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I. SUMMARY OF OPINIONS 

1. Colchicine is an old drug that had been used for various disorders based 

on its anti-inflammatory properties, sold in U.S. as COLCRYS film coated tablets 

(EX1016). The ’063 patent, filed on November 13, 2020, has claims directed to 

using low doses of colchicine to treat atherosclerotic cardiovascular patients 

following a myocardial infarction (“MI”) to reduce the risk of secondary 

cardiovascular events.  The same colchicine use, doses, patients, and treatment 

initiation times had been previously disclosed and was supported by a developed 

path of cardiovascular research.  In my opinion, all claims of the ’063 patent are 

anticipated by and/or would have been obvious from the prior art. 

2. First, the ’063 patent’s post hoc time-to-treatment-initiation (“TTI”) 

analysis and method of initiating treatment within about 3 days following an MI was 

reported in Bouabdallaoui (EX1005), published by a group of two dozen authors in 

August 2020. I understand that Bouabdallaoui is prior art to claims of the ’063 patent, 

including claims 1 and 8, that require initiating treatment “within about 3 days of the 

MI,” as this feature is not described in its November 2019 and October 2020 

provisional applications.  In my opinion, Bouabdallaoui anticipates claims 1-13, 17-

26, 28, 40-46, 49, and 50.  
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3. Second, other claims of the ’063 patent, such as claim 27, require 

initiating treatment “within 30 days of an MI.” These claims require no more than 

initiating colchicine at low doses (e.g., a dose of 0.5 mg/day) to patients—exactly 

the same as had already been described in COLCOT Protocol (EX1006). In my 

opinion, COLCOT Protocol anticipates claims 27, 29-36, and 39 of the ’063 patent. 
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4. Third, all claims of the ’063 patent would have been obvious in view of 

Nidorf (EX1007), COLCOT Protocol (EX1006), ESC Guidelines (EX1009), and 

COLCRYS (EX1016). The efficacy of 0.5 mg/day colchicine to reduce the risk of 

secondary cardiovascular events in post-MI patients was shown in the “LoDoCo” 

study reported by Nidorf. And the mechanisms of action by which anti-

inflammatories, such as colchicine, reduce cardiovascular risk had also been 

established in my “CANTOS” trial (EX1019). COLCOT Protocol taught initiating 

colchicine treatment with 30 days post MI and it was also common practice, as 

reflected in ESC Guidelines, to initiate other secondary preventive therapy (such as 

statins), around the time of hospitalization discharge, typically about 2- 3 days post-

MI.  

5. Consistent with the direction the art was already going, the skilled 

cardiologist would have been motivated to shorten the post-MI treatment initiation 

time from LoDoCo’s original at least 6 months down to CANTOS’ at least 30 days, 

further down to COLCOT’s within 30 days, and still further down to around 3 days 

post-MI consistent with standard secondary prevention practice and ESC Guidelines. 

Indeed, Deftereos (EX1040) had already initiated colchicine treatment within 12 

hours post-MI. 
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Consistent with this trend and building on the results from LoDoCo and CANTOS, 

by 2019 multiple other low dose colchicine clinical studies aimed at reducing 

cardiovascular events in patients with recent acute MI or stroke had been registered 

or initiated, including CONVINCE (EX1045), CLEAR-SYNERGY (EX1046), and 

COLCARIO-ACS (EX1048). Collectively, these studies show that the field had 

already recognized the potential benefits of low-dose colchicine for use following 

an MI to reduce the risk of subsequent cardiovascular events. 
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6. While the clinical efficacy in reducing the risk of secondary 

cardiovascular events with 0.5 mg/day colchicine initiated earlier than LoDoCo’s at 

least 6 months had not been reported, efficacy—including for treatment initiated 

around day 3 post-MI—would have been reasonably expected from the reported 

success of LoDoCo using the same dose and CANTOS’s clinical validation of the 

mechanisms by which anti-inflammatories treat the underlying atherosclerotic 

cardiovascular disease in post-MI patients.  

7. Fourth, it also would have been obvious to a skilled cardiologist to use 

oral film-coated colchicine tablets, as taught by COLCRYS, in the method of 

treatment taught by Bouabdallaoui. Based on the combined teachings of 

Bouabdallaoui and COLCRYS, claims 1-26, 28, and 40-50 would have been obvious 

to a skilled cardiologist. 

8. Finally, while the main findings of COLCOT are undoubtedly of broad 

clinical importance as a large-scale placebo-controlled confirmation of earlier 
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reported colchicine’s effectiveness in cardiovascular diseases, efficacy from 

initiating treatment within 30 days post-MI would have been expected and the 

COLCOT post hoc TTI analysis from Bouabdallaoui does not show unexpected 

results or superiority for initiating treatment within about 3 days of an MI.  

Limitations in the post hoc nature of this secondary data analysis prevent one from 

concluding that initiating treatment within this sub-window is different in any 

clinically significant way from initiating treatment at another time.  Even as reported 

in the ’063 patent, the analysis shows that the risk reduction is similar whether 

treatment is initiated early or late in the 30-day window of the COLCOT Protocol. 

Further, in the ‘063 patent as well as in the anticipatory publication from 

Bouabdallaoui, no statistically significant difference is demonstrated between 

various clinical outcomes in the time frames of 0 to 3 days, 4 to 7 days, and greater 

than 8 days that were selected by the authors for analysis on a post-hoc basis, nor do 

the authors present the most basic interaction analyses that would be required to 

make such claims.  

9. Further, the post-hoc subgroup analyses of Bouabdallaoui require 

cardiovascular readers to accept the improbable notion that colchicine 0.5 mg 

treatment initiated at days 2 to 3 is “beneficial” whereas the same treatment initiated 

between days 4 and 7 is “not beneficial”, yet then becomes “beneficial” again when 

started after 8 days, even though in all cases the drug is to be continued as therapy 
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over a period of several years. This kind of non-biologic data analysis is an example 

of why post hoc subgroup analyses cannot be relied upon, particularly when the 

treatment of interest is designed to be given as a long-term chronic therapy as is 

clearly the case for colchicine. In fact, we know today that delayed initiation of long-

term low-dose colchicine is if anything at least as effective as early initiation. This 

observation of clear benefit even with a delayed start was initially made in the first 

LoDoCo trial published in 2013 and has subsequently been reaffirmed in the second 

LoDoCo trial (LoDoCo2) in which colchicine 0.5 mg daily was shown to lower rates 

of major adverse cardiovascular events by 31 percent among those with stable 

atherosclerosis, a magnitude of effect if anything greater than the 23 percent 

reduction observed following recent myocardial infarction in COLCOT. Moreover, 

in contrast to the stable phase at day 2 and 3 following MI when patients are getting 

ready for hospital discharge to home, even today it has not been shown that   

colchicine is clinically effective in the immediate hours following acute MI, an 

unstable and dangerous time period when a different set of biologic processes related 

to coronary reperfusion and restoration of oxygen flow are dominant. Thus, while it 

is my opinion that the primary results of the main COLCOT trial itself are 

informative for patient care, it is also my opinion that the secondary post-hoc 

analyses of Bouabdallaoui do not show any unexpected results or superiority for 

initiating colchicine treatment within about 3 days of an MI. 
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II. QUALIFICATIONS 

10. I am a physician, clinical cardiologist, and cardiovascular disease 

researcher, and I have the honor of serving as the Eugene Braunwald Professor of 

Medicine at Harvard Medical School and as Director of the Center for 

Cardiovascular Disease Prevention at Boston’s prestigious Brigham and Women's 

Hospital. I am also a Professor at the T.C Chan Harvard School of Public Health, 

also in Boston, Massachusetts. 

11. I graduated magna cum laude from Brown University in 1981 and 

received a Bachelor of Science degree. In 1986, I received an M.D. from Harvard 

Medical School. In 1992, I received an MPH degree from Harvard School of Public 

Health. From 1986 to 1992, I completed my internship and residency in the 

Department of Medicine at Brigham and Women’s Hospital and Harvard Medical 

School, including working as a research/clinical fellow in Medicine (cardiovascular 

disease). In 1988 and 1989, I obtained Board of Registration in Medicine and 

Diplomate of the American Board of Internal Medicine to practice in 

Commonwealth of Massachusetts. In 1991, I obtained Diplomate of the American 

Board of Internal Medicine with subspecialty in cardiovascular disease.  

12. Since my group discovered between 1997 (Ridker et al, NEJM 

1997;336:973-979) and 2000 (Ridker et al, NEJM 2000;342:836-843) that the 

inflammatory biomarker C-reactive protein (CRP) and the central signaling cytokine 
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interleukin-6 (IL-6) are elevated in asymptomatic men and women many years in 

advance of heart disease and thus that inflammation precedes the onset of clinically 

apparent cardiovascular events much like cholesterol and blood pressure, I have 

spent virtually all of my investigative career elucidating the inflammation hypothesis 

of atherosclerosis. Indeed, over the past 25 years, my research unit would 

additionally be credited for providing the first evidence that statin drugs are both 

cholesterol lowering and anti-inflammatory (Ridker et al, Circulation 1998;98:839-

844); the first FDA-approved diagnostic test for vascular inflammation (high-

sensitivity CRP or hsCRP, Rifai et al, Clin Chem 1999; 45:2136-2141); the first 

evidence that individuals with elevated hsCRP are at high enough risk to benefit 

greatly from therapies like statins they otherwise would be denied (Ridker et al, 

NEJM 2002;347:1557-1565; Ridker et al, NEJM 2005;352:20-28, Ridker et al 

NEJM 2008;359:2195-2207), and ultimately the definitive proof-of-principle of the 

inflammation hypothesis of atherothrombosis in humans in the CANTOS trial which, 

using a therapeutic monoclonal antibody targeting interleukin-1β, proved in 2017 

that the lowering of low-grade systemic inflammation could indeed lower 

cardiovascular event rates (EX1019). All of these manuscripts are widely considered 

to be “citation classics” which drove the field of inflammation and atherosclerosis 

forward. 

13. Based largely on this work and upon my leadership of multiple multi-
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national randomized, double-blind, placebo-controlled clinical trials investigating 

inflammation and heart disease, I have received several honorary degrees and 

international awards, including as examples designation as a Distinguished Scientist 

of the American Heart Association (2018) and election to the United States National 

Academy of Medicine (2020). I am also an elected member of the American Society 

of Clinical Investigation (ASCI), the Association of American Physicians (AAP), 

and a Fellow of the American College of Cardiology (FACC). I am asked to lecture 

on inflammation and atherosclerosis globally; as but a few recent examples I have 

given the honorary Hugh Sinclair Lecture for the British Atherosclerosis Society at 

Oxford University, United Kingdom; the R.T. Hall Lectureship for the 

Cardiovascular Society of Australia and New Zealand; the Antonio Gotto Lecture 

for the International Atherosclerosis Society, Tokyo, Japan; and the Attilio Maseri 

Honorary Lectureship, Trieste, Italy. I am the recipient of the Joseph Stokes Lifetime 

Achievement Award from American Society for Preventive Cardiology and am one 

of very few individuals to have received all three of the major research awards given 

by the American Heart Association. Most rewarding, our work has inspired the next 

generation of vascular biologists and investigative cardiologists to seek novel 

pathways to lower inflammation, hopefully for the benefit of our patients. 

