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Summary of Argument

MHI-002

• Background of relevant art, the ’063 patent, and Dr. Tardif’s surprising 
discovery.

• Relevant claim terms should be construed consistent with the intrinsic 
evidence.

• Ground 1: Bouabdallaoui (EX1005) is not prior art and therefore cannot 
anticipate.

• Ground 4: Claims 1-26, 28, and 45 are not obvious because EX1005 is not prior 
art and COLCRYS label (EX1016) fails to render claims obvious. 

• Ground 2: Claims 27, 29-36, and 39 are not anticipated by COLCOT (EX1006). 

• Ground 3: Claims 1-50 are not obvious over Nidorf (EX1007); EX1006; ESC 
Guidelines (EX1009); and EX1016, and Petitioner relies on hindsight bias. 
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Colchicine - Background

Paper 6 at 8-9, 36-37; Paper 21 at 55 MHI-003

Colcrys Label
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Colchicine – Prior Attempts to Treat CV Conditions Failed

Paper 21 at 3, 44, 52 MHI-004

O’Keefe 1992

• Effectiveness of colchicine in CV 
setting found effective only at 
dangerously high dosages in animal 
models. 

• At relatively safe dosage of 1.2 
mg/day, was ineffective on 
reducing rate of restenosis after 
angioplasty. 
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Problems with Low-dose Colchicine CV Treatment

Paper 21 at 3, 5, 44-45, 52 MHI-005

EX2054

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

EX1028
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Prior Art Studies Found Low-Dose Colchicine Not Effective in CV

MHI-006Paper 21 at 3-5, 43-48, 51-52, 57

EX2009 EX2054 EX1028 EX2055
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U.S. Patent No. 11,400,063 (“the ’063 Patent”)

Paper 1 at 18-19 MHI-007

’063 Patent
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’063 Patent Independent “within about 3 days” Method Claims

Paper 1 at 16 MHI-008

’063 Patent
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’063 Patent Independent “reducing risk of stroke” Method Claim

MHI-009

’063 Patent
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Claim Construction

MHI-0010DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Applicable Law: Preamble “life, meaning, and vitality”

“[I]f the claim preamble is “necessary to give life, meaning, and 
vitality” to the claim, then the claim preamble should be construed as if 
in the balance of the claim.”

Pitney Bowes, Inc. v. Hewlett-Packard Co., 182 F.3d 1298, 1305 (Fed. Cir. 1999).

MHI-0011Paper 21 at 6-7.

“[A]s it frequently does for method claims: [preambles] are not merely 
circumstances in which the method may be useful, but instead are the 
raison d’être of the claimed method itself.” 

Boehringer Ingelheim Vetmedica, Inc. V. Schering-Plough Corp., 
320 F.3d 1339, 1345 (Fed. Cir. 2003).
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Applicable Law: Preamble Antecedent Basis and Distinguishing 

“When limitations in the body of the claim rely upon and derive 
antecedent basis from the preamble, then the preamble may act as a 
necessary component of the claimed invention.” 

Eaton Corp. v. Rockwell Intern. Corp., 323 F.3d 1332, 1339 (Fed. Cir. 2003).

MHI-0012Paper 21 at 8.

“[C]lear reliance on the preamble during prosecution to distinguish the 
claimed invention from the prior art transforms the preamble into a 
claim limitation because such reliance indicates use of the preamble to 
define, in part, the claimed invention.” 

Invitrogen Corp. v. Biocrest Mfg., L.P., 327 F.3d 1364, 1370 (Fed. Cir. 2013) (citations omitted) 
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“reducing the risk of a stroke in a patient after having an MI”

MHI-0013Paper 21 at 6-7.

• Applies to claims 27-39. 

• Result of the COLCOT clinical trial showed reduction in the risk of stroke in post-
MI patients.

• The reason to administer low dose colchicine within about 30 days of an MI is to 
reduce the risk of stroke in a patient after having an MI. 
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Specification Supports Limiting Stroke Reduction Preamble

MHI-0014Paper 6 at 16, 18; Paper 21 at 7-8 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Specification Supports Limiting Stroke Reduction Preamble

MHI-0015DEMONSTRATIVE EXHIBIT – NOT EVIDENCEPaper 6 at 16, 18; Paper 21 at 7-8
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Prosecution History Supports Limiting Stroke Reduction Preamble

MHI-0016Paper 6 at 19-20.

EX1002 at 399 – Notice of Allowance.
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Petitioner’s Inapposite Case Law

MHI-0017Paper 21 at 9-10

 Bristol-Myers Squibb Co. v. Ben Venue Labs., Inc., 246 F.3d 1368, 
1375 (Fed. Cir. 2001)

– Did not involve method “new use distinguishes the process over the 
prior art”

– Manipulative difference is not the standard
 IMS Tech., Inc. v. Haas Automation, Inc., 206 F.3d 1422, 1434 (Fed. 

