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Summary of Argument

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

Colcrys Label

T Nl o o i wormion bosstome______Cow e i e s S e
eyl
COLCRYS™.
COLCRYS™ (ke U COLCRYS™ (colchicine, USF) tablets for Oral use 2 DOSAGE AND ADMINISTRATION
Pomp——— Imitial U5 Approval: 1061
+ g 1) —— INDICATIONS AND USAGE —— —— U . _ ) . .
R— COLCRYS (colehicime, USP) rablets are n alkaloid indicared for The long term use of colchicine is estabhshe.ﬂ for F_\rIF but the safety 3],1[1 efﬁcz.lc:. of repeat treatment in
COLCRYS ot n g o o sout flares (L1 gout flares has not been evaluated. The dosing regimens for COLCRYS are different for the two
- DOSAGE A} - » . - - - . -
ot 5 * Familia] Mediterranean fever (EMF) in adults and children 4 years of indications and must be individualized.
° FME: Adtum and Crikdneg elder (1.2).
” M;::i% COLCRYS is not an analgesic medication and should not be used to treat pain The recommended dosage of COLCERYS depends on the patient’s age. renal function, hepatic function. and use
o incremeny from other causes. - - - L - . 5
g o DOSAGE AND ADMINISTRATION _ of other co-administered drugs [see Dose Modification for Co-administration of Inferacting Drugs (2.4)].
with impaired renal functiog
o h:l:"”"‘““ * Gout Flares: 1.2 mg (2 tablets) at the first sizn of a gout fare followed . L. .
- :‘g%,%cg‘m by 0.6 mg (1 tablet) one hour later (2.1). COLCRYS tablets are adnunistered orally, without regard to meals.
Pty M ® FMF: Adults and Children older than 12 years 1.2 — 2.4 mg; Children §
taken in therapeutic doses (7). - 5 - . . - .
S amnos to 12 years 0.9 — 1.8 mg; Children 4 to 6 years 0.3 - 1.8mg. (2.2, 2.3}, COLCRYS 1s not an analgesic medication and should not be used to treat pain from other causes.
o o Give totzl daily dose in one or two divided doses (2.2).
+ Biood dhscrasias: myelosupp o Incresss or decrease the dose as indicated and as tolerated
. :;m'm:uﬁ;ﬁif,; in imcrements of 0.3 mz/day, not to excesd the maximmm 21 Gout Flares
r—— recommended daily dose (2.4]. The recommended dose of COLCRYS for treatment of a gout flare is 1.2 mg (2 tablets) at the first sign of the
P-gp and/or strong CYP3A4 - . . - - . . .
e md s 53,7 * See full prescribing infonmation for dose adjustment rezarding patients flare followed by 0.6 mg (1 tablet) one hour later. Higher doses have not been found to be more effective.
e with impaired renal function (2.5) or hepatic function {2.6).
srnr i e
FULL PRESCRIBING INFORMATION: CONTENTS" 83 dusig Mot The maximum recommended dose for treatment of gout flares 15 1.8 mg over a 1 hour period.
| rercaTIONS axD UsAGE ot
I msmmmmﬁm(rWJ & ll;::n?nl.\l;g“:‘;n:m
2 D;)‘SAgf :;: :numls'rm’rm}: 190 ],D[:}é‘;nAg;:f: ém DEPENDENCE 2. 2 an
22 FMF 11 DESCRIPTION - - - -
D D s 12 CLIMICAL FEARMACOLOGY The recommended dosage of COLCRY'S for FMF in adults is 1.2 mg to 2 4 mg daily.
E zs:zm:mm?am 1a NOXCIIVICAL ToNCOLOGY COLCRYS should be mncreased as needed to control disease and as tolerated 1 mcrements of 0.3 mg/day to a
Y
3 DOSACE FORMS AND STRENCTHS 13.1 Carcinogenesis, Mutagenesis, Impainment of Fertility
£ WARNINGS AND BRECAUTIONS 14 HOW SUFPLIEDSTORAGE AND HANDLING maximum recommended daily dose. If intolerable side effects develop, the dose should be decreased in
5.1 Fatal Overdose 16.1 How Supplied
2 i B s wcrements of 0.3 mg/day. The total dailly COLCRYS dose may be admimstered 1 one to two divided doses.
o v aenon i i
o7 Cumel T Exgeince 2 Gone 55 D s rond s
7 DRUGNTERACTIORS 175 Mtmwos g
8 USE lVﬂECmCPDPm'ﬂOLS
51 Pregnancy *Sections or subsections omited from the full prescribing information are not
82 Labor and Delivery listed
Page 1 of 16 MURRAY & POOLE EXHIBIT 1016

Paper 6 at 8-9, 36-37; Paper 21 at 55 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-003

MHI EXHIBIT 2075



Colchicine — Prior Attempts to Treat CV Conditions Failed

O’Keefe 1992

1597

Ineffectiveness of Colchicine for the Prevention of Restenosis After
Coronary Angioplasty

JAMES H. O’KEE]

TIMOTHY M. BAT
ROBERT W. LIG]
Kansas City, Missouri

Calchicine, an antimitogg
ing restenosis after corog
‘models. A prospective tr}
randomized in a 2:1 fag
0.6 mg twice daily (130
months after elective
patients began between
angioplasty. Compliancd
preseribed pills were ing}
similar in colchicine- ang
leslons/patient were di
drapout rate in the colcl

Complete quantitativy
145 patients (74%) with
graphic measurements

All currently availabi
revascularization (inc!
laser photoablation arj
cant endovascular trg
sponse involves myol
significant i
lesions by 6 months aff
smooth muscle cell
rheotogic factors in adf
cmanating from inflal
coagulation system (:
performed to date ha
ponent of this comple}
single pharmacologic

nosis rate after coron
able in this context.
This exuberant, mg

Discussion

Previous studies. In the current study, treatment with
oral colchicine that was started at the ime of coronary
angioplasty had no effect on the subseguent rate of resteno-
sis after angioplasiy. In another tral (16) using colcnicine
preliminary results were also negative, although that trial
used clinical nonangiographic end poinis. Although colchi-
cine was demonsisated to be effective in reducing intimal
proliferation after balloon injurv to a rahbit iliac artery {14},
the effect was apparent only with the highest dose of the
medication. In that study. Currier et al. {14) found a reduced
rate of resienosis in apimals treated with high dose
(0.2 mg/ke per day) but not with low dose (0.02 me/ke per
day) colchicire.

From the Mid America
Mit i,

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

At relatively safe dosage of 1.2
mg/day, was ineffective on
reducing rate of restenosis after
angioplasty.

mal

eptember 4. 1991 revised manuscript reccived  with incipient hepatic cirrhosis (15). Colchicine has not been r

Manuscript received S
December 4. 1991, accepted January 3. 1992.
ints: James H. O'Keefe, Jr., MD. Cardiovascular Cor
sas City. Mi

suitants. Inc.. 4330 Womall R

used previously in a clinical trial for the prevent tion of

0ad., Suiie 2000, Kansas ssouri 64111, restenosis after coronary angioplasty.