14. I have served as a consultant to numerous pharmaceutical companies, 

including Novartis, Flame, Agepha, AstraZeneca, Janssen, Civi Biopharm, Glaxo 
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Smith Kline, SOCAR, Novo Nordisk, Omeicos, Health Outlook, Montai Health, 

New Amsterdam, Boehringer-Ingelheim, RTI. Zomagen, Cytokinetics, Horizon 

Therapeutics, and Cardio Therapeutics. I also have minority shareholder equity 

positions in Uppton, Bitteroot Bio, and Angiowave. 

15. A copy of my curriculum vitae is provided as Appendix A. 

III. MATERIALS CONSIDERED 

16. My opinions are based on my education, training, background and 

experience, the documents I reviewed, and information available to me to date.  I 

have reviewed and considered the documents and materials cited in this declaration, 

as well as those listed in Appendix B.  To the extent I am provided with additional 

documents or information in this proceeding, I reserve the right to modify or expand 

upon my opinions based on such new information, and in response to any additional 

reports and testimony. 

IV. LEGAL STANDARD 

17. I am not an attorney but have been informed of some patent law 

principles by counsel. 

18. I understand that patents are to be interpreted from the perspective of a 

“a person of ordinary skill in the art” at the time the patent was filed (“POSA”). I 

provide my opinions on who would qualify to be a POSA for the ’063 patent in 

Section VI.B, below. 
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19. Regarding the meaning of terms in the claims of a patent, I have been 

informed by counsel and I understand that they should normally be given the 

meaning as would have been understood by a POSA at the time the patent was filed, 

considering the context of the patent specification and its prosecution history.  

20. I have been informed by counsel and I understand that claims of a patent 

are “anticipated” or not novel if a prior art reference discloses every limitation in the 

claim. 

21. I have been informed by counsel and I understand whether the claims 

of a patent are “obvious” is a factual inquiry, and that the factors guiding the analysis 

include: (1) the scope and content of the prior art; (2) the differences between the 

prior art and the claims at issue; (3) the level of ordinary skill in the art; (4) and any 

so-called objective secondary factors of nonobviousness (for example, commercial 

success, long-felt but unmet need, unexpected results, and copying).  I further 

understand that for combinations of references, it is important to consider whether a 

POSA would have been motivated to combine their teachings with a reasonable 

expectation of success to arrive at the claimed subject matter.  

V. BACKGROUND AND STATE OF ART AS OF 2019 

A. Myocardial Infarction and Classic Secondary Prevention 
Therapy of Post-MI Patients Before 2012 

22. Myocardial infarction (MI), or colloquially a heart attack, was 

recognized as “the most severe manifestation of coronary artery disease,” typically 
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resulting from disruption of a vulnerable atherosclerotic plaque or erosion of the 

coronary artery endothelium. 1  Although traditionally divided into ST elevation 

myocardial infarction (STEMI) or non-ST elevation myocardial infarction 

(NSTEMI), many therapies are similar between the two.2 Unstable angina—also 

typically resulting from atherosclerotic coronary artery disease and understood to be 

a potential imminent precursor to MI—was often grouped with acute MI for disease 

management.3 

23. Following an MI, emergency or urgent management (typically within 0 

to 12 hours) optimally includes percutaneous coronary intervention (PCI), a standard 

percutaneous revascularization procedure formerly known as percutaneous 

transluminal coronary angioplasty (PTCA) or generally coronary angioplasty.4 PCI 

is performed using a catheter to open acutely clogged arteries with an aim to restore  

blood flow as rapidly as possible allowing life-preserving oxygen to be delivered to 

downstream tissues. PCI is faster and less invasive than coronary artery bypass 

 
1 EX1017 (Reed 2017), 1; EX1015 (Aday 2018), 1 (“Atherosclerosis is the central 
disease process underlying most instances of myocardial infarction (MI), ischemic 
stroke, and peripheral artery disease.”); EX1006 (COLCOT Protocol), 4 
(“Atherosclerosis is the most common cause of myocardial infarction, stroke, and 
peripheral arterial disease.”).  

2 EX1017 (Reed 2017), 1. 

3 EX1017 (Reed 2017), 1. 

4 EX1021 (1999 Guidelines), 4; EX1010 (Stone 2008), 1.  



14 
 

grafting (CABG) surgery. Other emergency treatments used to rapidly restore blood 

flow following acute coronary occlusion include agents known as thrombolytic 

therapy which can dissolve blood clots but come with a significant increase in risks 

of bleeding. 

24. While emergency PCI can open a closed coronary artery and restore 

downstream blood flow, the procedure itself does nothing to alter the underlying 

chronic and progressive nature of atherosclerosis that the patient is suffering from. 

Thus, even following emergency PCI, a patient who had an MI remains at very high 

risk for recurrent cardiovascular events over their lifetimes, including second heart 

attacks and stroke, due to continued progression of their coronary artery disease. 

Post-MI patients are thus treated aggressively with various “secondary prevention” 

drugs that are designed on a chronic long-term basis to reduce that risk.5 For example, 

statin drugs that lower cholesterol are a standard secondary prevention therapy as 

they had been shown to reduce the risk of future cardiovascular events such as 

cardiovascular death, non-fatal myocardial infarction, unstable angina requiring 

hospitalization, coronary revascularization, and non-fatal stroke.6 Moreover, best 

practice has long been to initiate statin therapy in-hospital prior to discharge home 

 
5 EX1017 (Reed 2017), 9; EX1007 (Nidorf), 2:34-36; EX1009 (ESC Guidelines), 
31. 

6 EX1017 (Reed 2017), 9.  
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after myocardial infarction to ensure excellent long term care.     

25. However, despite these standard therapies, “patients with 

atherosclerotic vascular disease continue to be at risk of cardiovascular events, 

possibly because these treatments fail to target some of the inflammatory pathways 

implicated in the disease.”7 

B. Anti-inflammatory Agents Had Been Successfully Used to 
Reduce Risks of Cardiovascular Events As of 2019 

26. Colchicine was a well-known anti-inflammatory medication that had 

been used for the treatment and secondary prevention of gouty arthritis, familial 

Mediterranean fever (FMF), and Behcet’s disease.8 By 2019, low daily doses of 

colchicine had also been used successfully as secondary preventive therapy for 

coronary artery disease and its use was supported by established anti-inflammatory 

mechanisms of action. 

1. The First LoDoCo Trial Design and Results 

27.  The use of colchicine to reduce the risk of cardiovascular events in 

patients with coronary artery disease generally, including acute coronary syndrome 

(ACS) and MI patients, was first evaluated in the “LoDoCo” (Low Dose Colchicine 

for Secondary Prevention of Cardiovascular Disease) trial using 0.5 mg/day 

 
7 EX1007 (Nidorf), 2:35-38.  

8 EX1007 (Nidorf), 1:26-28. 
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colchicine conducted by Dr. Nidorf and colleagues in Australia. 9  The study’s 

primary efficacy outcome was the composite endpoint of ACS, fatal or nonfatal out-

of-hospital cardiac arrest, and non-cardioembolic ischemic stroke.10 In studies such 

as LoDoCo, a lower number of primary outcome events relative to control indicate 

a reduced risk. 

28. As Dr. Nidorf reported in 2013, “primary outcome occurred in 55 of 

532 patients, including 15 of 282 patients (5.3%) assigned to colchicine treatment 

and 40 of 250 patients (16%) assigned to the control group (HR: 0.33; 95% 

confidence interval [CI] 0.18 to 0.59; p 0.001; number needed to treat: 11).”11 

LoDoCo demonstrated that “the addition of colchicine 0.5 mg/day to standard 

therapy in patients with stable coronary disease significantly reduced the risk of a 

cardiovascular event, including ACS, out-of-hospital cardiac arrest, and 

noncardioembolic ischemic stroke.” 12  The effect of colchicine on the primary 

outcome was “evident early, and the benefits of colchicine continued to accrue 

throughout the follow-up period.”13 

 
9 EX1020 (Nidorf 2013), 11, Table 1. 

10 EX1020 (Nidorf 2013), 11. 

11 EX1020 (Nidorf 2013), 13. 

12 EX1020 (Nidorf 2013), 14 (emphasis added).  

13 EX1020 (Nidorf 2013), 13.  
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29. Results from the first LoDoCo trial are significant because they provide 

the initial clinical evidence that an anti-inflammatory agent with diverse effects 

might be useful in the treatment or prevention of cardiovascular disease. LoDoCo 

also first demonstrated colchicine’s role in the prevention of cardiovascular events 

in patients with underlying established coronary disease.14 This was recognized in 

the literature, with the consensus being that LoDoCo showed that “[c]olchicine 

significantly reduced the incidence of a combined adverse cardiovascular end 

point.”15 

2. COLCOT Trial Design 

30. Following the success of LoDoCo, the confirmatory COLCOT trial 

(Colchicine Cardiovascular Outcomes Trial) was designed to similarly test long-

term use of 0.5 mg/day colchicine to reduce the risk of cardiovascular events in 

 
14 EX1020 (Nidorf 2013), 14.  

15 EX1042 (Toldo 2018), 9; see also EX1043 (Nidorf 2015), 2 (“The potential 
benefit of long-term colchicine in patients with stable coronary disease … was 
demonstrated prospectively in the LoDoCo trial in which the same (low) dose of 
colchcine used for secondary prevention in gout was safely and effectively 
employed in patients already taking high-dose statins and anti-platelet therapy.”); 
EX1026 (Thompson 2018), 3 (“The 2013 publication of the LoDoCo trial 
demonstrated in a PROBE design that low-dose colchicine (0.5 mg/day) in patients 
on high-dose statins was well tolerated and was strongly suggestive of a marked 
benefit.”); EX1044 (Tsivgoulis 2018), 3 (“In the LoDoCo RCT of 532 patients 
with chronic stable coronary artery disease, low dose of colchicine (0.5mg/day) 
reduced the risk of major cardiovascular events by 67% over a median follow-up 
period of 36 months. In this trial, colchicine had an excellent safety profile…”).  
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patients having established underlying coronary disease, specifically an MI patient 

within 30 days prior to treatment. 16  As the COLCOT Protocol acknowledges, 

“[c]onsiderable work has highlighted the potential of colchicine in the treatment of 

cardiovascular diseases mediated by pro-inflammatory processes.” 17  COLCOT 

Protocol built on LoDoCo, noting in reference to LoDoCo that “most recently 

colchicine has been evaluated for its effect on cardiovascular events in patients with 

coronary artery disease (CAD).”18 

31. In addition to using the same 0.5 mg/day colchicine dose as LoDoCo, 

COLCOT used a similar primary outcome composite of cardiovascular death, 

resuscitated cardiac arrest, acute myocardial infarction, stroke, and hospitalization 

for angina requiring coronary revascularization.19  

32. According to COLCOT Protocol, treatment was initiated within 30 

days post-MI but only “after having completed any planned percutaneous 

revascularization procedures associated with their initial infarction.”20 COLCOT 

Protocol also excluded patients “with a poorly controlled medical condition,” such 

 
16 EX1006 (COLCOT Protocol), 4-5.  

17 EX1006 (COLCOT Protocol), 4.  

18 EX1006 (COLCOT Protocol), 4. 

19 EX1006 (COLCOT Protocol), 2. 

20 EX1006, (COLCOT Protocol), 1. 
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as certain types of heart attack, “recent stroke (within the past 3 months),” and 

patients “currently in cardiogenic shock or with hemodynamic instability” are 

excluded from the study.21 This means that the patient’s acute MI has been stabilized 

by clearing the underlying arterial thrombosis and restoring cardiac blood flow prior 

to treatment initiation.   

