose adjustment in the 
context of a multiple-component drug regimen 
would not be routine experimentation or 
optimization 

– Compromise efficacy with lower doses

– Each component has different PK properties

– Multiple changes can cause variable 
responses

 Dr. Ratain does not rebut this opinion, and his own 
publications confirm the unpredictable clinical 
effects of anticancer drugs

CSPC’s “Result-Effective Variable” Argument Fails, Again

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Ex. 2076 at ¶¶ 288-293; Paper 21 at 46-48

Exhibit 2076 at ¶ 292

Exhibit 2076 at ¶ 291
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 The Patent Office addressed CSPC’s “result-effective variable” 
argument and Ipsen overcame it

 The Federal Circuit recognizes that where “variables interacted 
in an unpredictable or unexpected way,” the combination is 
non-obvious — ModernaTx v. Arbutus Biopharma Corp., 18 
F.4th 1364, 1376 (Fed. Cir. 2021)

CSPC’s “Result-Effective Variable” Argument Fails, Again

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Ex. 2076 at ¶¶ 288-293; Paper 21 at 46-48
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CSPC’s Cited Data Does Not Support a Reasonable 
Expectation of Success

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

 Pre-clinical data regarding liposomal irinotecan alone in Bayever 
does not support reasonable expectation of success in the 
claimed four-drug combination

 Dr. Ratain’s own publications acknowledge that “preclinical 
studies do not generally predict success of clinical trials” and 
that Phase II trials “have a high negative predictive value but a 
low positive predictive value” 

 Pancreatic cancer drug development has a particularly low 
success rate — solid tumor drugs for pancreatic cancer “seemed 
to have the toughest challenges in Phase III studies (13.1%)”

Ex. 2076 at ¶¶ 294-302; Paper 21 at 48-49
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 CSPC ignores the unpredictability of clinical effects of the drugs at issue
– Oncology drugs have a narrow therapeutic window
– Inter-individual variability
– Pharmacokinetic variability, including non-linear pharmacokinetics in 

some drugs
– More than one oncology drug in combination

 Dr. Ratain opines that Ko and Saif offer at most “hope[] of improving 
overall survival” 

– Federal Circuit law is clear: “hope that a potentially promising drug will treat a 
particular cancer is not enough to create a reasonable expectation of success in 
a highly unpredictable art” — OSI Pharms. v. Apotex, Inc., 939 F.3d 1375, 1385 
(Fed. Cir. 2019).

CSPC Ignores the Unpredictability of Clinical Effects in 
Combination Therapy

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 49-50
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Unexpected Results

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 A POSA would have expected an oxaliplatin dose 
reduction from 85 mg/m² to 60 mg/m² — combined 
with removing the 5-FU bolus and substituting liposomal 
irinotecan — would compromise efficacy 

Ex. 2076 at ¶¶ 263, 288-291, 306-08

 NALIRIFOX surprisingly delivered comparable efficacy to 
FOLFIRINOX while delivering substantially improved 
tolerability 

Ex. 2076 at ¶ 305; Ex. 1011 at Table 1; Ex. 2032 at Table 2

Unexpected Results Support Non-Obviousness

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 50-53
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Efficacy NALIRIFOX Gem + nab-PAC FOLFIRINOX

OS 11.1 months 9.2 months 11.1 months

PFS 7.4 months 5.6 months 6.4 months

ORR 41.8% 36.2% 31.6%

Unexpected Results Support Non-Obviousness

NAPOLI-3 Trial – Phase III Clinical Trial for 
NALIRIFOX (EX 2032 at 6 (Table 2))

Safety NALIRIFOX FOLFIRINOX
Grade >= 3 peripheral 
neuropathy

6.5% 9%

Grade >= 3 
Neutropenia/Febrile 
Neutropenia

24.2% 46.5%

Grade >= 3 diarrhea 20% 13%

Ex. 1011 at Table 1

Ex. 1011 at Table 1

Prolonged survival with an 
improved toxicity profile is 
a difference in kind

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 50-53
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 Post-priority date studies suggest NALIRIFOX has better 
efficacy and tolerability than gemcitabine/nab-paclitaxel 
(GnP), while modified FOLFIRINOX (mFFX) did not 
demonstrate the same advantage

Unexpected Results Support Non-Obviousness

Efficacy mFFX 
(Ex. 2034)