©1992 by the American College of Cardiotogy 0735-109719255.00
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Problems with Low-dose Colchicine CV Treatment

Clinical Investigation
J Thromb Thrombolysis (2012) 33:85-94

DO 10.1007/511 2390110637y

Effect of colchicine compared with placebo on high sensitivity | Ihe lo Dase Calchicine after Myacardic A
C-reactive protein in patients with acute coronary syndrome
or acute stroke: a pilot randomized controlled trial This wras an i.m‘t!ﬂ:i.;l.’,,ﬂ.t-l'lf initiated mndomized. double-
b B e Mot - o . Eikelboom blind plhcebo contolled clinical trial Patients were
randomized in a 1:1 rato o receive either colchicine L
In summary, our pilot study provides no evidence that 0.5 mg once daly ar mrtched rﬂ:a-r._':.l'm for 30 dxys. A-r.lu].t
low-dose colchicine initiated after admission to hospital (>18 ycans “ﬂ'r_ﬂ paticnts were cligiblc for :mtmm if k.
with an acute atherothrombotic vascular event either sup- ﬂt}hﬂd !'-:'Emr_'ﬂl_at}m : :a-r:ut-l: By the _’m.‘l wversa =
presses hs-CRP or affects platelet function at 30 days. dﬂﬁm’_‘“n &:' At da“ Al Fﬂtl.-l:l'lth e o
Additional studies evaluating cokchicine [17] and novel recryiterd of Eoysl Porth Hospiol, Perth, Wesecmn B
anti-inflammatory therapies [18-20] in patients with Axpsucalin b
chronic atherothrombosis are ongoing and will further , —_— T o.,f,';‘“
clarify the role of anti-inflammatory treatments for the e e e ot S i e, Rty
prevention of cardiovascular events. o
e e e e B i B e e ot e ot
—————— with Higher vek of the infamatory bomaker G therapi that pecEicil it infmm ory puhays

. reactive protein (CRF) 30 days following an acute  might reduce recurrent vascular events in this scrting.
Qi Introduction | myocardial infarction (MD_are at_increased risk o One such approach i 1o tarzct specific pro-inflammaion
Canadian Blood Services and University of Ottawa, Ottawa,
Canada

Cardiovascular discase is expected to remain the leading

. Nidorf f death worldwide during the nex decad, s s i a . s . "
Sir s indoes Heart Rescarch I, P, Auwinlia gt the widespread use of effrive pmary and soc. Conclusion Treament with low dose colchicine was safe and well tolerated, but wos not associated with a significantly
ondary preventive strategies [1]. One approach to further

s € A, A, i Nt e i ik devogng canliwaciae e s increased likelihood of achieving @ CRP level <2 mg/L or lower absolute levels of CRP 30 days ofter an acute MI. [Am Heart )

prevent its complications is to identify and treat new or

:Ic:‘li:‘l:“r University, Hamilton, Canads emerging risk factors. 2‘] ] 1?,'2 ]5 152-1;‘]

Inflammation plays a central role in the pathogenesis

7. W, Eikelboom of atherosclerosis [2]. Damage o the vascular endothe-
Population Health Research Usit, Hamilton, Canada. lium by established cardiovascular risk factors such as
T
4) Springer
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rior Art Studies Found Low-Dose Colchicine Not Eff

ective in CV

IACC Vol 19. Ko7
e 19521595 160

of Colchicine for the P ion of is After

Coronary Angioplasty

JAMES H. O'KEEFE, Jr.. MD. FACC. BEN D. McCALLISTER, MD, FACC,
TIMOTHY M. BATEMAN, MD, FACC, DEBORAH L. KUHNLEIN, RN,
ROBERT W. LIGON, MA, GEOFFREY O. HARTZLER, MD, FACC

Kansas City, Missouri

Colehic

ingresenods aftr coronry angaplasty i e el

197 patients
o ' 20 i . et ih ol oG
0 g ety (30 s o plct (6 e
months after elective coronary . Treatment in all
s bean bt 15  lor oty and 3. aht
angloplaty. Compliance monltoring revealed that 9% of all

angioplasty. i is be-
was 7% both in the 152 lesions in the placebe-
treated group and in the 241 lesions in the cokhicinereated

frougs.
At the G-month anglogram, lesions had resteacsed to 47%

similr n colchicine- and placeb-tested roups. A mean of 27
lesonslpatient were dilated. Side eflects resulted in a 69%

ermpat e b the cocticesreates g,
plete quantitative anglographic follow-up was obisined in
mm—nu&;mmmmqumm angio-

with 46% in the colehi group (p = NS). Forty-one.
percent of colchicine-treated petients developed nat

NS). I conciusion, coiehicine was inefecive fur preventing
resteatsis afte corenary angioplasy.
0 Am Coll Cartiol 1992;19:1597-1600)

All currently available methods for percutancous caronary
revascularization (including balloon dilation, atherectomy,
leser photoabltion and intraluminal stenting) causs signif-
cant endovascular trauma. The subsequent reparalive re-
spoms v mplatioa p n that rosults in &
gnificant renarrowing or restenosi in 3% to 4%

smooth muscle cel pofferaton involve mechanical and

cmanating from inflammatory cclls and clements of the
coagulation system (2.3). The majority of mmmm s
performed 10 date have atiempted to modify a

pnmnl of this complex redundant system. The. it o any

ation has prompted some invesiigators o liken restenosis to
5). The term
m been 19 (6 0 desrbe  synrome carctcricd by
d, refractory recurrences after repeated attempts at
tansous coronary revascularization. When viewed
from this perspective. the use of antimitogenic or 2ntineo-
plasiic agents is one of the most promising avenues of
exploration in the search for  solution 1o the
problem of restenosis.

Colchicine s an antimitogenic agent that binds to tubulin,
e formation and resulting in the metaphase:
ivision. Colchicine hes been shown to inhibit

chemotaxis (7.8),

o e aer coronay angioplsty s somewt predit
b in this context.

cration and platelet aggregation (10.11). In experimental
animal modes. this agent has prevented or reduced the
formation of 12,13). Colchicine has.

Fromthe i Ancrics e, . Lok o Komas o

isoun Th oy s ol a A iy o nd
o Colee of Cadetony. Atk Gori, Narch 191

N 4 991 feused manusert receved

5 Worah o o . Kt . Ao o1

01992 by the American ol of Cadiolosy

Paper 21 at 3-5, 43-48,

also been effectve in preventing myointimal proliferation

afte balloon artesial injury of the lfc artery in an athero-

sclerotic rabbit model (14) and has been reported o be

effective in reducing fibroblastic proliferation in a patient
ng fbroblastic proifeat

used previously in a clinicel trial for the prevention of
festenosis after coronary angioplasty.

s

51-52,57
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Effect of colchicine compared with placebo on high sensitivity

C-reactive protein in patients with acute coronar
or acute stroke: a pilot randomized controlled trial

N - Koo 0
K D, Fagel - Rajesh Hiralal - John . Ekalooms

Publishd cnlnc: 15 September 2011
© Speinger ScienceBuainess Medi, LLC 2011

Abstract There is a need for more effective therapies to
reduce morbidity and mortality from cardiovascular dis-
case. Inflammation plays  central role in the pathogenesis
of atherosclerosis but no randomized studies have evalu
ated ant-inflammatory therapy in patients with acute cor-
onary or cercbmvascular disease. We performed a pilot
randomized controlled trial comparing the effect of col-
chicine 1 mg per day with placebo on high sensitivity
C-reactive protein (CRP) levels and platelet function in 80
patients with acute coronary syndrome or acute ischemic
stroke who were followed for 30 days. Clinical status was
ascentined for 74 (92.5%) patients and CRP levels were
obtained in 68 (85%) of patients at follow up. Colchicine

yndrome

did not significantly reduce absolute hs-CRP a 30 days
[median 1.0 mgA (range 0.2, 162.0) versus 15 mg/l (02,
19.8), P = 0.2] or difference in CRP from bascline to
30 days [absolute difference 7.0 mg/l (~610, §7.8) vs.
71 mgh (~10, 144), P =0.64]. The proportion of
patients with CRP <2 mg/l at follow up did not_differ
according t0 treament allocation (17% vs. 62%, X 1.84,
P=0.18). There was also no difference in platclet func.
tion assessed using placlet aggregation with ADP
(5 pmob), arachidoric acid (0.5 mmol), collagen (1 g/mi)
nd colagen (S ) 7 036, P . P=076,
20, respectively). and urine dehydrothromboxane
B (2 052y ottt wes sl wih i
of diarrhoea (X* 4.14, 04). In conclusion, our pilot
sty provided no evidence that colchicine 1 mg daily for

Electronic suppleme cnlin version of s
il (B0 JOTST125 D11-0037-) Cataos spplmeniary
teral, which s availble 0 suthrized

. Raju ()
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30
patients with acute coronary syndrome or acute ischemic
swok

Keywords Colchicine - Inflammation - Acute coronary
syndrome - Atherothrombosis - Ischemic stroke

Introduction

The Low Dose Colchicine after Myocardial ™
Infarction (LoDoCo-Ml) study: A =
randomized placebo controlled trial of

colchicine following acute myocardial

infarction

‘Thomas Hennesey.Linda Soh, *Mitchell Eowman, *Rabul Kurup, Car Schultz, Sanjay Pate, and Grabam 5. Hills.