33. While both LoDoCo and COLCOT provide colchicine as a secondary 

prevention treatment for MI patients, the studies differed in that (1) COLCOT was 

limited to MI patients while LoDoCo also included other CAD patients, and (2) 

COLCOT initiated colchicine treatment to stabilized post-PCI patients within 30 

days of the MI while LoDoCo started treatment after CAD (including MI) had been 

stable for at least 6 months. 22  

3. CANTOS Trial Design and Results 

34. Around this same time, specifically in 2017, the so-called 

“inflammation hypothesis” of cardiovascular disease was proven in the large-scale 

placebo-controlled CANTOS trial (Canakinumab Anti-Inflammatory Thrombosis 

Outcomes Study) conducted by my group.  

35. In the CANTOS trial, patients with a history of MI at least 30 days 

 
21 EX1006, (COLCOT Protocol), 5.  

22 Compare EX1006 (COLCOT Protocol), 1, 5 with EX1020 (Nidorf 2013), 11, 
Table 1.  
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before randomization and an increased high-sensitivity C-reactive protein level 

received a therapeutic monoclonal antibody (canakinumab) directly targeting and 

specifically inhibiting interleukin-1β, a key mediator of the inflammatory 

response. 23  The primary efficacy endpoint was the first occurrence of nonfatal 

myocardial infarction, any nonfatal stroke, or cardiovascular death in a time-to-event 

analysis.24 As my 2017 paper reported, “a significant effect for the primary end point, 

was observed in the 150-mg group (hazard ratio vs. placebo, 0.85; P = 0.02075, with 

a threshold P value of 0.02115).”25 The study proved that targeting the inflammatory 

pathway of those MI patients led to a significantly lower rate of recurrent 

cardiovascular events. 26  This beneficial effect occurred in the absence of any 

reduction in cholesterol, blood pressure, or other known therapeutic pathway for 

atherosclerotic disease. Further, because CANTOS employed a highly specific 

monoclonal antibody that targeted a single highly specific inflammatory molecule, 

the trial proved without doubt that direct inflammatory inhibition could in fact 

benefit patient care.  Between 2017 and 2018, editorials and commentaries from 

 
23 EX1019 (Ridker 2017), 2.  

24 EX1019 (Ridker 2017), 4. 

25 EX1019 (Ridker 2017), 6. 

26 EX1019 (Ridker 2017), 2, 12.  
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eminent biologists described CANTOS as “a giant leap for vascular biology”27, “a 

gigantic proof-of-concept trial”28, “a new calculus of inflammasome targeting for 

vascular protection”29, a study that “validates the inflammatory pathogenesis of 

atherosclerosis”30 and a trial that opens “a new chapter in therapeutic targeting”31. 

36. The significance of CANTOS in proving the inflammation hypothesis 

of CAD is not limited to canakinumab and  extended more broadly to several anti-

inflammatory secondary prevention treatments of MI patients, particularly those that 

have direct or indirect impact on the canonical NLRP3 to interleukin-1 to 

interleukin-6 pathways of innate immunity, such as colchicine.32 As reflected in the 

literature, “[w]ith the publication of the CANTOS results, clinicians have definitive 

evidence that directly targeting inflammation is beneficial for the secondary 

 
27 EX1033 (Baylis 2017), 1. 

28 EX1032 (Ibañez 2017), 1.  

29 EX1034 (Verma 2018), 1.  

30 EX1035 (Weber 2017), 1.  

31 EX1035 (Weber 2017), 1. 

32 EX1026 (Thompson 2018), 4, Figure 1 (acknowledging that colchicine is 
involved in inhibition of the assembly of the NLRP3 inflammasome through 
binding tubulin and that it acts through the IL-1β); EX1041 (Martinez 2015) 
(demonstrating that colchicine treatment of ACS patients was associated with 
significantly lower transcoronary release of key inflammatory cytokines IL-1β and 
IL-18, as well as IL-6).  
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prevention of cardiovascular disease.”33 

4. LoDoCo, CANTOS, and COLCOT All Initiated 
Treatment in Patients with Stabilized MI 

37. LoDoCo, CANTOS, and COLCOT are all similar in targeting 

inflammation in stabilized coronary artery disease patients that had experienced an 

MI.  

38. For instance, Nidorf discloses that patients eligible for LoDoCo had 

angiographically proven coronary disease that had been clinically stable for at least 

6 months.34 Among these, 23% of the enrolled patients had past acute MI or unstable 

angina.35 Nidorf further explains: 

“Stable” in the context of the terms “stable cardiovascular 

disease”, “stable coronary disease” or “stable coronary heart 

disease” is defined as any conditions of diagnosed 

cardiovascular disease in the absence of acute cardiovascular 

events. Hence, e.g. stable coronary disease defines the different 

evolutionary phases of coronary disease, excluding the 

situations in which coronary artery thrombosis dominates 

clinical presentation (acute coronary syndrome).36 

 
33 E.g., EX1017 (Reed 2017), 5.  

34 EX1007 (Nidorf), 18:31-34.  

35 EX1020 (Nidorf 2013), Table 1. 

36 EX1007 (Nidorf), 10:35-43.  
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39. By way of explanation, coronary artery thrombosis is the underlying 

arterial blockage causing sudden, reduced blood flow (acute coronary syndrome 

(“ACS”)) that presents clinically as acute MI or unstable angina. Thus, for post-MI 

patients, “stable” according to Nidorf means that cardiac blood flow has been largely 

restored and the patient is no longer presenting with ACS generally or acute MI 

specifically.  

40. CANTOS similarly treated post-MI patients that had been stabilized. 

This is reflected in full name of the CANTOS trial:  “A randomized, double-blind, 

placebo-controlled, event driven trial of quarterly subcutaneous canakinumab in the 

prevention of recurrent cardiovascular events among stable post-myocardial 

infarction patients with elevated hsCRP.” 37  More specifically, the CANTOS 

protocol 38  discloses that eligible participants “suffered a documented acute 

myocardial infarction at least 30 days before randomization,” 39  which skilled 

cardiologists also would understand as initiating treatment after the patients with the 

acute MI event had been stabilized.  

 
37 EX1039 (CANTOS Protocol), 10 (emphasis added).  

38 My group provided EX1039 (CANTOS Protocol) to the New England Journal of 
Medicine along with the manuscript of my 2017 paper on CANTOS to give readers 
additional information about the CANTOS trial, which was published in the same 
issue of the journal with my 2017 paper as supplemental material.  

39 EX1039 (CANTOS Protocol), 19.  
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41. COLCOT also taught treating stabilized post-MI patients, as reflected 

in its eligibility criteria requiring that “[p]atient must have completed any planned 

percutaneous revascularization procedures associated with his or her qualifying 

myocardial infarction.” 40  COLCOT Protocol further taught initiating treatment 

within 30 days post-MI but only “after having completed any planned 

percutaneous revascularization procedures associated with their initial 

infarction.”41 As I explained above, this means that acute MI has been stabilized 

after percutaneous revascularization cleared the underlying arterial thrombosis and 

restored cardiac blood flow. Reinforcing that the patients are stable, COLCOT 

Protocol eligibility criteria excluded patients “with a poorly controlled medical 

condition,” such as certain types of heart attack, “recent stroke (within the past 3 

months),” and patients “currently in cardiogenic shock or with hemodynamic 

instability” are excluded from the study.42  

42. As such, all three studies are directed to the treatment of stable post-MI 

patients, with each initiating treatment at progressively shorter post-MI time periods.   

5. Other Accumulated Knowledge of Colchicine As of 
2019 

 
40 EX1006 (COLCOT Protocol), 5 (emphasis added).  

41EX1006 (COLCOT Protocol), 1 (emphasis added). 

42 EX1006 (COLCOT Protocol), 5.  
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43. Before 2019, the therapeutic benefits of colchicine in patients with ACS 

had been continuously further explored, and knowledge of its clinical benefits were 

further accumulated. See Section V.B., above.  These studies demonstrate that the 

skilled cardiologist was motivated to initiating daily low-dose colchicine following 

an MI event to reduce the risk subsequent cardiovascular events with a reasonable 

expectation of successfully reducing such subsequent cardiovascular events. 