Cir. 2000)
 Rowe v. Dror, 112 F.3d 472, 478 (Fed. Cir. 1997)

– Both involve apparatus claims in fields very different from method of 
medical treatments. 
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Applicable Law: “Wherein” Clauses are Material Limitations

“When a ‘whereby’ or ‘wherein’ clause states a condition that is 
material to patentability, it cannot be ignored in order to change the 
substance of the invention.” 

Allergan Sales, LLC v. Sandoz, Inc., 935 F.3d 1370, 1376 (Fed. Cir. 2019) (quoting 
Hoffer v. Microsoft Corp., 405 F.3d 1326, 1329 (Fed. Cir. 2005)).

MHI-0018Paper 21 at 8. DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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The “wherein” Claim Limitations – Claims 8-11, 20-23, 40-50

MHI-0019Paper 21 at 11-13 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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The “wherein” of ’063 and Allergan Patent

MHI-0020

“A method of treating a patient with glaucoma or ocular hypertension comprising topically 
administering twice daily to an affected eye a single composition comprising 0.2% w/v brimonidine 
tartrate and 0.68% w/v timolol maleate, wherein the method is as effective as the administration of 
0.2% w/v brimonidine tartrate monotherapy three times per day and wherein the method reduces the 
incidence of one or more adverse events selected from the group consisting of conjunctival 
hyperemia, oral dryness, eye pruritus, ….when compared to the administration of 0.2% w/v 
brimonidine tartrate monotherapy 3 times daily”

DEMONSTRATIVE EXHIBIT – NOT EVIDENCEPaper 21 at 11-13

Allergan Sales, LLC v. Sandoz, Inc., 935 F.3d 1370 (Fed. Cir. 2019)
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“Wherein” Clauses Material to Patentability

MHI-0021Paper 6 at 21-22

Examiner allowed claims when “wherein” clauses were added:

EX1002 at 398-99, Notice of Allowance
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“Wherein” Clauses Provide Antecedent Basis

MHI-0022DEMONSTRATIVE EXHIBIT – NOT EVIDENCEPaper 6 at 22
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Ground 1: No Anticipation 
Based on Bouabdallaoui

MHI-0023DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Bouabdallaoui (EX1005) Is NOT Prior Art

MHI-0024Paper 6 at Sec. A.1.; Paper 21 at  Sec. IV., VII.; Paper 37 at Sec. II.

 EX1005 was published AFTER priority date. 
 Petitioner has provided no evidence that Dr. Bouabdallaoui, or 

anyone other than Dr. Tardif, is an inventor. Only conjecture. 
 No argument that Dr. Tardif solely conceived the COLCOT study, 

which EX1005 describes, summarizes, and analyzes. 
 No argument that Dr. Tardif is the corresponding author for the 

EX1005. 
 Dr. Tardif made disclosures in EX1005 within 1-year grace period for 

latest possible priority date. 
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EX1005 Published AFTER Priority Date

MHI-0025Paper 21 at 13-16; Paper 37 at 3-6   

’063 Patent EX1005
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’865 Provisional Application Disclosed Time to Initiate Limitations

MHI-0026

EX1004’063 Patent

DEMONSTRATIVE EXHIBIT – NOT EVIDENCEPaper 21 at 13-16; Paper 37 at 3-6   
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’865 Provisional Application CLAIMED Time to Initiate Limitations

MHI-0027

’063 Patent EX2067

DEMONSTRATIVE EXHIBIT – NOT EVIDENCEPaper 21 at 13-16; Paper 37 at 3-6   
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Evidence Corroborates Nov. 15, 2019 Priority

MHI-0028

EX2071 EX1002 EX1005

DEMONSTRATIVE EXHIBIT – NOT EVIDENCEPaper 21 at 13-16; Paper 37 at 3-6   
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EX1005 Published Within 1-Year of Latest Possible Priority

MHI-0029Paper 6 at 4-7; Paper 8 at 1-5; Paper 21 at 16-19 

’063 Patent EX1005
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EX1005 NOT Prior Art Under AIA §102(b)

MHI-0030Paper 6 at 4-8 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Independent Evidence Corroborates Disclosure by Dr. Tardif

MHI-0031Paper 6 at 5-8; Paper 21 at 8  

EX1005 EX1006 EX2012, 14, 
16
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Dr. Bouabdallaoui Disavows Inventorship

MHI-0032Paper 37 at 7-12 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Applicable Law: Inventive Contributions

“Conception exists when a definite and permanent idea of an operative 
invention, including every feature of the subject matter sought to be 
patented, is known.”

Sewall v. Walters, 21 F.3d 411, 415 (Fed. Cir. 1994) (citations omitted).