University of Western Australia and Sydney and Facuy of Medicine, University of Sydney

Archives of Carfiovascular isease (1017) 10, 95402

e i
ScienceDirect EM|consulte

ELSEVIER

CLINICAL RESEARCH

COLIN trial: Value of colchicine in the W) oo

treatment of patients with acute myocardial
infarction and inflammatory response

Background Foloving on acie myosordial inarction (M), pasients wih parsiser
inflammation, in partcuar Crsacive prowin (CRP), cre o significondy. incraosed ik of
Colchicin iz @ uriqus antinflam oy madication that has shown promie in reducing sch
coronary heort discose. The urren sudy s the abilly o low dose cokhiies 1o reduce
e MI o ke morker of urs cuicome, and i safey and lerabiiy in his safing

In our study, the effect of

Methods eamivieic erimiscosetin s dmveesiinosned - colchicine in the context of STEMI could not be demon-

CRP level 32 mg/L aber 30 days o freaiment, o fiveshold associoted wih o warse prognoss.

Results 130 g i troms et sncomiocr 2ol strated, with no improvement in inflammatory profiles or

1G]] 07-3.5) compored to 2.0 mg/L QR 0.9-4.0) in potients randomized 1 plocebo (P

oo s 11 e s diminution of infarct size. Further larger studies with an

ot <econdary prever

Condusion Teoranor e e oo i APPrOPriate population may be beneficial to clarify the

incraased liklihoad of achieving @ CRP vel <2 mg/Lor lower abalut lvels of CRP 30 days
2019:215:629)

Inflammation is ceniral 0 the pathogencsis of athero-  recurrent infarction and df
sclerosis and s scute manifestions. Likewise, paticnts  discase (CHD). It has been

impact of colchicine in STEMI patients.

with higher Ievels of the nflammatory biomarker G- therapics that specifically

T
reactive protcin (CRP) 30 days following an acue  might reduce recurrent vascular events @ this scuing.

myocardial infirction (MI) are at increased ik of  Ome such approach is o target specific proinfiammatory

Candiovascular discase is expected.

e of death worldwide during
despite the widespread use of effceti
ondary preventive strategies (1], Onel
reduce the risk developing cardioy
prevent its complications s to ident
emerging ri

Inflammation plays a central role
of atherosclerosis [2]. Damage o 1
lium by established cardiovascular

below

In conclusion, we found no significant reduction in the
median level of (RP, the absolute or relative peduction in
levels or the percentage of patients who had levels of CRP
2 mg/L after 30-days. All were, however, lower in

MHIE colchicine treated patients which is consistent with prior

dam. We believe, therefore, that the wality of evidence
supports the need for a lamge scale outcome trial in
patients with recent MI. Importantly in this regard the
current study demonstrates the safetv and tolembility of
low dose colchicine after acute MIL
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KEYWORDS Summary
Colchicine; Backgrund. — Inflammation iz involved during acute myocardia infarction, and coutd be
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disease; pleiotropic this context.
" Abbreviations: AN, Hhgh-sensitivity Left ants
descending MA 1p,

TIN, Thrombolysi in myocardial infarction.
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U.S. Patent No. 11,400,063 (“the 063 Patent”)

’063 Patent

Sttty United States Patent (0 Patent No.:  US 11,400,063 B2
R Tardif 45) Date of Patent: Aug. 2, 2022

INFARCTION

T Applc INSTITUT DE CARIMOL
MIONTREAL, bostned (C
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lrchen: 4 Pl S Circulaben 1131511185

(73 Assignee: INSTEOTUT DE CARINOLOGIE D
MONTREAL, Mol (CA)
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o il mprcinbal bt

(54) EARLY ADMINISTRATION OF LOW-DOSE
COLCHICINE AFTER MYOCARDIAL

(*) Motism  Subjad ioany dischiner, the term of this
peternt s esended of adpusked wder 3%
VS 14ty by O chays

(21} Appl M. 17487285 INFARCTION
(32} Faled: N 13, 29I
) Frior Puleation Data (71) Applicant: INSTITUT DE CARDIOLOGIE DE

LS ITAHASTIR AL May 2, 2021

MONTREAL, Montreal (CA)

Related LS Applii o Dits

(61} Poow piunsal application No. G103, 08, fikd cu Dt
M. ML peowisicasl apphcotion Mo, G235 65
filad oom P, 15, 3010

(72) Inventor: Jean-Claude Tardif, Montreal (CA)

B oma e (73) Assignee: INSTITUT DE CARDIOLOGIE DE
oy e MONTREAL, Montreal (CA)
(s o e ABIK BRAGS 20LN0LE AGHE A0
(56 ikt ot Clabenion Scarch '!"_'_”"" P (*) Notice: Subject to any disclaimer, the term of this
i!\.' applicrion fils for cnmpits u'-.n-i\;:::\..;; BE ) A ligant, e Firre — Clisk & Elbing LLP patent 1s extended or adjusted under 35
56l Heeferences Cied o o sy - U.S.C. 154(b) by 0 days.
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.|m.=|-|<:r-'|;.r.=h'| |-91|1'|'\.'||'.‘I|!~' e (21) App]' No.: 17/097,285
WO WL s Al S S0 Clalms, ¥ Drawing Shovi (22) Filed: Nov. 13’ 2020
(65) Prior Publication Data
US 2021/0145773 Al May 20, 2021
Related U.S. Application Data
Pagelof26 MURRAY & POOLE EXHIBIT 1001 (60) Provisional application No. 63/093,988, filed on Oct.

20, 2020, provisional application No. 62/935,865,
filed on Nov. 15, 2019.
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’063 Patent Independent “within about 3 days” Method Claims

‘063 Patent 1. A method of treating a patient after having a myocardial
NENINRANRRNENNN infarction (MI), the method comprising initiating the admin-

= United States Patent (o PNz US 11400063 B2 istration of colchicine at a daily low dose to the patient

P within about 3 days of the MI, wherein the colchicine is
T ' It administered without pre-loading the patient with a higher

5 i o 5 dose of colchicine before the administration at the daily low

(T3 Assignes: INSTEIIUT DE CARINOL 1E
MONTREAL. Mol (C

dose, wherein percutaneous coronary intervention was per-
formed for treating the patient’s MI.