44. For instance, Verma et al. conducted a meta-analysis of 15 randomized 

controlled trials to evaluate the benefits of colchicine in patients with both coronary 

artery and other cardiac diseases and concluded that “in different populations of 

patients with established cardiovascular disease, colchicine reduces the composite 

cardiovascular outcome by approximately 60%.” 43  Verma further proposed 

plausible mechanisms to explain “the apparently beneficial effects of colchicine for 

prevention of cardiovascular events,” explaining that “[b]y suppressing neutrophils, 

colchicine may play a role in stabilizing plaques and preventing fissuring or rupture 

that can result in the clinical manifestations of acute coronary ischemia or stroke.”44  

45. Referring to Verma’s analysis, Nidorf further confirmed that colchicine 

showed “an overall benefit on cardiovascular risk reduction, in addition to its ability 

 
43 EX1030 (Verma 2015), 1, 10.  

44 EX1030 (Verma 2015), 11.  
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to reduce pericarditis.”45 

46. Vaidya et al. further acknowledged in 2018 that “[t]here is increasing 

evidence supporting a potentially beneficial role for colchicine therapy in prevention 

of cardiovascular disease (CVD)” and investigated whether colchicine therapy could 

reduce certain adverse plaque characteristics.46 Vaidya demonstrates that “regular 

low-dose colchicine therapy has significantly greater coronary plaque-stabilizing 

effects than OMT [optimal medical treatment] alone, as evidenced by a significant 

reduction in both LAPV [low attenuation plaque volume] and hsCRP.”47 Vaidya 

concluded that “colchicine may be an attractive option to serve this need [for further 

agents for secondary prevention post-ACS] via further plaque stabilization.”48 

47. After the CANTOS trial results were published, Peter Thompson and 

Dr. Nidorf published a review article to “summarize[] recent work in finding 

effective, affordable alternatives to canakinumab” and highlights colchicine’s 

similar impact on the canonical NLRP3 to interleukin-1 to interleukin-6 pathways 

 
45 EX1043 (Nidorf 2015), 2.  

46 EX1029 (Vaidya 2018), 2. 

47 EX1029 (Vaidya 2018), 7. 

48 EX1029 (Vaidya 2018), 8.  
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of innate immunity.49 Drs. Thompson and Nidorf further acknowledged that “[i]n 

patients with coronary disease, low-dose colchicine rapidly reduces hs-CRP in 

patients taking statins, and has been shown to reduce coronary atherosclerotic 

plaque.”50 This review article further noted that the 2013 LoDoCo trial “strongly 

suggest[ed] a marked benefit” of low-dose colchicine and that the “use of low-dose 

colchicine is now being explored in trials totalling 15000 patients,” including the 

LoDoCo2 trial and the COLCOT trial.51  

48. Following results of LoDoCo and other trials showing colchicine’s 

reduction of biomarker levels in stabilized patients, Tsivgoulis et al. taught that 

“[c]olchicine could be a safe and effective inhibitor of the inflammation cascade 

induced by extracranial or intracranial atherosclerosis, providing thus an additional 

therapeutic agent in secondary noncardioembolic stroke prevention.” 52  As 

Tsivgoulis et al. explain, this use was also supported by elucidation of the 

inflammatory hypothesis by CANTOS: 

The positive results of the CANTOS trial not only show that 

 
49 EX1026 (Thompson 2018), 4 (acknowledging colchicine’s inhibition of the 
assembly of the NLRP3 inflammasome” and its impairment of “the release of IL-
1β into NETs”).  

50 EX1026, (Thompson 2018), 4. 

51 EX1026, (Thompson 2018), 4. 

52 EX1044 (Tsivgoulis 2018), 4.  
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canakinumab reduces cardiovascular risk in people with a prior 

heart attack and inflammatory atherosclerosis, but also provide 

invaluable support to the inflammatory hypothesis of 

atherothrombosis and expand even further on the contribution 

of innate immunity to cardiovascular health.    

49. Indeed, before 2019, multiple other clinical trials initiating low dose 

colchicine in MI patients early post-MI had been already registered, initiated, or 

completed. For instance, Deftereos initiated colchicine treatment in patients with ST-

segment–elevation myocardial infarction “≤12 hours from the onset of chest pain” 

and reported “a potential benefit of colchicine in ST-segment–elevation myocardial 

infarction” based on certain biomarkers and infarct size reduction.53 

50. The CLEAR-SYNERGY (OASIS-9) trial—a large-scale, randomized, 

and double-blinded multicenter international trial that enrolled about 4000 patients 

posted before 2019—also tested low dose colchicine in combination of another agent 

(spironolactone) in patients “with STEMI referred for PCI within 12 hours of 

symptom onset.”54 Following the results of LoDoCo, the colchicine dose in CLEAR-

SYNERGY were decreased from 0.5 mg twice daily to 0.5 mg/daily.55 The trial’s 

 
53 EX1040 (Deftereos 2015), 5.  

54 EX1046 (CLEAR-SYNERGY Protocol), 2, 3; EX1047 (Nidorf 2019), 6.  

55 See EX1047 (Nidorf 2019), 6. 
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primary outcomes was, similar to LoDoCo and COLCOT, a composite of 

cardiovascular death and recurrent cardiovascular events such as recurrent Ml, 

stroke, or ischemia driven target vessel revascularization.56 

51. The Colchicine Cardiovascular Outcomes in Acute Coronary 

Syndrome Study (COLCARDIO-ACS) study, another large-scale, randomized, 

placebo-controlled, double-blind multicenter trial of 3000 patients, was registered in 

2016 and was similarly designed to administer 0.5 mg/day colchicine to patients with 

recent ACS, which are defined to include acute MI patients, with hs-CRP level of 

equal or greater than 2mg/L.57 The primary efficacy outcomes of the study are major 

adverse cardiovascular events (MACE) and a composite of ACS including MI, 

urgent unscheduled revascularization, CV death, and non-fatal stroke, at 36 

months.58 The COLCARDIO-ACS study does not require any post-MI treatment 

initiation delay.59 

52. Administration of 0.5 mg/day colchicine was also already underway in 

the Colchicine for prevention of Vascular Inflammation in Non- CardioEmbolic 

 
56 EX1046 (CLEAR-SYNERGY Protocol), 3.  

57 EX1048 (COLCARDIO-ACS Protocol), 2, 4.  

58 EX1048 (COLCARDIO-ACS Protocol), 2.  

59 See EX1048 (COLCARDIO-ACS Protocol), 4.  
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stroke (“CONVINCE”)60 trial for prevention of recurrent stroke and major vascular 

events.61  While stroke (cerebral ischemia) differs from coronary artery disease and 

myocardial infarction, as Tsivgoulis et al. explains they were thought to be 

commonly linked by underlying arterial atherosclerosis.62   

53. As Thompson and Nidorf summarized, as of 2018, multiple trials using 

low-dose colchicine in atherosclerotic-based conditions, including COLCOT, 

LoDoCo2, as well as the CONVINCE trial and CLEAR-SYNERGY trial, were 

underway.63 

 

 
60 EX1045 (CONVINCE) (CONVINCE entailed 0.5mg/day (no loading dose) for 
60 months, administered following ischemic stroke or high-risk transient ischemic 
attack (“TIA”), without any required treatment initiation delay).  

61 EX1044 (Tsivgoulis 2018), 4. 

62 EX1044 (Tsivgoulis 2018), 2-3. 

63 EX1026 (Thompson 2018), 3-4. 
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EX1026, Table 2. 

6. COLCOT Trial Results 

54. Given previously published results from the first LoDoCo trial and 

from CANTOS, it was highly reassuring to the clinical community when, in 2019, 

the COLCOT trial reported by Tardif et al (EX1022) confirmed these earlier 

observations by also showing a reduced risk of cardiovascular events following 

colchicine 0.5 mg/day administration initiated within 30 days of an MI.  

55. Before discussing the data from carrying out COLCOT Protocol, Tardif 

2019 acknowledges the earlier success of the LoDoCo trial, noting the LoDoCo trial 

had shown that “patients with stable coronary disease treated with colchicine at a 

dose of 0.5 mg once daily had fewer cardiovascular events than those not receiving 

colchicine.”64  

56. As for COLCOT’s results, Tardif 2019 reports that “[a] primary end-

point event occurred in 5.5% of the patients in the colchicine group, as compared 

with 7.1% of those in the placebo group (hazard ratio, 0.77; 95% confidence interval 

[CI], 0.61 to 0.96; P = 0.02 by the log-rank test).”65 It concludes that “among patients 

with a recent myocardial infarction, colchicine at a dose of 0.5 mg daily led to a 

significantly lower percentage of patients with ischemic cardiovascular events than 

 
64 EX1022 (Tardif 2019), 3, 10 (citing EX1020 (Nidorf 2013) as Ref. No. 9).  

65 EX1022 (Tardif 2019), 5-6.  
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placebo.”66 

57. In late August 2020, using data from the COLCOT trial, Dr. 

Bouabdallaoui and two dozen colleagues published a post hoc analysis using three 

different cut-offs for time-to-treatment-initiation (TTI) that were not pre-specified 

but rather “were determined based on the usual journey of patients with MI.”67 I was 

aware of this publication at the time as it was released on-line in the European Heart 

Journal coincident with its public presentation as part of the European Society of 

Cardiology’s August 29-September 1, 2020, “ESC Congress 2020,” which  included  

the presentation of the COLCOT post hoc TTI results.68   

58. Specifically, the 30-day post-MI timeline was divided into day 0 to 3, 

day 4 to 7, and day 8 to 30, which Bouabdallaoui acknowledges as referring to “in-

hospital management,” “early post-discharge period,” and “late post-discharge 

period,” respectively.69  This is the same post hoc analysis that is described in 

the ’063 patent filed later in 2020.70  

59. According to Bouabdallaoui, the post hoc TTI data show that “early 

 
66 EX1022 (Tardif 2019), 9. 

67 EX1005 (Bouabdallaoui), 4-5, Table 3. 

68 See e.g., EX1025 (ESC Congress 2020 Report), 36. 

69 EX1005 (Bouabdallaoui), 3.  

70 EX1005 (Bouabdallaoui), 4-5, Table 3.  
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initiation of low-dose colchicine within the first 3 days after MI is associated with a 

reduction of 48% in the risk of the primary endpoint consisting of a composite of 

CV death, resuscitated cardiac arrest, MI, stroke, or urgent hospitalization for angina 

requiring coronary revascularization, in comparison with placebo.”71 Bouabdallaoui 

concludes that “[t]he benefits were more marked when treatment was initiated within 

the first 3 days after MI, as compared with between Days 4 and 30, supporting the 

strategy of in-hospital initiation of colchicine.”72 Of note, however, no statistical test 

addressing whether or not there was a true and statistically significant difference in 

outcomes across these three post-hoc time cutpoints is presented. This is an 

important issue as reliance on this kind of post hoc subgroup analysis has long been 

frowned upon in the interpretation of clinical trials for acute ischemia and secondary 

prevention therapies of cardiovascular events, ever since the observation was made 

over 30 years ago in the ISIS-2 trial in which aspirin, an extremely effective drug 

for treatment of acute coronary ischemia (with an overall P-value < 0.000001), was 

nonetheless found to be “ineffective” among those born under the zodiac signs of 

Libra or Gemini, an obvious biologic fallacy.73     

C. Post-MI Secondary Prevention Treatment  

 
71 EX1005 (Bouabdallaoui), 5.  

72 EX1005 (Bouabdallaoui), 5.  

73 EX1027 (ISIS-2 1988), 9.  
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60. Well before 2019, it had been common practice to initiate proven 

secondary prevention treatment for MI survivors as soon as practical so that it can 

begin to provide its long-term cardiovascular risk reduction benefit. In particular, 

secondary prevention treatment treatments were routinely initiated following initial 

stabilization of the MI and prior to hospitalization discharge, typically no more than 

3-day post-MI.74 

61. For instance, ESC (the European Society of Cardiology) Guidelines for 

the management of acute MI in patients presenting with ST-segment elevation 

(“ESC Guidelines”) recognized the problems of reduced patient compliance 

(adherence) to secondary prevention treatments once the patients are discharged 

from hospitals, pointing out that “[l]ow treatment adherence is an important barrier 