MHI-0033Paper 37 at 10

“One does not qualify as a joint inventor by merely assisting the actual 
inventor after conception of the claimed inventions.” 

Ethicon, Inc. v. United States Surgical Corp., 135 F.3d 1456, 1460 (Fed. Cir. 1998) 
(citing Sewall, 21 F.3d at 416-17).
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Inventive Contributions Only Came from Dr. Tardif

MHI-0034Paper 37 at 8-12 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
MHI EXHIBIT 2075



Ground 4: Challenged Claims 
Are Not Obvious Over EX1005 

and COLCRYS (EX1016)

Challenged claims for Ground 4: 1-26, 28, and 40-50
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Petitioner Has Not Carried Its Burden

MHI-0036Paper 21 at 55; Paper 37 at 2-4

 EX1005 is NOT prior art – cannot form basis for an obviousness 
challenge.

 COLCRYS (EX1016): discloses colchicine tablets indicated for 
treatment of diseases irrelevant to treating MI or reducing risk of 
stroke, and the methods claimed in the ’063 patent.

– No disclosure of early intervention after MI, without a pre-loading 
dose, patients with PCI, etc. 

– Cumulative of other prior art references disclosing colchicine tablets 
indicated for FMF (EX1002 at 317; EX1028 at 2). 
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Ground 2: COLCOT (EX1006) 
Does Not Anticipate The 

Identified Claims

Challenged claims for Ground 2: 27, 29-36, and 39

MHI-0037DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Petitioner Has Not Carried Its Burden to Show EX1006 Anticipates

MHI-0038Paper 6 at 22-23; Paper 21 at 19-28

 EX1006 was before the Examiner, or at very least “substantially the 
same reference.” 

 EX1006 is not reliable: 
– Internal dating in the document is 18 months after Petitioner’s version.
– EX2069 lists publicly available version as July 16, 2020.

 Petitioner’s expert, Dr. Ridker, admitted he never saw EX1006, 
would not rely on EX1006, and instead would rely on publicly 
available version. 
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Applicable Law: References Before Examiner

“Petitioner advances ground of unpatentability that are structured 
substantially identically to those previously considered by the Office, 
and relies on prior art that is similar to the art that the Office has 
considered on multiple prior occasions. We, therefore, conclude that the 
are and arguments presented in the Petition are substantially the same as 
those previously presented to the Office.”

Dropworks, Inc. v. The University of Chicago, 
IPR2021-00100, Paper 9 at 13-14 (PTAB May 14, 2021). 

MHI-0039Paper 6 at 11-13 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Same Arguments from EX1006 Already Considered by Office

MHI-0040Paper 6 at 10-14 

EX1006 EX1002
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Dr. Ridker Did not Rely on EX1006

MHI-0041Paper 21 at 20-22 

EX2071
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EX1006 Does Not Anticipate Claim 27

MHI-0042Paper 6 at 22-23; Paper 21 at 22-23 

EX1006
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Applicable Law: Inherency

“The mere fact that a certain thing may result from a given set of 
circumstances is not sufficient.” 

PAR Pharm., Inc. v. TWI Pharm., Inc., 773 F.3d 1186, 1195 (Fed. Cir. 2014).

MHI-0043Paper 21 at 23-24

“An invitation to investigate is not an inherent disclosure.” 

Metabolite Labs., Inc. v. Laboratory Corp. of Am. Holdings, 
370 F.3d 1354, 1367 (Fed. Cir. 2004).
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EX1006 Does Not Anticipate Claim 27 – No Inherency

MHI-0044Paper 21 at 23-28 

EX1006 EX2056
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Study Protocols Should Not Be Anticipatory References

MHI-0045Paper 21 at 27-28

“An unbounded concept of inherency… threatens to stymie innovation 
by withdrawing from the realm of patentability that which has not 
before been known, used, or benefitted from.” 

In re Montgomery, 677 F.3d 1375, 1383-84 (Fed. Cir. 2012).

 Holding that study protocol—published months or even years 
before known results—anticipate a patent relating to study results 
would chill research and discovery.

 Regimen would create impossible framework of patenting what is 
unknowable based upon hypotheses; potentially eliminate method 
of treatment patents.
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Dependent Claims Are Not Anticipated by EX1006

MHI-0046

 EX1006 does not disclose use of additional medications such as an 
antiplatelet agent, aspirin, or a statin as recited by claims 29-32.

 EX1006 does not disclose the patient has atherosclerotic coronary 
disease recited by claim 33.

 EX1006 does not disclose that the administration of colchicine is 
initiated upon assessment in (a) an ED, (b) the hospital, or (c) a 
medical office setting recited by claim 36.