() Motiem  Subjt ioam e e ihie
peten b eseoded or sdpsied oder 33
VS 14ty by O chays

(1) Appl Moo | TS IES

(321 Filend: N 1, 2o

(65) Frir Puliliea tion Data
LS ITAHASTIR AL May 2, 2021

8. A method of treating a patient alter having a myocardial
infarction (MI), the method comprising initiating the admin-
istration of colchicine at a daily low dose to the patient
within about 3 days of the MI, wherein the colchicine is
administered without pre-loading the patient with a higher
dose of colchicine before the administration at the daily low
dose, wherein the patient is at a lower risk of a cardiovas-
cular event, relative to a patient not being administered
colchicine, and wherein the cardiovascular event is resusci-
tated cardiac arrest, stroke, or urgent hospitalization for
angina requiring coronary revascularization.

it Thata
AR, B, TTked cn Ot
cotion Mo, G135 HES

Tar
AR TN B116F (M50
AREP B0 (M|
[EEIARIE SN X
(8 . e ABIK BRATGS (201500 ASEE 200 0
C2EDL)
(%) Fleld of Classicativn Scarch

LS. PATENT DOCUMENTS

oIS Wile

ATENT DHHCUMENTS
S0 56 Clalims, § Dirawing St
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’063 Patent

1z United States Patent
Tardit

LSO 140006302

o Patent Moz US 11,400,063 B2
4z Date of Patent: Ang, L2021
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MONTHREAL. Mosnsd (CA)

(121 lvenior JeaoeClande Tardi Belonineal (A}
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(32} Pt M 19, 240

(65) i Pulilieation Dana
LIS 0T IAH4ETTE AL MI.Y I,

Related LS Applii o Dits

AT, SRR, fiked on Ot
Booion Mo, G1HU35BEY

(e

(51} lme L

ARIK 8188 2k 211
ARS8 (MBS
2y Us Q.
CF e AGIK ERIES (201N ASEE
(2mEny
(58] Flebd of Clawsilatlvm Scarch
] 307163

e apglication (il for compitn sk hisry.

(36} Heferences Cliad
LS PATENT DOCUMENTS

[ TN ]

19 N
FORERGN PATENT DOCUMENTS

WO WO Al S0

Page 1 of 16

CTHER PUBLICATEINS

Aletiet 2 o, “Twcres f eokbbcne 8 the timon 3T saie
s ailor: i 8 mwirse ireslel”

chivine aficr blyroasil
[T —
e mperciribal it ”

I
Tardil o1 41, “EMoury i Safay of Lo Dvse Cakbision: ater
oty 1 Eon

Priwary Erawiser — Drisn 1 Davis
[74) ABwrver, Awent. or Firre — Cligk & Elbing LLP

AT TIEACT

ine for e i 0 sl of

myscandial mlsroin (M1,
ny the sdmi ufeslchi-
cire ol o daily kot e i e puatice] wiliia aberit 3 & of
th M]

56 Clalims, § Dirawing St

MURRAY & POOLE EXHIBIT 1001

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

27. A method of reducing the risk of a stroke in a patient
after having an MI, the method comprising initiating the
administration of colchicine at a daily low dose to the patient
within about 30 days of an MI.

Paper 1at 16
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Claim Construction
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Applicable Law: Preamble “life, meaning, and vitality”

“[I]f the claim preamble 1s “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).

“[ 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’étre of the claimed method itself.”

Boehringer Ingelheim Vetmedica, Inc. V. Schering-Plough Corp.,
320 F.3d 1339, 1345 (Fed. Cir. 2003).

Paper 21 at 6-7. DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0011
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Applicable Law: Preamble Antecedent Basis and Distinguishing

“When limitations 1n 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).

“[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, 1n part, the claimed invention.”

Invitrogen Corp. v. Biocrest Mfg., L.P., 327 F.3d 1364, 1370 (Fed. Cir. 2013) (citations omitted)

Paper 21 at 8. DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0012
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“reducing the risk of a stroke in a patient after having an MI”

27. A method of reducing the risk of a stroke in a patient
after having an MI, the method comprising |initiating the
administration of colchicine at a daily low dose to the patient
within about 30 days of an MI.

e Applies to claims 27-39.

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

* The reason to is to
reduce the risk of stroke in a patient after having an Ml.

Paper 21 at 6-7. DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0013
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Specification Supports Limiting Stroke Reduction Preamble

TABLE 3

Efficacy endpoints according to TTL (N = 4661, colchicine vs. placebo)

Endpoints

TTI 0-3 days, N = 1193
Colchicine vs. placebo
no. (%)

HR (95% CI) p

TTI 4-7 days, N = 720
Colchicine vs. placebo
no. (%)

HR. (95% CI); p

TII = 8 days, N = 2748
Colchicine vs. placebo
no. (%)

HR (95% CIk; p

Primary composite
endpoint
CV death

Resuscitated cardiac
arrest

MI

Stroke

26 (4.3%) vs. 49 (8.3%)
0.52 (0.32-0.84); p = 0.007
2 (0.3%) vs. 2 {0.3%)

1.04 (0.15-7.37); p = 0.970
1 (0.2%) vs. 3 (0.5%)
0.33 (0,03-3,20); p = 0,340
17 (2.8%) vs. 29 (4.9%)
0.58 (0.32-1.05); p=0.071
1 (0.2%) vs. 5 (0.8%)

0.21 (0.02-1.81); p = 0.156

22 (6.0%) vs. 21 (5.9%)
0.96 (0.53-1.75); p = 0.896
2 (0.5%) vs. 4 (1.1%)

0.45 (0.08-2.46); p = 0.356
2 (0.5%) vs. 1 (0.3%)

77 (5.7%) vs. 99 (1.1%)
0.82 (0.61-1.11); p = 0.200
15 (1.1%) vs. 18 (1.3%)
(.82 (0.45-1.76); p = 0.734
2(0.1%) vs. 2 (0.1%)

L0 (0.17-20.95); p = 0,600 1.02 (0.14-7.22); p = 0.986

16 (4.4%) vs. 9 (2.5%)
1.67 (0.74-3.7R8); p=~0.218%
1 (0.3%) vs. 3 (0.8%)

0.28 (0.03-2.71); p = 0.272

52 (3.8%) vs. 59 (4.2%)
0.93 {0.64-1.35); p=0.710
2(0.1%) vs. 11 (0.8%)
0.19 (0.04-0.84); p = 0.029

Paper 6 at 16, 18; Paper 21 at 7-8

TABLE 13

Major Clinical End-points (Intention-to-Treat Population)

End Point

Placebo
(N =2379)

Colchicine
(N = 23646)

number (percent)

Huazard Ratio
(95% CT)

P Value

Primary composite end point

Components of primary end point

Death from cardiovascular causes
Resuscitated cardiac arrest
Myocardial infarction

Stroke

Urgent hospitalization for angina
leading to revascularization
Secondary composite end pointf
Death

Deep venous thrombosis

or pulmonary embaolus

Atrial fibrillation

131 (5.5) 170 (7.1)
20 (0.8) 24 (1.0)

5 (0.2) 6 (0.3)
89 (3.8) 98 (4.1)

5 (0.2) 19 (0.8)
25 (L.1) 50 (2.1)
111 (4.7) 130 (5.5)
43 (1.8) 44 (1.8)
10 (04) 7 (0.3)
36 (1.5) 40 (L7)

0.77 (0.61-0.96)

0.84 (0.46-1.52)
0.83 (0.25-2.73)
0.91 (0.68-1.21}
0.26 (0.10-0.70)
0.50 (0.31.-0.81)

0.85 (0.66-1.10)
0.98 (0.64-1.49)

1.43 (0.54-3.75)

0.93 (0.59-1.46)

0.02%

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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Specification Supports Limiting Stroke Reduction Preamble

those who received placebo. Patients receiving low dose

15 colchicine had reduced morbidity relative to placebo, as is
demonstrated by the rates of the respective primary com-
posite end points for the two patient populations (P=0.02).
This reduction in morbidity was particularly prominent
among colchicine-receiving patients in the reduction of

20 severe conditions, such as stroke and urgent hospitalization
for angma leading to revascularnization: hazard ratios are
0.26 (95% confidence interval is 0.10-0.70) and 0.50 (95%
confidence interval is 0.31-0.81), respectively. Still further,
unlike the use of the anti-inflammatory canakinumab for

25 atherosclerotic events, colchicine did not increase the mci-
dence ot septic shock. Moreover, no serious adverse event of
myopathy linked to colchicine occurred despite the use of
statins in 99% of trial participants.