 
74 EX1014 (Grin 1998), 1 (“Early identification of low risk patients with MI 
allowed safe omission of the intensive care phase and noninvasive testing, and a 
day 3 hospital discharge strategy, resulting in substantial cost savings”); EX1011 
(Tran 2018), 1 (“The average length of stay (LOS) for patients hospitalized with 
acute myocardial infarction (AMI) has declined significantly over the past several 
decades” to about 3 days) (“[p]prior observational studies and randomized clinical 
trials have shown that the early (≤72 hours) hospital discharge of patients with an 
uncomplicated, low risk, AMI is safe and cost-effective”), 4, 6 (average length of 
stay of around 3 days provided benefits across different subtypes of MI patients); 
EX1009 (ESC Guidelines), 13, 24 (“studies have shown that low-risk patients with 
successful primary PCI and complete revascularization can safely be discharged 
from hospital on day 2 or day 3 after [the] PCI,” which was usually performed 
“within 12 h of symptom onset.”). 
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to achieving optimal treatment targets and is associated with worse outcomes.”75 It 

was also known that “[d]elayed outpatient follow-up after AMI results in worse 

short- and long-term medication adherence,” further highlighting the importance and 

potential benefit of initiating treatments after the patients are stabilized and before 

they are discharged from hospitals.76 In this context, ESC Guidelines expressly 

recommended that for statins, which were already a standard of care at the time for 

post-MI patients for secondary prevention, “treatment should be started as early as 

possible, as this increases patient adherence after discharge, and given as high-

intensity treatment, as this is associated with early and sustained clinical benefits.”77 

62. Consistent with such recommendation, Stenestrand had shown that 

early initiation of statin treatment in MI patients before or at patient discharge was 

associated with clinical benefits such as reduced 1-year mortality.78 Stenestrand 

concluded that “our findings suggest that initiation of statin treatment before or at 

the time of hospital discharge should be recommended for AMI survivors” “for statin 

treatment as secondary prevention.” 79 

 
75 EX1009 (ESC Guidelines), 30.  

76 EX1009 (ESC Guidelines), 30.  

77 EX1009 (ESC Guidelines), 33.  

78 EX1008 (Stenestrand), 7, 8.  

79 EX1008 (Stenestrand), 9. 
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63. As I explained above, before 2019, skilled cardiologists had initiated 

colchicine treatment early post-MI and prior to hospital discharge in multiple clinical 

trial studies, including the study described in Deftereos and the CLEAR-SYNERGY 

(OASIS-9) trial.80 Deftereos reported based on the study results “a potential benefit 

of colchicine in ST-segment elevation myocardial infarction.”81  

D. Ground 1-4 References 

1. US 10,206,891 (“Nidorf,” EX1007) 

64. U.S. Patent No. 10,206,891 (“Nidorf”) is a patent issued on November 

16, 2017.82 I understand that Nidorf is prior art to all claims of the ’063 patent.  

65. Nidorf describes colchicine as a well-recognized and validated anti-

inflammatory therapy in acute conditions such as acute flares of gouty arthritis.83 

Nidorf teaches administering colchicine, including at doses of 0.5 mg/day, for 

treating and/or preventing a cardiovascular event.84  

66. Nidorf further teaches that in some embodiments, “the cardiovascular 

event is acute coronary syndrome, out-of-hospital cardiac arrest, and/or 

 
80 EX1040 (Deftereos 2015), 1; EX1046 (CLEAR-SYNERGY Protocol), 2, 3. 

81 EX1040 (Deftereos 2015), 1. 

82 EX1007 (Nidorf), 1. 

83 EX1007 (Nidorf), 1:26-28.  

84 EX1007 (Nidorf), 2:56-62, 3:2-6, 17:3-6. 
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noncardioembolic ischemic stroke.”85 Nidorf explains that “the present invention 

can be used to treat cardiovascular diseases…including… acute vascular diseases, 

such as myocardial infarction, stroke” and that such “[t]herapeutic intervention with 

colchicine” can be used together with other secondary prevention agents such as 

statins.86 

67. Nidorf describes the “LoDoCo” trial that “assess[ed] the therapeutic 

effects” of colchicine in “patients with cardiovascular disease” by administering 0.5 

mg/day of colchicine without a preloading dose to patients with clinically stable 

coronary disease. 87  Patients who were eligible had “angiographically proven 

coronary disease” and had been clinically stable for at least 6 month.88  

68. The primary efficacy outcomes of LoDoCo were cardiovascular events 

such as ACS (acute coronary syndrome), fatal or non-fatal out of hospital cardiac 

arrest, and non-cardio-embolic ischemic stroke.89 Nidorf explains that an ACS is 

defined as either an acute myocardial infarction or unstable angina.90 Nidorf explains 

 
85 EX1007 (Nidorf), 2:66-3:2. 

86 EX1007 (Nidorf), 7:62-65, 8:2-7, 12:50-62.  

87 EX1007 (Nidorf), 17:66-18:8. 

88 EX1007 (Nidorf), 18:31-34.  

89 EX1007 (Nidorf), 19:26-29. 

90 EX1007 (Nidorf), 19:6-14. 
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that “the primary analysis was stratified by … past myocardial infarction, …and 

therapy with aspirin, … , high dose statin therapy…”91 The Nidorf 2013 paper 

(EX1020) that discusses the same LoDoCo trial confirms that 23% of the enrolled 

patients had “past AMI [acute myocardial infarction] or UA [unstable angina].”92 

69. Nidorf reports that “[t]he effect of colchicine on the primary outcome 

was evident early and the benefits of colchicine continued to accrue throughout the 

follow up period.”93 Nidorf concluded that “[t]his trial demonstrates that the addition 

of colchicine 0.5 mg/day to standard therapy in patients with stable coronary disease 

significantly reduces the risk of a cardiovascular event, including an ACS, out of 

hospital cardiac arrest and non-cardio-embolic ischemic stroke.”94  

2. Bouabdallaoui (EX1005) 

70. Bouabdallaoui et al. was published online on August 29, 2020, in the 

European Heart Journal.95 I was aware of this publication at the time as it was 

released on-line in the European Heart Journal coincident with its public 

presentation as part of the European Society of Cardiology’s August 29-September 

 
91 EX1007 (Nidorf), 20:3-7.  

92 EX1020 (Nidorf 2013), Table 1.  

93 EX1007 (Nidorf), 20:34-36. 

94 EX1007 (Nidorf), 21:55-59. 

95 EX1005 (Bouabdallaoui), 1.  
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1, 2020, “ESC Congress 2020,” which included the presentation of the COLCOT 

post hoc TTI results.96   

71. I understand that because Bouabdallaoui published August 29, 2020, it 

is prior art to claims of the ’063 patent that have an “effective filing date” of 

November 13, 2020, when the application for the ’063 patent was actually filed. As 

I explained further in Section VI.C, in my opinion claims 1-26, 28, and 40-50 are 

not entitled a priority date before November 13, 2020, because limitations of 

initiating treatment “within about 3 days of the MI” and “within 4 to 7 days of the 

MI” are not described in earlier provisional applications. Based on this, I understand 

that Bouabdallaoui is prior art to claims 1-26, 28, and 40-50. 

72. Bouabdallaoui discloses the same COLCOT study and the same time-

to-treatment post hoc analysis as the ’063 patent.97 Bouabdallaoui further discloses, 

among other things in common with the ’063 patent, that 

• “[t]he vast majority of patients (93.0%) underwent PCI during the 

index hospitalization;”  

• “[b]ackground therapy included aspirin, a second anti-platelet agent 

and a statin in 98.8%, 98.0%, and 99.0% of patients, respectively;”  

 
96 See e.g., EX1025 (ESC Congress 2020 Report), 36.  

97 Compare EX1005 (Bouabdallaoui), Table 3 and Figure 2 with EX1001 (’063 
patent), Table 3 and Figure 2.  
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• patients received either 0.5 mg once daily colchicine or placebo;  

• the 30-day post-MI time “was divided into three independent 

periods of times and analysed as such: from Day 0 to 3, referring to 

in-hospital management; from Day 4 to 7, referring to early post-

discharge period, and from Day 8 to 30, referring to later post-

discharge period;” and 

• the primary efficacy end point “was a composite of CV death, 

resuscitated cardiac arrest, MI, stroke, or urgent hospitalization for 

angina requiring coronary revascularization.”98    

73. Bouabdallaoui acknowledges that the three periods of time analyzed in 

the paper, i.e., from Day 0 to 3, from Day 4 to 7, and Day 8 to 30, each refer to “in-

hospital management,” “early post-discharge period;” and “late post-discharge 

period,” respectively.99 

74. Bouabdallaoui reports efficacy identical to the ’063 patent100 (EX1001, 

11:26-33 and 12:24-33), including that  

A primary endpoint event occurred in 4.3% of patients in the 

colchicine group, as compared with 8.3% of those in the 

 
98 EX1005 (Bouabdallaoui), 3-4. 

99 EX1005 (Bouabdallaoui), 3. 

100 EX1001 (’063 patent), 11:26-33 and 12:24-33.  
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placebo group when TTI was between Days 0 and 3 (N= 1193, 

HR= 0.52, 95% CI 0.32–0.84, P= 0.007, Figure 3A). 

Corresponding rates were 6.0% and 5.9% when TTI was 

between Days 4 and 7 (N=720) and 5.7% and 7.1% when TTI 

was on Day 8 or after (N=2748). Table 3 also shows the 

percentages of patients with events and the hazard ratios for the 

components of the primary endpoint, including CV death (HR = 

1.04, 95% CI 0.15–7.37), resuscitated cardiac arrest (HR = 

0.33, 95% CI 0.03–3.20), MI (HR = 0.58, 95% CI 0.32–1.05), 

stroke (HR= 0.21, 95% CI 0.02–1.81), and urgent 

hospitalization for angina requiring coronary revascularization 

(HR = 0.35, 95% CI 0.14–0.88).101 

75. Bouabdallaoui concludes that the results “support[] the strategy of in-

hospital initiation of colchicine in order to improve CV outcomes post-MI.”102 

3. COLCOT Protocol (EX1006) 

76. COLCOT Protocol is an updated version of the protocol of the 

COLCOT trial (study No. NCT02551094) published on the clinicaltrial.gov 

website103 on March 8, 2017. I understand COLCOT Protocol is prior art to all 

 
101 EX1005 (Bouabdallaoui), 4. 

102 EX1005 (Bouabdallaoui), 5. 

103 Clinicaltrial.gov is a well-known resource routinely used by skilled cardiologist 
clinicians including myself to check updated clinical study information. It is my 
understanding and personal experience that as of 2019, new clinical trials submitted 
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claims of the ’063 patent.104 

77. COLCOT Protocol acknowledges that (1) “[a]therosclerosis is the most 

common cause of myocardial infarction, stroke and peripheral arterial disease;” (2) 

“[r]esearch has clearly demonstrated that inflammation plays a key role in the 

initiation, progression and manifestations of atherosclerosis;” and (3) “[i]t is likely 

that the inflammatory process is responsible for the high rate of cardiovascular 

events.” 105  COLCOT Protocol further recognizes that “[c]onsiderable work has 

highlighted the potential of colchicine in the treatment of cardiovascular diseases 

mediated by pro-inflammatory processes” and that “[m]ore recently, colchicine has 

been evaluated for its effect on cardiovascular events in patients with coronary artery 

disease (CAD)” (citing the LoDoCo trial). 