Gem + nab-PAC
(Ex. 2034)

OS 12.5 months 15.3 months

PFS 5.9 months 6.5 months

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 50-53; 
Paper 38 at 21-22
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 It is an opinion piece, not an empirical study — uses argumentative framing ("we argue 
that…") and "at most, purports to identify issues for future consideration and study" (Ex. 
2076 at ¶ 224; Paper 21 at 51)

 It does not establish that NALIRIFOX and FOLFIRINOX are "identical" in efficacy — Nevala-
Plagemann does not establish that the two regimens are "identical" in efficacy or "in any 
other respect," nor does it refute evidence that the '552 Patent's claimed methods offer 
unexpected benefits (Ex. 2076 at ¶ 224; Paper 21 at 51)

 Dr. Ratain ignores Nevala-Plagemann's own acknowledgment of NALIRIFOX's benefit — 
Nevala-Plagemann acknowledges that NALIRIFOX demonstrated a "modest improvement" 
in OS over gemcitabine/nab-paclitaxel in NAPOLI-3, which was sufficient for FDA approval 
(Ex. 2076 at ¶ 311)

 The comparable OS finding does not defeat unexpectedness — "As of August 21, 2015, a 
POSA would not have expected achieving comparable efficacy with FOLFIRINOX while 
delivering a more tolerable regimen" (Ex. 2076 at ¶ 311)

Unexpected Results Support Non-Obviousness

Nevala-Plagemann does not rebut unexpected results

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 50-53; 
Paper 38 at 20-22
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 It is a retrospective review and meta-analysis with inherent limitations — Nichetti "reflects 
a review and meta-analysis, 'with all the inevitable limitations' inherent to such a study, of 
data from a number of different clinical trials involving different regimens for treatment of 
pancreatic cancer" (Ex. 2076 at ¶ 221)

 It does not establish that NALIRIFOX and FOLFIRINOX are "identical" in efficacy — Nevala-
Plagemann does not establish that the two regimens are "identical" in efficacy or "in any 
other respect," nor does it refute evidence that the '552 Patent's claimed methods offer 
unexpected benefits (Ex. 2076 at ¶ 221; Paper 21 at 51)

 Nichetti itself acknowledges NALIRIFOX's superior toxicity profile — Nichetti indicates that 
"NALIRIFOX was associated with the most favorable toxicity profile, with a lower incidence 
of hematological toxic effects and peripheral neuropathy, which often represent the 
limiting adverse events for the other 2 regimens" (Ex. 2076 at ¶ 221, quoting Nichetti at 9)

 To the extent Nichetti suggests comparable efficacy, it also indicates differences in toxicity 
— those toxicity differences themselves support, rather than undermine, 
the unexpected results argument (Ex. 2076 at ¶¶ 311-12; Paper 21 at 51)

Unexpected Results Support Non-Obviousness

Nichetti does not rebut unexpected results

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 50-53; 
Paper 38 at 20-22
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Ground 2

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



54

 CSPC challenges all claims of the ’552 Patent on three 
grounds as follows:

Grounds and Challenged Claims

Ground Claims Basis Asserted Prior Art

1 1, 3-6, 8-14 103 Conroy, Conroy Protocol, Conroy Appendix, 
and Mahaseth in combination with Bayever, 
Saif, Ko, and Cantore

2 2, 7, and 15 103 Ground 1 in addition to Masi and Ginocchi

3 1-15 103 Grounds 1 and 2 in addition to Carnevale 
and Dean

Pet. at 6.

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 Ground 2 fails at least for the same 
reasons as Ground 1

 Dr. Oberstein’s opinions with respect to 
Ground 2 are not rebutted by Dr. Ratain

 Claim 2: No supporting expert opinions 
at all

 Claims 2, 7 and 15: No supporting 
expert opinions regarding Masi and 
Ginocchi

Claims 2, 7 and 15 Are Not Obvious

*  *  *

*  *  *

’552 Patent at Claims 2, 7, 15

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 53-57; 
Ex. 2076 at ¶¶ 315, 318
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Claim 2 Is Not Obvious

Q. Okay. So I just want to confirm that you were not 
asked to consider whether claim 2 of the ’552 
patent is obvious in view of the prior art, correct?