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

With respect to claims 29-31, the closest prior art also appears to be American
Heart Journal (September 2019), Vol. 215, pp. 62-69, outlined above. The reference
does not teach, show, suggest or make obvious the instant method of reducing the risk
of a stroke in a patient having had a myocardial infarction by the administration of daily

low dose colchicine within about 30 days of the myocardial infarction.

EX1002 at 399 — Notice of Allowance.

Paper 6 at 19-20. DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0016
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Petitioner’s Inapposite Case Law

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.

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0017
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Applicable Law: “Wherein” Clauses are Material Limitations

“When a ‘whereby’ or ‘wherein’ clause states a condition that 1s
material to patentability, it cannot be 1gnored 1n 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)).

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

8. A method of treating a patient alter having a myocardial
mfarction (MI), the method comprising mitiating the admin-
istration of colchicine at a daily low dose to the patient
within about 3 days of the MI, wherein the colchicine is
administered without pre-loading the patient with a higher
dose of colchicine before the administration at the daily low
dose, wherein the patient 1s at a lower risk of a cardiovas-
cular event, relative to a patienf not being administered
colchicine. and wherein the cardiovascular event is resusci-
tated cardiac arrest, stroke, or urgent hospitalization for
angina requiring coronary revascularization.

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

8. A method of treating a patient alter having a myocardial
infarction (MI), the method comprising initiating the admin-
istration of colchicine at a daily low dose to the patient
within about 3 days of the MI, wherein the colchicine is
administered without pre-loading the patient with a higher
dose of colchicine before the administration at the daily low
dose, wherein the patient is at a lower risk of a cardiovas-
cular event, relative to a patient not being administered
colchicine, and wherein the cardiovascular event is resusci-
tated cardiac arrest, stroke, or urgent hospitalization for
angina requiring coronary revascularization.

*“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,

0.2% wiv bimonidinetatrate monotherapy three imes p day aid wheein the method reduces the
brimonidine tatrate monotherapy 3 tines dily

Allergan Sales, LLC v. Sandoz, Inc., 935 F.3d 1370 (Fed. Cir. 2019)

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0020
MHI EXHIBIT 2075
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“Wherein” Clauses Material to Patentability

Examiner allowed claims when “wherein” clauses were added:

In particular, the reference does not teach show suggest or make obvious the

cardiovascular events: resuscitated cardiac arrest, stroke, or urgent hospitalization for

angina requiring coronary revascularization.

EX1002 at 398-99, Notice of Allowance

Paper 6 at 21-22 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0021
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“Wherein” Clauses Provide Antecedent Basis

Paper 6 at 22

8. A method of treating a patient alter having a myocardial
mfarction (MI), the method comprising mitiating the admin-
istration of colchicine at a daily low dose to the patient
within about 3 days of the MI, wherein the colchicine is
administered without pre-loading the patient with a higher
dose of colchicine before the administration at the daily low
dose, wherein the patient 1s at a lower risk of a cardiovas-
cular event, relative to a patient not being administered

colchicine, and wherein the cardiovascular event|is resusci-
tated cardiac arrest, stroke, or urgent hospitalization for
angina requiring coronary revascularization.

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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Ground 1: No Anticipation
Based on Bouabdallaoui

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

= 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.

latest possible priority date.

Paper 6 at Sec. A.1.; Paper 21 at Sec. IV, VII.; Paper 37 at Sec. Il. DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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EX1005 Published AFTER Priority Date
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’865 Provisional Application Disclosed Time to Initiate Limitations

’063 Patent
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PATENT
ATTORNEY DOCKET MNO. 50761-022001

iz United States Patent o) Patent Mo US 11,400,063 B2 METHODS FOR USING LOW-DOSE COLCHICINE AFTER MYOCARDIAL INFARCTION
Tardil (42 Date of Patent: Aug, I, 2022
. . . i Background of the Invention
1. A method of treating a patient after having a myocardial s
+ ~ . P + w. + . The invention relates to a treatment regimen for patients after suffering a myocardial infarction.
infarction (MI). the method comprising initiating the admin-
H 4 ) 3 H Inflammation appears to play an important role in atherosclerosis {Hansson GK, Inflammation,
]STratlon a f COICh] cine at a dal ly ll}W dose TO The patlent atherosclerosis, and coronary artery disease. N Engl J Med 2005:352:1685-95). Inhibition of interleukin-
| within about 3 days of the M[I wherein the colchicine is 10 1 by the Injsctabie monocional antibody canakinumab led to a 15% lower fisk of cardiovascular evants
Fa— - - . N . than was observed with placebo in the Canakinumab Antiinflammatory Thrombosis Outcomes Study
administered without pre-loading the patient with a higher (CANTOS) but sl t a sl higher ncidance o el nfectons (Ficker PM ot a1, Anfinlammatory
dose of colchicine before the administration at the daily low S e
dose’ wllere]n percutaneo‘us Comnary ]ntervelltIOIl was per_ 15  Cardiovascular Inflammation Reduction Trial (CIRT) {Ridker PM et al., Low-dose methotrexate for the
. . N prevention of atheroscleratic events. NQ@IJ Med 2019;380:752-62). Considering these differing results
for[ned for treat] ng the pa‘]ent | and given that canakinumab is not clinically available for cardiovascular prevention, the search for a

(80)  Poov sl application No. G0 L08E, fiked on Ol
1, prowicnal opplicotion Mo, GHEI5HES
filed om P, 15, 3010

in some embodiments, the methad involves|adminisiering colohicine within 5|10, 15, 20, or 25 days of

03 e L . . . i . - -
iane. i - the Ml. |n some embodiments, the method includes administering colchicine ithin 10 days of the |
(321 U, 01, ) TR
- o B M S S B

yocaraal mfarciion] in still other embodiments, the method includes administering colchicine within 15

28. The method according to claim 27, wherein the days of the myocardial infarction. In yet other embodiments, the method inciudes administering
method comprises administering coichicine [within 4 to 7 |

days of the MI|

colehicing at about 30 days of the myocardial infarction {for example, at 31, 32, or 33 days}.

T TR T
therapy for acute pericarditis: results of the COlchicine for acute PEricarditis (COPE) trial. Circulation

2005;112:2012-6).

35
In the Low-Dose Colchicine (LoDoaCo) trial, palients with stable coronary disease treated with colchicing
al a dose of 0.5 mg once daily had fewer cardiovascular events than those not receiving colchicine
{Nidorf SM et al., Low-dose colchicine for secondary prevention of cardiovascular disease. J Am Coll

i
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’865 Provisional Application CLAIMED Time to Initiate Limitations
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iz United States Patent o) Patent Ro: US 11,400,063 B2
Tardil (42 Date of Patent: Aug, I, 2022
. . - . ATTORNEY DOCKET NO. 50?61?;2%:{
1. A method of treating a patient after having a myocardial
infarction (MI). the method comprising initiating the admin- o
istration of colchicine at a daily low dose to the patient :
[ within about 3 days of the MI| wherein the colchicine is o ‘ o o , o o
—— v - . . . 1. Colchicine for use in a method of treating a patient after having a myocardial infarction (M), the
administered without pre-loading the patient with a higher
. f - ; ; method comprising initiating the adminisiration of colchicing at a daily low dose to the patient within about
dose of colchicine before the administration at the daily low
dose, wherein percutaneous coronary intervention was per- 30 days of the MI.
formed for treating the patient’s MI.
T e it 2. Colchicine for use according to claim 1, wherein the meathod ccrnp.risesladmir:is'iering colehicing
wional apphootion Mo, GLUI5EES 3
0, 15, 20, or 25|days of the Mi.
o I:‘-i[i;-,llfr'.'ﬁf [k R ]
ARSF A0 MWD
(521 LS 0
' = - ] 3. Colchicing for use according to claim 2, wherein the method comprises pdministering colchicine |
28. The method according to claim 27, wherein the Wi 70 days of 6 M|
method comprises administering coichicine [within 4 to 7 |

days of the MI| T e

- initiated u in emergency department (ED). (b the hospital, or (¢} a madical office

ing o any one of ciaims 1-10, wherein the administration of colchicine is

Page 1 of 2 MHI EXHIBIT 2067
Page 1 of 26 MUERAY & POOLE EXHIBIT 1001
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Evidence Corroborates Nov. 15, 2019 Priority

l l

Bouabdallaoui et al., "Time-to-treatment initiation of colchicine and cardiovascular outcomes after
myocardial infarction in the Colchicine Cardiovascular Outcomes Trial (COLCQT)," Eur Heart J. Time-to-treatment initiation of colchicine and
00:1-8 (2020). cardiovascular outcomes after myocardial
infarction in the Colchicine Cardiovascular
Qutcomes Trial (COLCOT)