78. COLCOT Protocol then discloses the same COLCOT trial described as 

Example 2 the ’063 patent, explaining that the study evaluates colchicine’s reduction 

of rates of cardiovascular events in patients after myocardial infarction in “[p]atients 

who have suffered a documented acute myocardial infarction within the last 30 days” 

but “after having completed any planned percutaneous revascularization procedures 

 
to Clinicaltrial.gov were routinely posted on the website and made available to the 
public in a timely manner. 

104 EX1006 (COLCOT Protocol), 1. 

105 EX1006 (COLCOT Protocol), 4.  
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associated with their initial infarction.”106 COLCOT Protocol further discloses that 

it excluded patients with unstable conditions, such as those “with a poorly controlled 

medical condition, such as New York Heart Association Class III-IV heart failure, a 

left ventricular ejection fraction of less than 35%, recent stroke (within the past 3 

months)” and those “currently in cardiogenic shock or with hemodynamic 

instability.”107 

79. COLCOT Protocol describes administering a 0.5 mg tablet of 

colchicine once per day to the patients. 108  COLCOT Protocol discloses classic 

cardiovascular events as primary outcome measures, which are identical to those 

recited in the ’063 patent claims, including cardiovascular death, resuscitated cardiac 

arrest, acute myocardial infarction, stroke, and hospitalization for angina requiring 

coronary revascularization.109  

4. ESC Guidelines (EX1009) 

80. The “2017 ESC Guidelines for the management of acute myocardial 

infarction in patients presenting with ST-segment elevation” compiled by the Task 

 
106 Compare EX1006 (COLCOT Protocol), 1 with EX1001 (’063 patent), 1:66-
2:28, 7:22-8:40.  

107 EX1006 (COLCOT Protocol), 5.  

108 EX1006 (COLCOT Protocol), 1, 4. 

109 EX1006 (COLCOT Protocol), 2. 
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Force for the management of acute myocardial infarction in patients presenting with 

ST-segment elevation of the European Society of Cardiology (ESC) 110  was 

published online in August 26, 2017.111 Since its online publication, ESC Guidelines 

had been publicly available to POSA, and by 2018, it had been reviewed and cited 

by clinicians all over the world.112 

81. ESC Guidelines “summarize and evaluate available evidence with the 

aim of assisting health professionals in selecting the best management strategies for 

an individual patient with a given condition.”113 It discusses both emergency care 

for MI patients, management during hospitalization and at discharge, and long-term 

therapies for ST-segment elevation myocardial infarction.114  

82.  In discussing urgent care immediately after the MI, ESC Guidelines 

explain that “[p]rimary PCI is the preferred reperfusion strategy in patients with 

STMI within 12 h of symptom onset, provided it can be performed expeditiously (i.e. 

 
110 The European Society of Cardiology is a professional cardiology association that 
provides education and guidance to cardiologist, and was well-known and respected 
by skilled cardiologists.  

111 EX1009 (ESC Guidelines), 1-2.  

112 See e.g., EX1023 (Kubica 2018), 8 (published in 2018 and citing ESC 
Guidelines (EX1009) as Reference No. 3); EX1024 (Ozaki 2018) (published in 
2018 and citing ESC Guidelines (EX1009) as Reference No. 20).  

113 EX1009 (ESC Guidelines), 5.  

114 EX1009 (ESC Guidelines), 2.  
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120 min from STEMI diagnosis, Figures 2 and 3) by an experienced team.”115 

83. ESC Guidelines further acknowledge that “[s]everal studies have 

shown that low-risk patients with successful primary PCI and complete 

revascularization can safely be discharged from hospital on day 2 or day 3 after 

PCI.”116 

84. When discussing long-term therapies for STEMI, ESC Guidelines 

acknowledge that “[l]ow treatment adherence is an important barrier to achieving 

optimal treatment targets and is associated with worse outcomes,” and that 

“[d]elayed outpatient follow-up after AMI results in worse short- and long-term 

medication adherence.” 117  Thus, ESC Guidelines recommend that secondary 

prevention statin treatments “should be started as early as possible, as this increases 

patient adherence after discharge, and given as high-intensity treatment, as this is 

associated with early and sustained clinical benefits.”118 

5. COLCRYS (EX1016) 

85. The package insert for COLCRYSTM (colchicine, USP) tablets 

(“COLCRYS”) for oral administration to treat gout flares and FMF was published 

 
115 EX1009 (ESC Guidelines), 13.  

116 EX1009 (ESC Guidelines), 24.  

117 EX1009 (ESC Guidelines), 30.  

118 EX1009 (ESC Guidelines), 33.  
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in 2009.119 COLCRYS shows that the tablets are supplied as “film-coated, capsule-

shaped tablets),” “containing 0.6 mg of the active ingredient colchicine USP.”120 

VI. THE ’063 PATENT 

A. The Challenged Claims  

86. The ’063 patent has three independent claims, claims 1, 8, and 27. 

Claim 1 recites a method of treating MI patients who had received PCI by 

administering colchicine at a daily low dose without a preloading dose within about 

3 days of the MI. Claim 8 similarly recites a method of treating MI patients by 

administering colchicine at a daily low dose without a preloading dose within about 

3 days of the MI to reduce a risk of one of the recited cardiovascular events.  Claim 

27 recites a method of reducing stroke risk in MI patients by initiating colchicine 

administration with a daily low dose within about 30 days of the MI.  

87. The dependent claims further recite: 

• Additional medication claims: the patient was prescribed a 

medication or more specifically an antiplatelet agent (or more 

specifically aspirin) or statin (claims 2-5, 28-32, and 40-43); 

• Cardiovascular event claims: the patient is at a lower risk of a 

cardiovascular event or more specifically an ischemic 

 
119 EX1016 (COLCRYS), 1.  

120 EX1016 (COLCRYS), 1, 9.  



47 
 

cardiovascular event, relative to a patient not being administered 

colchicine (claims 6 and 7); the cardiovascular event of claim 8 

is myocardial infarction (claim 9), stroke (claim 10), urgent 

hospitalization for angina requiring coronary revascularization 

(claim 11), or resuscitated cardiac arrest (claim 50);  

• Patient population claims: the patient has atherosclerotic 

coronary artery disease (claims 12, 33 and 44) or is an adult 

human (claims 26, 39, and 49); 

• “Initiation upon assessment” claims: the administration of 

colchicine is initiated upon assessment in (a) an emergency 

department (ED), (b) the hospital, or (c) a medical office setting 

(claims 13, 36, and 46); 

• Tablet claims: the colchicine is a tablet, or more specifically a 

coated tablet, or more specifically a film-coated tablet (claims 

14-16, 37, 38, 47, and 48); 

• Dose and frequency claims: the colchicine is administered at 

more specific doses, including 0.3 to 0.7 mg, 0.4 to 0.6 mg, or 

0.5 mg, or more specific dosing frequencies, including once to 

three times a day, or more specifically once a day (claims 17-25, 

35, and 45); and 
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• Administration initiation time claim: administering colchicine 

within 4 to 7 days of the MI (claim 28). 

88. I am listing the claims and limitations below with added lettering (in 

square brackets) to identify individual clauses in each independent claim: 

Claim limitations 

 

1[a]. A method of treating a patient after having a myocardial infarction (MI),  

1[b]. the method comprising initiating the administration of colchicine at a 

daily low dose to the patient…,  

1[c] wherein the colchicine is administered without pre-loading the patient 

with a higher dose of colchicine before the administration at the daily low 

dose,  

1[d] within about 3 days of the MI 

1[e] wherein percutaneous coronary intervention was performed for treating 

the patient's MI. 

2. The method according to claim 1, wherein the patient was prescribed a 

medication. 

3. The method according to claim 2, wherein the medication is an antiplatelet agent. 

4. The method according to claim 2, wherein the medication is aspirin. 

5. The method according to claim 2, wherein the medication is a statin. 
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6. The method according to claim 1, wherein the patient is at a lower risk of a 

cardiovascular event, relative to a patient not being administered colchicine. 

7. The method according to claim 6, wherein the cardiovascular event is an 

ischemic cardiovascular event. 

 

8[a]. A method of treating a patient alter having a myocardial infarction (MI),  

8[b] the method comprising initiating the administration of colchicine at a 

daily low dose to the patient…,  

8[c] wherein the colchicine is administered without pre-loading the patient 

with a higher dose of colchicine before the administration at the daily low 

dose,  

8[d] within about 3 days of the MI 

8[e] wherein the patient is at a lower risk of a cardiovascular event, relative to 

a patient not being administered colchicine, and wherein the cardiovascular 

event is resuscitated cardiac arrest, stroke, or urgent hospitalization for 

angina requiring coronary revascularization. 

9. The method according to claim 6, wherein the cardiovascular event is myocardial 

infarction 

10. The method according to claim 8, wherein the cardiovascular event is stroke. 

11. The method according to claim 8, wherein the cardiovascular event is urgent 

hospitalization for angina requiring coronary revascularization. 
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12. The method according to claim 1, wherein the patient has atherosclerotic 

coronary artery disease. 

13. The method according to claim 1, wherein the administration of colchicine is 

initiated upon assessment in (a) an emergency department (ED), (b) the hospital, or 

(c) a medical office setting 

14. The method according to claim 1, wherein the colchicine is in the form of a 

tablet. 

15. The method of claim 14, wherein the tablet is coated. 

16. The method of claim 15, wherein the tablet is film-coated. 

17. The method according to claim 1, wherein the colchicine is administered at 0.3 

to 0.7 mg. 

18. The method according to claim 17, wherein the colchicine is administered at 0.4 

to 0.6 mg. 

19. The method according to claim 18, wherein the colchicine is administered at 0.5 

mg. 

20. The method according to claim 8, wherein the colchicine is administered at 0.5 

mg. 

21. The method according to claim 9, wherein the colchicine is administered at 0.5 

mg. 

22. The method according to claim 10, wherein the colchicine is administered at 0.5 

mg. 
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23. The method according to claim 11, wherein the colchicine is administered at 0.5 

mg 

24. The method according to claim 1, wherein the colchicine is administered once, 

twice or three times a day. 

25. The method according to claim 24, wherein the colchicine is administered once 

per day. 

26. The method according to claim 1, wherein the patient is an adult human. 

27 [a] A method of reducing the risk of a stroke in a patient after having an 

MI, 

27 [b] the method comprising initiating the administration of colchicine at a 

daily low dose to the patient 

27[c] within about 30 days of an MI. 