A. That’s correct.
Q. And so you’re not offering any opinions with 

respect to whether claim 2 of the ’552 patent is 
obvious?

A. I am not.
Ratain Dep. at 22:12-20

Dr. Ratain admits that he has offered no opinions with 
respect to claim 2 of the ’552 Patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 53
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 Claim 2 requires administration 
of oxaliplatin 2 hours after 
administration of liposomal 
irinotecan

 No asserted reference teaches 
this limitation

 Conroy & Mahaseth teach 
administration of oxaliplatin 
before the administration of 
irinotecan

Claim 2 Is Not Obvious

Conroy (EX1003) at 3

’552 Patent at Claim 2

Paper 21 at 54-55;
Ex. 2076 at ¶¶ 317-322 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 Bayever does not teach the 
administration of oxaliplatin 
after liposomal irinotecan

 Bayever is silent as to the use 
of oxaliplatin in combination 
with liposomal irinotecan

 Only teaches use of liposomal 
irinotecan prior to 
administration of leucovorin 
and 5-FU

Claim 2 Is Not Obvious

Bayever (EX1006) at 54

Paper 21 at 54-55;
Ex. 2076 at ¶¶ 315-323; 169-180 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 Masi directed to metastatic 
colorectal cancer – not pancreatic
 Irinotecan, not liposomal 

irinotecan
 Based on in vitro studies in colon 

cancer cell lines – do not 
necessarily predict clinical 
outcomes
 Published in 2004 – six years 

before Conroy and FOLFIRINOX

Claim 2 Is Not Obvious

 Ginocchi directed to mFFX but is 
silent as to order of administration
 Irinotecan, not liposomal 

irinotecan
Modified regimen was well-

tolerated and addressed alleged 
toxicity concerns
 No motivation to further modify

MASI GINOCCHI

Paper 21 at 55-56;
Ex. 2076 at ¶¶ 324-331; 201-213

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 Claim 7, like claim 2, requires 
administration of oxaliplatin 
after liposomal irinotecan;

 Fails for the same reasons as 
Claim 2

Claim 7 Is Not Obvious

’552 Patent at Claim 7

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 56-57;
Ex. 2076 at ¶¶ 332-346
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’552 Patent at Claim 15

 Claim 15 requires:
– Administration of oxaliplatin after 

liposomal irinotecan
– Administration of a corticosteroid 

and an anti-emetic prior to 
treatment of the 4-drug regiment

 Fails for at least the same reasons 
as Claim 2 regarding sequence of 
administration

 Dr. Oberstein’s opinions are not 
rebutted by Dr. Ratain

Claim 15 Is Not Obvious

Ex. 2076 at ¶ 349

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 57;
Ex. 2076 at ¶¶ 347-352
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Ground 3

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 CSPC challenges all claims of the ’552 Patent on three 
grounds as follows:

 Alternate theory of obviousness only if priority date is 
November 10, 2017

Grounds and Challenged Claims

Ground Claims Basis Asserted Prior Art

1 1, 3-6, 8-14 103 Conroy, Conroy Protocol, Conroy Appendix, 
and Mahaseth in combination with Bayever, 
Saif, Ko, and Cantore

2 2, 7, and 15 103 Ground 1 in addition to Masi and Ginocchi

3 1-15 103 Grounds 1 and 2 in addition to Carnevale 
and Dean

Pet. at 6.

Paper 21 at 57

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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 The Board determined in the Institution Decision that the 
’552 Patent properly claims priority to August 21, 2015

 CSPC has not offered any rebuttal, including expert 
opinions, regarding the Board’s finding regarding claim 
construction and the effective filing date of the ’552 Patent

PTAB Determined Priority Date of the ’552 Patent 

Paper 13 at 45

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE



65

Carnevale Does Not Support Obviousness

 Review article that does not add anything further beyond 
Ko and/or Saif

 Does not provide any guidance as to dosing for liposomal 
irinotecan or whether other modifications (e.g., reducing 
oxaliplatin dose or removing 5-FU bolus) would be 
necessary

 Dr. Ratain’s reliance on Carnevale rests on a single 
sentence using conditional, speculative language — “would 
make” and “might represent” — appearing in a forward-
looking section discussing potential future developments

 Acknowledges the low likelihood of success in developing 
new treatments for pancreatic cancer

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 59-60;
Ex. 2076 at ¶¶ 214-216, 353-368
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 Dr. Oberstein opines that progress in the field of metastatic 
pancreatic cancer has been slow and littered with failures:

 This opinion is unrebutted.