@ESC S FAST TRACK CONGRESS

Eurapean Satiely 4ot 0109 Ve heartyeuat 59 Intensive cardiac care and aaute coronary syndromes
of Cardiolegy

&

Planet Depos’

I guess my question is simply, in your
opinion, does -- does the regimen of initiating
treatment within about three days of the MI
overlap with initiating treatment within five days
of the MI?

A And what I think I've said multiple
times now is that what this is really all about is
when the patient is stable, and when we decide as
responsible physicians to put patients on the

MNadia Bouabdallacui ® ', Jean-Claude Tardif @ '*, David D. Waters © %,

S s : Fausto J. Pinto © %, Aldo P. Maggioni', Rafael Diaz®, Colin Berry 0%,
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Methods for using low-dose colchicine after Ml pending to Invention
long-term therapies that we know they need to

prevent second heart attacks, second strokes down
the road. And that might occur for some patients
at day two or three. Other patients, it might
occur at day five.

It's just about — it's — it's this
issue that you raised earlier. It's when they're
stable is when we initiate these treatments.
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EX1005 NOT Prior Art Under AIA § 102(b)

(b) Exceptions.
(1) Disclosures made 1 year or less before the effective filing date of the
claimed 1invention. A disclosure made 1 year or less before the effective
filing date of a claimed 1invention shall not be prior art to the claimed
invention under subsection (a)(1) 1f—
(A) the disclosure was made by the mventor or joint inventor or by
another who obtained the subject matter disclosed directly or
indirectly from the inventor or a joint inventor; or
(B) the subject matter disclosed had, before such disclosure, been
publicly disclosed by the inventor or a joint inventor or another who
obtained the subject matter disclosed directly or indirectly from the
imventor or a joint inventor.

Paper 6 at 4-8 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0030
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Independent Evidence Corroborates Disclosure by Dr. Tardif
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Montreal, Quebec, Canada, H1T1C8
Principal Investigator: Jean-Claude Tardif, MD
Sub-Investigator: Philippe L L'Allier, MD

Sponsors and Collaborators

Montreal Heart Institute

Investigators

Principal Investigator:  Jean-Claude Tardif, MD  Montreal Heart Institute

the target of 301 primary endpoints has been reached
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EX2012, 14
16

Reference: EudraCT u.xzmb-sﬁa-

MODEL AGREEMENT FOR NON-COMMERCIAL RESEARCH
IN THE HEALTH SERVICE

This Agreement dated the date of Last signature is between

Hamgahive Hospitals NHS Foundation Trust, Aldermaston Road, Basingstoke, RG24 BHA,
(referred to as "the NHS Organisation’)
AND
GREATER GLASGOW HEALTH BOARD consttuted in lerms of the National Health Seniice (Scofland) Act
1478 (as amended) and having s principi J8 Russel House, wal Hospital, 1055 Greal
Westem Road, Glasgow G12 0XH (the ‘Health Board')

Monireal Heart Institute — 5000 Belanger east, Montreal, Quebes, H1T1CS
(1eferred 1o as “the Sponsor)

Which are collectively refered o as the Parties” or individually reforred o a5 2 "Party”
The above Parties agres to the following obiigations, terms and conditions when carrying out the
clinical ressarch study entitled Colchicine Cardlovascular Ouicomes: Trisl (COLCOT) &ponsarad by the
Montreal Heart Insifute.

CAN_DMS: 513216427
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Dr. Bouabdallaoui Disavows Inventorship

@ Are you the inventor or coinventor on any
patent?

THE WITNESS: No, I'm not.

3. I did not develop the COLCO'T study hypothesis and was not mvolved
in conducting the main study. Along with the other listed co-authors, I worked on a
secondary analysis of the study's results and participated in the writing of the
article by Bouabdallaoui et al.

4. I do not consider myself an inventor of U.S. Patent No. 11,400,063

(“the 063 patent”) (EX1001).

Paper 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, 1s known.”

&

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

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

Ethicon, Inc. v. United States Surgical Corp., 135 F.3d 1456, 1460 (Fed. Cir. 1998)
(citing Sewall, 21 F.3d at 416-17).

Paper 37 at 10 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0033
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Inventive Contributions Only Came from Dr. Tardif

Q So whose idea was it to do the TTI post
hoc analysis that is reported in this paper that

is Exhibit 10057
THE WITNESS: So, as mentioned previously,

when the COLCOT study was published, we --

Dr. Tardif suggested to a number of the members of
his team to discuss any ideas that can be -- that
can come up from the -- from the database. So
there were brainstormings, discussions within the
team. These discussions were led by Dr. Tardif,
and the -- the team was -- I was part of the team.

I was working with him at that time.

Paper 37 at 8-12 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0034
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Ground 4: Challenged Claims

Are Not Obvious Over EX1005
and COLCRYS (EX1016)

Challenged claims for Ground 4: 1-26, 28, and 40-50




Petitioner Has Not Carried Its Burden

= 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 Ml 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 PCl, etc.

— Cumulative of other prior art references disclosing colchicine tablets
indicated for FMF (EX1002 at 317; EX1028 at 2).

MHI-0036
MHI EXHIBIT 2075

Paper 21 at 55; Paper 37 at 2-4 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE




Ground 2: COLCOT (EX1006)

Does Not Anticipate The
Identified Claims

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

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

= 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.

Paper 6 at 22-23; Paper 21 at 19-28 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0038

MHI EXHIBIT 2075



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 1s 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).

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

eb.archive.org/web/20171020004013/ht linicaltrials.g 2/show/N April 11, 2023 a1 10:26 AM EDT

icaltrials. govic2/show/NCT02551094
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Verified March 2017 by Montreal Heart Institute First Posted: September 16, 2015 Sponsor:
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Sponsor:

Montreal Heart Institute

Montreal Heart Institute

Information provided by (Responsible Party):
T Montreal Heart Institute
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The study evaluaies whether [ang-term traatment with colchicing reduces rates of cardiovascular vents in patiants after myocardial

infarction. Patients who have sufiered a documented acute myocardial infarction within the last 30 days, are treated according to the

national guidelines and after having completed any planned percutaneous revascularization procedures aseoriated with their initial
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Dr. Ridker Did not Rely on EX1006

@

Planet Depos’

ke It Happen

Transcript of Paul Ridker, M.D.

Date: March 29, 2024
Case: Murray & Poole Enterprises, Ltd. -v- Institut de Cardiologie de Montreal

Planet Depos
Phone: 888.433.3767

Email: franscripts@planetdepos.com

www.planetdepos.com

WORLDWIDE COURT REPORTING & LITIGATION TECHNOLOGY

Q Is there any reason that you believe
that this is not the reflection of what would have
been the updated version as of March 2017 when
this is coming from October 20th of 2017?

A Oh, absolutely. Clintrials.gov is --
these — these are brief summaries. We don't —
these are not the full, detailed —- 1 mean, I -1
don't have it here. May- -- maybe it's in one of
these things here. Maybe not. 1don't know.