28. The method according to claim 27, wherein the method comprises 

administering colchicine within 4 to 7 days of the MI. 

29. The method according to claim 27, wherein the patient was prescribed a 

medication. 

30. The method according to claim 29, wherein the medication is an antiplatelet 

agent. 

31. The method according to claim 29, wherein the medication is aspirin. 

32. The method according to claim 29, wherein the medication is a statin. 
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33. The method according to claim 27, wherein the patient has atherosclerotic 

coronary artery disease. 

34. The method according to claim 27, wherein the colchicine is administered at 0.5 

mg. 

35. The method according to claim 27, wherein the colchicine is administered once 

per day. 

36. The method according to claim 27, wherein the administration of colchicine is 

initiated upon assessment in (a) an emergency department (ED), (b) the hospital, or 

(c) a medical office setting. 

37. The method according to claim 27, wherein the colchicine is in the form of a 

coated tablet. 

38. The method of claim 37, wherein the tablet is film-coated. 

39. The method of claim 27, wherein the patient is an adult human. 

40. The method according to claim 8, wherein the patient was prescribed a 

medication 

41. The method according to claim 40, wherein the medication is an antiplatelet 

agent. 

42. The method according to claim 40, wherein the medication is aspirin. 

43. The method according to claim 40, wherein the medication is a statin. 

44. The method according to claim 8, wherein the patient has atherosclerotic 
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coronary artery disease. 

45. The method according to claim 8, wherein the colchicine is administered once 

per day. 

46. The method according to claim 8, wherein the administration of colchicine is 

initiated upon assessment in (a) an emergency department (ED), (b) the hospital, or 

(c) a medical office setting. 

47. The method according to claim 8, wherein the colchicine is in the form of a 

coated tablet. 

48. The method of claim 47, wherein the tablet is film-coated. 

49. The method of claim 8, wherein the patient is an adult human. 

50. The method of claim 8, wherein the cardiovascular event is resuscitated cardiac 

arrest. 

 

B. Level of Ordinary Skill in the Art (“Skilled Cardiologist”) 

89. The ’063 patent involves treating patients with MI by administrating 

colchicine.  Based on this context, a POSA, which I will also refer to as a “skilled 

cardiologist,” would have an M.D. degree and be board certified with a subspecialty 

in the treatment of cardiovascular disease. The skilled cardiologist should also have 

had at least 3-5 years of experience, following board certification, in cardiology and 

cardiovascular disease treatment and sufficient clinical experience to understand 

standard good medical practice in patient management. The skilled cardiologist 
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would have been familiar with acute coronary syndromes, stable coronary diseases, 

cardiovascular diseases, and their standard treatments, including the acute 

management and long-term secondary preventions of myocardial infarction. By 

2019, the skilled cardiologist would have been aware of research relating to 

cardiovascular disease progression, including the role of inflammatory pathways in 

secondary cardiovascular events. 

C. Administering Colchicine to MI Patients “Within About 3 
Days of the MI” or “Within 4 to 7 Days of the MI” Is Not 
Disclosed in The Patent’s Priority Applications  

90. Claims 1-26 and 40-50 require administering colchicine to MI patients 

“within about 3 days of the MI,” and claim 28 requires administering colchicine to 

MI patients “within 4 to 7 days of the MI.” 

91. I was asked to review the (1) November 15, 2019, provisional 

application (EX1004) and (2) the October 20, 2020, provisional application 

(EX1003) identified in the “Related U.S. Application Data” section on the cover 

page of the ’063 patent to see if a skilled cardiologist would have understood them 

to disclose initiating colchicine treatment “within about 3 days of the MI” or “within 

4 to 7 days of the MI.”121  In my opinion, neither provisional application discloses 

initiating colchicine treatment within this period.  

 
121 See generally EX1004 (November 15, 2019, provisional application); EX1003 
(October 20, 2020, provisional application); EX1001 (’063 patent), (60). 
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92. Although the November 15, 2019, provisional application discloses 

“administering colchicine within 5, 10, 15, 20, or 25 days of the MI,” it does not 

mention within “3 days,” “about 3 days,” or “4 to 7 days” anywhere in the 

specification. 122  The November 15, 2019, provisional application then further 

focuses on waiting periods of longer than 5 days before colchicine administration, 

stating that “the method includes administering colchicine within 10 days of the 

myocardial infarction. In still other embodiments, the method includes 

administering colchicine within 15 days of the myocardial infarction. In yet other 

embodiments, the method includes administering colchicine at about 30 days of the 

myocardial infarction (for example, at 31, 32, or 33 days).”123  

93. A skilled cardiologist would not have understood that these longer time 

periods (“within 5, 10, 15, 20, or 25 days of the MI”) had described administering 

colchicine within a shorter period of about 3 days of the MI or within 4 to 7 days of 

the MI.  Indeed, I noted that when the November 15, 2019, provisional application 

describes the COLCOT trial, it emphasizes that “[p]atients were enrolled a mean of 

13.5 days after myocardial infarction.”124 This would have further confirmed to a 

 
122 EX1004 (November 15, 2019, provisional application), 2:32-33.  

123 EX1004 (November 15, 2019, provisional application), 2:33-36 (emphases 
added). 

124 EX1004 (November 15, 2019, provisional application), 9:2.  
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skilled cardiologist that the COLCOT study was not specifically designed to test 

colchicine treatment in patients within 3 days or within 4 to 7 days after the MI.  

94. The October 20, 2020, provisional application, which seems to be a 

manuscript of a paper describing the results of the COLCOT Protocol designed to 

administer colchicine within 30 days of the MI, also does not disclose initiating 

colchicine administration within about 3 days or within 4 to 7 days of the MI. Instead, 

the manuscript describes the COLCOT trial as being conducted in “patients who had 

a recent MI (≤30 days).”125 Nowhere does the manuscript mention or describe an 

analysis of treatment initiated within a period of about 3 days or within 4 to 7 days 

of the MI.126  

95. Thus, in my opinion, neither of the provisional applications would have 

been understood by a skilled cardiologist to disclose the later added and claimed 

“within about 3 days of the MI” and “within 4 to 7 days” limitations.  

96. I was informed and understand that this means that claims 1-26 and 40-

50 reciting this “within about 3 days of the MI” limitation and claim 28 reciting the 

“within 4 to 7 days” limitation are thus not entitled to an “effective filing date” earlier 

than the actual filing date of the November 13, 2020, nonprovisional application that 

 
125 EX1003 (October 20, 2020, provisional application), 5, Table 1.  

126 See generally EX1003 (October 20, 2020, provisional application). 
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was issued as the ’063 patent.  

D. Claim Construction 

1. “treating” 

97. Claims 1-26 and 40-50 all recite “a method of treating a patient after 

having a myocardial infarction (MI).”127 Based on my review of the ’063 patent, in 

my opinion a skilled cardiologist would understand that the claim language “treating” 

is synonymous with “providing treatment to” and does not require obtaining any 

clinical results such as any type or degree of clinical efficacy.  

98. In its ordinary meaning to a skilled cardiologist, “treat” or “treating” 

includes providing care to a patient by, for instance, prescribing or administering 

medication with the objective of managing a medical condition. While the goal of 

treatment is to improve the patient’s health, a skilled cardiologist would nonetheless 

consider prescribing or administering medication as “treating” even if not effective. 

99. For instance, ESC Guidelines use “treatment” and “treatment strategy” 

interchangeably and describe “treatment delays.” 128  This usage indicates that 

“treating” is used to refer to the act of providing medical care with a goal of, but not 

 
127 EX1001 (’063 patent), claims 1-26 and 40-50.  

128 E.g., EX1009 (ESC Guidelines), 6 (“MI is classified into various types, 
based on pathological, clinical, and prognostic differences, along with 
different treatment strategies”), 9 (“This is indicated, but should not delay the 
reperfusion strategy/treatment”), 10 (“Treatment delays are the most easily audited 
index of quality of care in STEMI”). 
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necessarily achieving, efficacy.   

100. In my opinion, nothing in the ’063 patent changes this ordinary 

meaning.  

101. For instance, claim 1 is directed to a “method of treating” without 

specifying any clinical efficacy or including any language that requires a 

therapeutically effective amount of colchicine.  By contrast, claim 8, which is also 

directed to a “method of treating,” separately states that “the patient is at a lower risk 

of a cardiovascular event, relative to a patient not being administered colchicine.”  

A skilled cardiologist would understand from this that the common “method of 

treatment” language does not require a clinical result such as the “lower risk” results 

separately recited in claim 8. 

102. The ’063 patent also does not define “treating” as requiring any clinical 

efficacy or otherwise teaches that this term requires any actual treatment. Instead, 

the ’063 patent only provides definitions of certain cardiovascular events, which do 

not relate to the claimed “treating” or support requiring any clinical response.129 

103. The ’063 patent also uses “treat” consistent with its ordinary meaning 

of “providing treatment to.” For example, it refers to the patient “concurrently being 

treated with a medication (for example, antiplatelet agent, a statin, aspirin, or a 

 
129 EX1001 (’063 patent), 5:55-6:40. 
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combination thereof)”130 without any implied or required result of the treatment. 

Similarly, COLCOT Protocol also mentions “treatment” in the context of evaluating 

potential clinical effects instead of requiring actual clinical efficacy. EX1006, 2 

(“evaluat[ing] whether long-term treatment with colchicine reduces rates of 

cardiovascular events in patients after myocardial infarction.”).  

2. “a method of reducing the risk of a stroke” 

104. Claims 27-39 all recite “a method of reducing the risk of a stroke in a 

patient after having an MI.” 131  In my opinion, a skilled cardiologist would 

understand this to be the objective of the treatment—the treatment goal.   In my 

opinion, a skilled cardiologist would not understand “a method of reducing the risk 

of a stroke” in this context as requiring any actual reduction of stroke risk.  

105. In its ordinary meaning to a skilled cardiologist, when a medication is 

used to reduce the risk of a cardiovascular event, it only means that the drug is 

administered with the hope of being able to achieve reduction of the cardiovascular 

event risk in the patient.  This is due, in part, to the nature of clinical practice in 

cardiology, where one knows if a treatment in an individual patient was effective to 

avoid a secondary cardiovascular event. Thus, a skilled cardiologist would 

understand that “a method of reducing the risk of a stroke” to describe the treatment 

 
130 EX1001 (’063 patent), 4:23-25. 

131 EX1001 (’063 patent), claims 27-39.  
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and its goal without requiring actually reducing stoke risk in every patient who 

received the medication. 

106. In my opinion, nothing in the ’063 patent changes this ordinary 

meaning.  