DEMONSTRATIVE EXHIBIT – NOT EVIDENCEPaper 21 at 28-30
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Ground 3: Claims 1-50 Would 
Not Have Been Obvious

Asserted Prior Art Combination: Nidorf (EX1007); COLCOT (EX1006); ESC 
Guidelines (EX1009); COLCRYS (EX1016)

MHI-0047DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Cited References Are Same or Cumulative

MHI-0048Paper 6 at 14-16, 23-37; Paper 21 at 30-55

 The same or substantially the same COLCOT protocol was before the 
Examiner (compare EX1006 with EX1002 at 315-23)

 EX1016 before the Examiner (EX1002 at 82, 126) and cumulative of 
other references (EX1002 at 317; EX1028 at 2)

 Related Nidorf patent (EX1018) with substantially the same 
disclosure was before the Examiner

 ESC Guidelines are general treatment references, and do not 
disclose use of colchicine. 

DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
MHI EXHIBIT 2075



Independent Claims 1 and 8 Would Not Have Been Obvious

MHI-0049Paper 6 at 12-16, 23-37; Paper 21 at 32-51

 Petitioner’s analysis relies on hindsight bias: 
– Plucking from Nidorf broad disclosures based on demonstrated results 

disclosed in ’063 patent.
 Prior art as a whole fails to provide motivation/reasonable 

expectation of success for claims 1 and 8:
– Claims 1 and 8: providing early intervention in treating MI patients who 

have had PCI.
 Field is highly unpredictable, not motivation to combine references:

– Petitioner and its expert provide no argument showing motivation to 
combine references. 

 Dependent claim limitations do not add obvious narrowing. 
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No Loading Dose Limitation

MHI-0050Paper .

 No motivation or reasonable expectation for “no loading dose” 
limitation; prior art teaches away.  

 Nidorf teaches “preferably” high loading dose of 1-2 mg on first day 
and 2-10 colchicine-free days after high loading dose before 
initiating low dose

 Loading dose was standard of care for colchicine administration at 
time of invention

 Prior art references do not mention omitting a loading dose.
 Efficacy and safety without loading dose was unknown.  
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EX1007 Motivated POSA to Use Loading Dose

MHI-0051Paper 21 at 35-40 

EX1007
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Loading Dose Was Standard of Care in 2019

MHI-0052Paper 21 at 39-40

EX2005 EX2007EX1040
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Dr. Ardehali Confirmed Standard of Care of Colchicine 

MHI-0053Paper 6 at 28-31; Paper 21 at 35-36; Paper 28 at 9 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE
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Examiner Found No Motivation to Remove Loading Dose

MHI-0054Paper 6 at 28; Paper 37 at 18-19 

EX1007
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3-5 Day Administration

MHI-0055Paper 21 at 39-40, 41-48

 No motivation/reasonable expectation of success regarding 
administration within 3-5 days after MI.

– Nidorf teaches initiating colchicine to patients that were stable for six 
months after an MI.

– No expectation from results administering 30 or 60 days after MI.
– ESC Guidelines relate to administration of other drugs.   

 Other studies showed no benefit in MI treatment over placebo. 
 Examiner found no motivation to treat patients who have already 

received PCI without loading dose. 
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EX1007 Did NOT Motivate Early Administration

MHI-0056Paper 21 at 39-40 

EX1007
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Claims 27-39 Would NOT Have Been Obvious

MHI-0057Paper 21 at 48-51.

 No motivation to combine references or reasonable expectation of 
success from prior art that administration of colchicine would 
reduce risk of stroke. 

 COLCRYS, COLCOT, Nidorf, and ESC Guidelines do not mention 
reduction in risk of stroke – different indications/drugs.

– Nidorf’s administration only to stable patients does not provide 
motivation.

– Claim as a whole not disclosed by COLCOT.   
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Applicable Law: Objective Evidence

“The objective indicia of non-obviousness play an important role as a 
guard against the statutorily proscribed hindsight reasoning in the 
obviousness analysis.”

MHI-0058Paper 21 at 58

WBIP, LLC v. Kohler Co., 829 F.3d 1317, 1328 (Fed. Cir. 2016).
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Objective Evidence Supports Nonobviousness

MHI-0059Paper 21 at 55-59

 Unexpected benefit to administer colchicine within 3 days or within 
5 days after MI = 25% reduction in risk of future CV event; 75% 
reduction in risk of stroke. 

 POSA would have been skeptical that initiating low-dose colchicine 
without a pre-loading dose to patients within 3 days after an MI 
would reduce risk of any CV events, including stroke.

 EX1005 is not prior art; references before patent office. 
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Loading Dose Was Standard of Care in 2019

MHI-0060Paper 21 at 39-40 DEMONSTRATIVE EXHIBIT – NOT EVIDENCE

EX2055 EX1040
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