But I mean, the full protocol is
usually -- I mean, sometimes they go on to 150,
200, 300, you know, pages. This is - this is --
this is, by definition, meant to be a website that
people go to to, you know, do a quick search, what
are -- what are people studying out there? And
it's a website -- it's a very important website so
that, you know, pharmaceutical companies can't
hide what they're doing. So it's -- it's a public
disclosure website, right? That's what its
purpose is. But it's not meant to be definitive
protocol.

The protocol is the other document, and
it's -- and, again, you know, we say there it's —-
that my opinion's based on an updated version,
which is to me the -- again, if you want pull the

lupdated version, we can go through that. That'd
be fine.

Paper 21 at 20-22 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0041
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EX1006 Does Not Anticipate Claim 27

.archive.org/web/20171020004013/hu /clinicaltrials.gov/c12/show/N April 11, 2023 at 10:26 AM EDT
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Infarction will receive either colchicine (0.6 mg per day) of matching placebo (1:1 allocation ratio) for an estimated 2 years penod or until

the target of 301 prmary endpeints has been reached
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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).

“An invitation to investigate 1s not an inherent disclosure.”

Metabolite Labs., Inc. v. Laboratory Corp. of Am. Holdings,
370 F.3d 1354, 1367 (Fed. Cir. 2004).

Paper 21 at 23-24 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0043
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EX1006 Does Not Anticipate Claim 27 — No Inherency
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Colchicine in Patients With Acute
Coronary Syndrome

Find Studies = AboutStudies > SubmitStudiss v Resources ¥ About Sits The Australian COPS Randomized Clinical Trial
Fome v Sty Record beat C Save this study Editorial, see p 1901 David C. Tong, PhD
BACKGROUND: Inflammation plays a crucial role in clinical Jamie Layland, PhD
Colchicine Cardiovascular Outcomes Trial (COLCOT) (COLCOT) manifestations and complications of acute coronary syndromes (ACS)

Colchicine, a commonly used treatment for gout, has recently emerged as
a novel therapautic option in cardiovascular medicine owing to its anti-

This study is currently recruiting participants. ClinicalTrials.gav Identifier: mﬂamma_[sﬁ Eﬁﬁ ‘We mug].ﬂ 10 determine the Ele,nﬁal usefulness

See - Contacts and Locations NCT02651094
Venfied Maroh 2017 by kontreal Heart fstitute First Posted: September 16, 2015

—— I In patients presenting with ACS, addition of colchicine
Information provided by (Responsible Party): to standard medical therapy did not significantly affect
Montreal Heart Institute cardiovascular outcomes at 12 months and was associ-

ated with a higher rate of mortality.

Full Text View Tabular View No Study Results Posted
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> Purpose P=0.024, log-rank). The rates of reporied adverse efiects were not different
(colchicine 23.0% wersus placebo 24.3%), and they were predominantly The fullauthor it svaisbie on page
The study evaluates whether long-term treatment with colchizine reduces rates of cardiovascular events in patisnts after myocardial gastrointestinal symptoms (colchicine, 23.0% versus placebo, 20.8%). 1899
infarction. Patients who have sufiered & documented acute myecardial infarction within the last 30 days, are treated according to the CONCLUSIONS: The addition of colchicine to standard medical thera Key Words: acute cororary yndrame
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the target of 301 pamary endpaints has been reached REGISTRATION: URL hittps-/Awww. anzctr org.au; Unique identifier € 7020 American Heart fssocitian, b
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Study Protocols Should Not Be Anticipatory References

* 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.

&

‘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).

Paper 21 at 27-28 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0045
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Dependent Claims Are Not Anticipated by EX1006

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 assessmentin (a) an ED, (b) the hospital, or (c) a
medical office setting recited by claim 36.

Paper 21 at 28-30 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0046

MHI EXHIBIT 2075



Ground 3: Claims 1-50 Would
Not Have Been Obvious

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

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

* 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.

Paper 6 at 14-16, 23-37; Paper 21 at 30-55 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0048
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Independent Claims 1 and 8 Would Not Have Been Obvious

= 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 Ml 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.

Paper 6 at 12-16, 23-37; Paper 21 at 32-51 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0049
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No Loading Dose Limitation

* 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.

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0050
MHI EXHIBIT 2075




EX1007 Motivated POSA to Use Loading Dose

a2 United States Patent
Nidorf

US010206891 B2

(1) Patent No.:  US 10,206,891 B2
(45) Date of Patent: *Feb. 19, 2019

(54) METHOD OF TREATING

TS USING
COLCHIC NTLY WITH AN

ANTIPLA

(71} Applicant: Murray and Poole Enterprises
Limited. Gibraltar (GI3)

(72} lnventor: Mark Nidorf, Menora (AL}

(73} Assignee:. MURRAY AND POOLE
ENTERPRISES LT, Gibraltar (GB)

(%) Notice: the term of this
er 35

(0] by 0 days

This patent s subject 1o a terminal dis-
claimer.

(21} Appl. No.: 15/663,148
(22) Piled:  Jul. 28,2017

(65} Prior Publication Data
US 2017/0326083 AT Nov. 16, 2017

Related U.S. Application Data
(63} Continuation of upplication No. 14/603.049, filed on
Jan, 22, X Pat. No. 9,744,144, which is a
continuation-in-part  of  wpplication  No
PCTAU013/001261, filed an Nov. 1, 2013

(30) Forelgn Application Priority Data
Now, 202002 (AL s 201 2904828
Nov. 5, 2012 (AlL) S . 2012/HM868

(51} Int. CL

AGIK 317165 (2006.01)
AGIK 45406 (200600 )
AGIK 3174616 (2006.00 )
AGIK 3137 (2006.00 )
AGIK 3144365 (2006.01)
(52) US. Ol
CPC ABIK 31165 (201301); AGIK 3137
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MURRAY & POOLE EXHIBIT 1007

In a preferred embodiment, the amount/concentration of
colchicine as used herein can be administered at the first day
of administration in a higher dose (concentration/amount)
compared to the administration of colchicine at the follow-
ing days(s) of administration (maintenance administration/
maintenance dose of administration). Alternatively such
decreased dose (maintenance dose) can be started after 2. 3,
4,5 6,7, 8, 9 or 10 days of initial administration of the
higher dose. In case the course of treatment is any such as
described above, the higher dose/amount/concentration of
colchicine (e.g. at the first day of administration) can be any
as described above, provided that the maintenance dose (the
dose/amount/concentration of colchicine at the days follow-
ing the higher dose/amount/concentration) is lower than the
initial dose/amount/concentration of colchicine (e.g. at the
first day of administration). Preferably, the composition of
the invention is administered with a dose of colchicine of
between about 1.0 mg to about 2.0 mg at the first day
(preferably as a single dose) of administration and the
maintenance dose of colchicine at the following day(s) of
administration is between about 0.5 mg to about 1.0 mg.
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Loading Dose Was Standard of Care in 2019

Anti-Inflammatory Treatment With Colchicine
in Acute Myocardial Infarction
A Pilot Study

| Spyridon Deftereos, MD*: Georgios Giannopoulos, MD*: Christos Angelidis, MD-;

Coronary Heart Disease [

After completion of the diagnostic coronary angiography, patients
were randomly assigned (using a 1:1 allocation scheme based on a
computer-generated randomization algorithm — an R language script
was used for this purpose) to receive colchicine, starting with a
loading dose of 2 mg (1.5 mg initially followed by 0.5 mg | hour
later) and continuing with 0.5 mg twice daily, or placebo, for 5 days
(Figure 1). Patients with <60 kg body weight received 0.5 mg once
daily. Monitoring of adverse events focused on gastrointestinal mani-
festations, hepatotoxicity, myelotoxicity, and myotoxicity. Operators
and personnel involved in patient follow-up and management were
blinded as to patient allocation (patient treatment was identified by a
serial number; assignment records were kept in a digital file that was
unlocked after conclusion of the last patient follow-up procedures
and database locking).
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Patients were randomized to receive a conventional treatment with aspirin
800 mg orally every 6 or 8 hours for 7 to 10 days with gradual tapering over
3 to 4 weeks (group I) or a treatment with aspirin at the same dose combined
with colchicine 1.0 to 2.0 mg for the first day and then a maintenance dose
of 0.5 to 1.0 mg daily for 3 months (group II). The lower dose (initial dose
1.0 mg and maintenance dose 0.5 mg daily) was given to patients who
weighed <<70 kg or who were intolerant to the highest dose (initial dose 1.0
mg BID and maintenance dose of 0.5 mg BID). Randomization was based
on permuted blocks, with a block size of 4.