Carnevale Does Not Support Obviousness

Ex. 2076 at ¶ 361

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 48-49
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Dean Does Not Support Obviousness

 Conference abstract for a planned Phase II study 

 Does not disclose safety or efficacy data

 Does not disclose dosing of components

 Does not disclose order of administration of components

 At best, teaches that a POSA “would know only that 
researchers thought a trial of this combination was worth 
conducting”

 Dr. Oberstein opines that “many promising trial protocols 
ultimately yield disappointing results, particularly in the 
difficult field of pancreatic cancer therapeutics”

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Paper 21 at 59-60; 
Ex. 2076 at ¶¶ 217-218, 353-368
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The Alleged Prior Art

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Conroy

 Irinotecan; not liposomal irinotecan

 Starting oxaliplatin dose of 85 mg/m2

 Starting irinotecan dose of 180 mg/m2

 “Median dose intensity” does not teach 
60 mg/m2 starting dose

 Administers oxaliplatin before irinotecan 
– opposite of claimed invention

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

CONROY (Ex. 1003)
E.g., Paper 21 at 26-32, 56; 

Ex. 2076 at ¶¶ 146-161
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 CSPC has failed to submit any evidence of public availability 
as of priority date

Conroy Protocol & Appendix

CONROY (Ex. 1004) CONROY (Ex. 1017)

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 13-15; 
Ex. 2076 at ¶¶ 154-159
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 Protocol & Appendix teach that all patients in the FOLFIRINOX arm are 
treated with a starting dose of 85 mg/m2 oxaliplatin

 Reduction only in certain toxicity events

Conroy Protocol & Appendix

Ex. 1004 ay 14; Ex. 2076 at ¶¶ 154-159

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 13-15
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 Conroy’s dose reduction 
guidelines do not motivate 
a preemptive 60 mg/m2 
starting dose

 Instruct reduction only 
after certain toxicity events

 Include reductions for all 
components – not just 
oxaliplatin

Conroy Protocol & Appendix

Ex. 1004 at 16-18; Ex. 1017 at 4-7; Ex. 2076 at ¶¶ 154-159

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 13-15
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Mahaseth

 Irinotecan; not liposomal irinotecan

Modified FOLFIRINOX
 Removed 5-FU bolus
 Added growth factor

 Teaches administration of 
oxaliplatin before irinotecan

 Reports an “improved safety profile 
with maintained efficacy in” 
metastatic pancreatic cancer

No motivation to further modify
Ex. 2076 at ¶¶ 162-168; See MAHASETH (Ex. 1005) generally

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

E.g., Paper 21 at 18-19
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Bayever

 Before the Patent Examiner

 Teaches that use of liposomal irinotecan in 
combination with 5FU and Leucovorin

 Teaches the complex metabolism and 
variability with irinotecan and liposomal 
irinotecan

Does not disclose a treatment regimen with 
oxaliplatin

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Ex. 1026 E.g., Paper 21 at 15-16
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Saif

 Reports minimal results from NAPOLI-1 study

No dosing information re any components, 
including liposomal irinotecan

No disclosure of specific treatment regimen

 Silent as to use of oxaliplatin in combination 
with liposomal irinotecan

 Points away from claimed invention

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Ex. 2076 at ¶¶ 181-185; Ex. 1007 E.g., Paper 21 at 16-17
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Ko

 Liposomal irinotecan as monotherapy, 
second-line

 120 mg/m2 of liposomal irinotecan with 
escalation up to 150 mg/m2

 Silent as to combination with oxaliplatin; 
rather points to combination with gemcitabine

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

Ex. 2076 at ¶¶ 186-192; See Ex. 1008 E.g., Paper 21 at 17-18
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Cantore

 Tests only oxaliplatin with irinotecan; not 
with any other components
Did not measure tumor regression or 

survival – instead focused on clinical benefit 
defined by pain, functional impairment, and 
weight loss
 Limitations to study: small population, lack 

of control
 Teaches higher doses of both irinotecan and 

oxaliplatin
Outdated and superseded by FOLFIRINOX

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

CANTORE (Ex. 1009) E.g., Paper 21 at 19-20
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