Annals of Internal Medicine ‘ ORIGINAL RESEARCH

Colchicine for Recurrent Pericarditis (CORP)

A Randomized Trial
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traindicated, prednisone (1.0-1 5 mg/kgdaily) wasgiven | patients with a first episode of recurrent pericarditis
for 1 month and then was gradually tapered. The pri-

mary end point was the recurrence rate. Inte ntior-to-

treat anlyses were perforeaed by treatnent group. Arch Intem Med. 2005;165:1987-1991

FCURRENT FERICARDITIS 15 tional treatmment On the basis of cumalative:
the mast iroublesome com-  ancedotal evidence, observational studies
pication ofacute pericardi-  and opinion of experts, colchicine is rec-
tis, occurringin 15% 1050%  ommended in the treatment of recurrent
of paticnis. it is generally  pericardits.* However, randamized trials
accepiedtha el
cess 41 the apumal treaument for volpericardi P
preventing recurrences has notbeen esiab-  vent recurrences eequire further study:
e, and no therapy has been praven
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" 5;:":‘.& sequelae (such ;: aandiac tam- CME course available at
1 and constriction). Therapeutic mo- i
Sabis e momspectic s g non. W archintermmed com
steroidal anti-inflammatory drugs
Conk asiercds immnosUppresse agents
and pericardiectomy. ' Although most pa-
tierits respond to nonsteroidsl anti-
inflammatory drugs, others have a pro-
longed course and respond ouly to

To sur knowledge
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first recurrence of pericardiis. The aims

of this work are 1 verify the safety and,
i

corticosteroids '** In this setting, pro-  ficicy icine therapy as an ad-
agedar ofcori.  junct ntional therapy for the
costeroids may be necessary, possiblylead-  first e of recurrence and o verily

ing to corticosteroid dependence and  whether the natwral history of the dis-
adverse drug effects* ease may change because of the early use:

Several small studies'® © have success- of colchicine. No characteristics of the

Intervention: In addition to conventional treatment, patients were
randomly assigned to receive either placebo or colchicine, 1.0 to
2.0 mg on the first day followed by a maintenance dose of 0.5 to
1.0 mg/d, for 6 months.

fully used colchicine o prevent acuie perie  first episode have been reported to pre-
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Dr. Ardehali Confirmed Standard of Care of Colchicine

Q. And what is a safe amount of colchicine to Q. Why do you give a loading dose with

1 i 1 2
be taken on a daily basis? pericarditis:

A. When?
A. -- the dosage we have available in this
Q. Why?
country is .6 milligrams. So in Europe, it's
A. So the idea here is to attack inflammation
.5 milligrams. In our patients with pericarditis,

as effectively as possible. So the idea is to give
we usually give them a loading dose, so it's usually

a loading dose to make sure that the inflammation is
1.2 milligram loading dose, scmetimes even higher|.

under control and then maintain it with a
And depending on how they tolerate, we maintain them

. . , maintenance dose.
on .6 milligrams after the loading dose.

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

One of ordinary skill would not have found it obvious to treat the myocardial

o mamm e 4E L Ea s

infarction patients of Circulation (2015), 132(15), pp. 1395-1403, who have also been
treated with primary percutaneous coronary intervention, following the method of

S American Heart Journal (September 2019), Vol. 215, pp. 62-69 - that is, without a

OF:

(eh
FILING DATE: November 13, 2020
PATENT NUMBER: 11400063
ISSUE DATE: dugust 02, 2422

et loading dose of colchicine. There is no motivation to delete the loading dose of

Circulation (2015), 132(15), pp. 1395-1403 and treat these patients by the method of

American Heart Journal (September 2019), Vol. 215, pp. 62-69.

Page 1 of 438 MURRAY & POOLE EXHIEIT 1002
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3-5 Day Administration

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

— Nidorf teaches initiating colchicine to patients that were stable for six
months after an Ml.

— No expectation from results administering 30 or 60 days after MlI.
— ESC Guidelines relate to administration of other drugs.
= QOther studies showed no benefit in Ml treatment over placebo.

= Examiner found no motivation to treat patients who have already
received PCl without loading dose.

Paper 21 at 39-40, 41-48 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0055
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EX1007 Did NOT Motivate Early Administration
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MURRAY & POOLE EXHIBIT 1007

It was planned to recruit a study population that would
include 500 patients planned (532 patients randomized as 32
dropped out early), 250 randomized to the control group and
250 patients randomized to treatment who were tolerant of
colchicine for at least 4 weeks after the date of their
randomization. Patients were eligible for inclusion if they
met each of the following criteria: 1) angiographically
proven coronary disease; 2) aged 35 to 85 vears; 3) clinically
stable for at least 6 months. 4) no major competing co-
morbidities or contra-indication to colchicine therapy, 5)
considered to be compliant with therapy and attending
routine cardiology follow up appointments, and 6) willing to
be consented and randomized into the study. Patients with a
history of bypass surgery were only eligible if they had
undergone bypass surgery more than 10 years before, or had
angiographic evidence of graft failure or had undergone
stenting since their bypass surgery. All patients signed
informed consent before randomization.
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Claims 27-39 Would NOT Have Been Obvious

Paper 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.”

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

Paper 21 at 58 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0058
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Objective Evidence Supports Nonobviousness

" Unexpected benefit to administer colchicine within 3 days or within
5 days after Ml = 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 Ml
would reduce risk of any CV events, including stroke.

= EX1005 is not prior art; references before patent office.

Paper 21 at 55-59 DEMONSTRATIVE EXHIBIT — NOT EVIDENCE MHI-0059
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Loading Dose Was Standard of Care in 2019

FAST TRACK CONGRESS

Intensive cardiac care and aaite coronary syndromes
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Time-to-treatment initiation of colchicine and

| cardiovascular outcomes after mvocardial

ELSEVIER

CLINICAL RESEARCH

COLIN trial: Value of colchicine in the @mmk

treatment of patients with acute myocardial
—infacction and inflammatory ras

Colchicine at the low dose of
0.5 mg daily was shown to significantly reduce the risk of ischae-
mic CV events by 23% compared with placebo when initiated

The lack of effect of
colchicine in our study could be explained by late adminis-
tration in the intensive care unit after the reperfusion and
without a loading dose.

within the first 30 days after Ml in the COLchicine Cardiovascular
Outcomes Trial (COLCOT).
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patints nchuded in tis malysi there were 1193, 720, and 2748 patients, repectively, in the three TTI strats.
Alftera medan follow-up of 227 monts, there was a sSgnificant reduction i the incidence of the primary endboint
for patierts in wheem colthEne was mitisted < Day 3 compared with plasebo [hazard ratios (HR) =052, 95% com-
fidence intenvats (C1) 032-084]. in contrast to patients in whom cokdicine was nitiated between Days 4 and 7
(HR=0.9, 95% C1 053-175) or = Day 8 (HR=0.82, 95% €1 061-1.11). The benefichl eflects of sarly Fitixtion
of cokhicine were ako demonstrated for urgent hositalization for angina requiring revasollarization (HR=0.35).
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