107. Similarly, while the ’063 patent  defines “stroke” as “a condition which 

occurs when the blood supply to a part of the brain is suddenly interrupted (i.e., 

ischemic stroke) or when a blood vessel in the brain bursts and releases blood into 

the spaces surrounding the brain cells (i.e., hemorrhagic stroke),” 132 it does not, 

provide any definition of “reducing the risk” of the recited stroke or otherwise 

teaches what constitutes reduction of the risk of stroke.   

108. Thus, in my opinion, a skilled cardiologist would understand “a method 

of reducing the risk of a stroke” as describing the goal or objective of the treatment 

but not as requiring any actual reduction of stroke risk.  

VII. ANTICIPATION OF CHALLENGED CLAIMS 

A. Ground 1: Claims 1-13, 17-26, 28, 40-46, 49, and 50 Are 
Anticipated by Bouabdallaoui 

109. Bouabdallaoui contains the same COLCOT post hoc analysis relied 

upon in the ’063 patent.133 As I explain below, Bouabdallaoui anticipates claims 1-

 
132 EX1001 (’063 patent), 6:23-40. 

133 Compare EX1005 (Bouabdallaoui), Table 3 with EX1001 (’063 patent), 
Example 1. 
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13, 17-26, 28, 40-46, 49, and 50.134 

                                      Ground 1 Claims 1, 8 

Claim limitations 
 

Bouabdallaoui 

1[a], 8[a]: A method 
of treating a patient 
after having a 
myocardial infarction 
(MI), 

 Bouabdallaoui discloses that “COLCOT was an 
international multicentre, randomized, double-blinded 
trial that randomly assigned patients to receive either 
low-dose colchicine (0.5mg once daily) or placebo…. 
Patients were considered eligible if they had a recent MI 
(<30 days).”135  

A skilled cardiologist would have understood that the 
method of COLCOT Protocol entailed treating a patient 
after having an MI.   

1[b], 8[b]: the method 
comprising initiating 
the administration of 
colchicine at a daily 
low dose to the 
patient, 

Bouabdallaoui discloses that “COLCOT was a[]… trial 
that randomly assigned patients to receive either low-
dose colchicine (0.5mg once daily) or placebo.”136  

Bouabdallaoui further discloses that “[c]olchicine at the 
low dose of 0.5mg daily was shown to significantly 
reduce the risk of ischaemic CV events by 23% 
compared with placebo when initiated within the first 30 
days after MI in the Colchicine Cardiovascular 
Outcomes Trial (COLCOT).”137 

The 0.5 mg once daily dose disclosed in Bouabdallaoui 

 
134 I understand that Bouabdallaoui, based on its August 29, 2020, publication date, 
is prior art to claims 1-13, 17-26, 28, 40-46, 49, and 50 that require initiating 
treatment “within about 3 days” or “within 4 to 7 days.”  See Section VI.C], above. 

135 EX1005 (Bouabdallaoui), 2-3. 

136 EX1005 (Bouabdallaoui), 2-3. 

137 EX1005 (Bouabdallaoui), 2 (emphasis added). 
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meets limitations 1[b], 8[b].138  

1[c], 8[c]: wherein the 
colchicine is 
administered without 
pre-loading the patient 
with a higher dose of 
colchicine before the 
administration at the 
daily low dose 

See limitations 1[b] and 8[b]. 

A skilled cardiologist would understand that 
Bouabdallaoui’s disclosure of administering 0.5 mg 
colchicine once daily is a complete dosing protocol that 
does not involve a higher preloading dose.139  

1[d], 8[d]: within 
about 3 days of the 
MI, 

Bouabdallaoui discloses that 604 of the 2322 patients 
treated with colchicine (“26.0%” of the total colchicine-
treated patients) initiated treatment within 0 to 3 days of 
the MI.140 

Bouabdallaoui discloses that “primary endpoint event 
occurred in 4.3% of patients in the colchicine group, as 
compared with 8.3% of those in the placebo group when 
TTI was between Days 0 and 3.”141  

A skilled cardiologist would understand that 
Bouabdallaoui’s disclosures of the number of patients 
who initiated treatment between 0 to 3 days and efficacy 
data for those patients teach treating MI patients within 
about 3 days of the MI.  

1[e] wherein 
percutaneous coronary 
intervention was 
performed for treating 

Bouabdallaoui teaches that “[a]ll patients enrolled in the 
trial benefitted from percutaneous coronary intervention 
whenever indicated and guidelines-directed 

 
138 According to the ’063 patent, a “daily low dose” may be 0.5 mg/day. EX1001 
(’063 patent), 2:7-9. 

139 See EX1005 (Bouabdallaoui), 2-3. 

140 EX1005 (Bouabdallaoui), Table 1.  

141 EX1005 (Bouabdallaoui), 4.  
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the patient’s MI. management of CV disease prior to randomization.”142  

Bouabdallaoui discloses that 2154 of the total of 2322 
patients treated by colchicine in the study, i.e., “92.8%” 
of the colchicine-treated patients, had “PCI associated 
with the index event.”143 

A skilled cardiologist would understand that the “PCI 
associated with the index event” would have been 
performed for urgent management of the patients’ MI 
before their randomization and colchicine 
administration in the study, meeting limitation 1[e]. 

8[e] wherein the 
patient is at a lower 
risk of a 
cardiovascular event, 
relative to a patient 
not being administered 
colchicine, and 
wherein the 
cardiovascular event is 
resuscitated cardiac 
arrest, stroke, or 
urgent hospitalization 
for angina requiring 
coronary 
revascularization. 

Bouabdallaoui teaches that “[t]his analysis of COLCOT 
shows that early initiation of low-dose colchicine within 
the first 3 days after MI is associated with a reduction of 
48% in the risk of the primary endpoint consisting of a 
composite of CV death, resuscitated cardiac arrest, MI, 
stroke, or urgent hospitalization for angina requiring 
coronary revascularization, in comparison with 
placebo.”144  

Bouabdallaoui’s descriptions of reducing the risks of 
primary endpoints match the recited lower 
cardiovascular event risk and teach limitation 8[e].   

1. Dependent claims 

a. Additional medication claims 2-5, 40-43 

 
142 EX1005 (Bouabdallaoui), 3. 

143 EX1005 (Bouabdallaoui), Table 1.  

144 EX1005 (Bouabdallaoui), 5 (emphases added).  
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110. Claims 2-5 and 40-43 further require that the patient was prescribed a 

medication, or more specifically, a statin or an antiplatelet agent such as aspirin.145 

Bouabdallaoui teaches these limitations, explaining that “[b]ackground therapy 

included aspirin, a second anti-platelet agent and a statin in 98.8%, 98.0%, and 99.0% 

of patients, respectively.” 146  Bouabdallaoui Table 1 further shows that the vast 

majority of the treated patients had been previously prescribed statin or aspirin.147 

 
145 EX1001 (’063 patent), claims 2 (“the patient was prescribed a medication”), 3 
(“the medication is an antiplatelet agent”), 4 (“the medication is aspirin”), 5 (“the 
medication is a statin”), 29 (“the patient was prescribed a medication”), 30 (“the 
medication is an antiplatelet agent”), 31 (“the medication is aspirin”), 32 (“the 
medication is a statin”), 40 (“the patient was prescribed a medication”), 41 (“the 
medication is an antiplatelet agent”), 42 (“the medication is aspirin”), 43 (“the 
medication is a statin”).   

146 EX1005 (Bouabdallaoui), 3-4. 

147 EX1005 (Bouabdallaoui), Table 1 (highlights added). 
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111. Thus, these claims are also anticipated by Bouabdallaoui.  

b. Cardiovascular event claims 6-7, 9-11, 28, 50 

112. Claims 6-7, 9-11, and 50 address reducing risk of certain cardiovascular 

events for the colchicine-treated patient.148 Claim 28 recites reducing the risk of a 

stroke in a patient after having an MI, comprising initiating the administration of 

colchicine at a daily low dose to the patient within 4-7 days of an MI. 149 

Bouabdallaoui specifically reports that its colchicine patients treated within 3 days 

post-MI had reduced risks of these recited events relative to an untreated patient and 

 
148 EX1001 (’063 patent), claims 6, 7; see also claim 9 (“the cardiovascular event 
is myocardial infarction”), 10 (“the cardiovascular event is stroke”), 11 (“the 
cardiovascular event is urgent hospitalization for angina requiring coronary 
revascularization”), 50 (“the cardiovascular event is resuscitated cardiac arrest”).   

149 EX1001 (’063 patent), claim 28.  
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that initiating colchicine treatments within 4-7 days of the MI reduced the stroke 

incidence in MI patients (although the data was not statistically significant).   

113. For instance, Table 3 of Bouabdallaoui discloses “the percentages of 

patients [who received colchicine treatment within 0 to 3 days of the MI] and the 

hazard ratios for the components of the primary endpoint, including CV 

[cardiovascular] death (HR = 1.04, 95% CI 0.15–7.37), resuscitated cardiac arrest 

(HR = 0.33, 95% CI 0.03–3.20), MI (HR = 0.58, 95% CI 0.32–1.05), stroke (HR= 

0.21, 95% CI 0.02– 1.81), and urgent hospitalization for angina requiring coronary 

revascularization (HR = 0.35, 95% CI 0.14–0.88).”150 Bouabdallaoui concludes that 

“[e]arly initiation of low-dose colchicine after MI greatly reduced the risk of 

ischaemic CV [cardiovascular] events compared with placebo.”151  

114. Bouabdallaoui further discloses that when colchicine treatment was 

initiated within 4 to 7 days of the MI, the rate of stroke dropped from 0.8% in the 

placebo group to 0.2% in the treatment group, with a high P value of 0.272.152 As I 

explained in Section VI.D, claim 28 does not require actual reduction of stroke risks, 

let alone statistically significant reduction of stroke risks.  

115. Thus, Bouabdallaoui expressly teaches lowing risk of the recited 

 
150 EX1005 (Bouabdallaoui), 4, Table 3.  

151 EX1005 (Bouabdallaoui), 7.  

152 EX1005 (Bouabdallaoui), Table 3.  
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cardiovascular events and anticipates claims 6, 7, 9-11, 28, and 50.  

c. Patient population claims 12, 26, 44, and 49 

116. Dependent claims 12 and 44 recite that “the patient has atherosclerotic 

coronary artery disease.”153  And claims 26 and 49 recite that “the patient is an adult 

human.”154 These claims are also anticipated by Bouabdallaoui.  

117. For instance, Bouabdallaoui teaches treating MI patients where 

“[m]yocardial infarction (MI) is associated with an acute exacerbation of 

cardiovascular (CV) inflammation superimposed on the chronic atherosclerosis-

related inflammatory process.”155 This is consistent with the prior understanding that 

“[a]therosclerosis is the most common cause of myocardial infarction, stroke and 

peripheral arterial disease.”156 Thus, Bouabdallaoui teaches treating MI patients with 

atherosclerotic coronary artery disease as recited by claims 12 and 44 and anticipates 

these claims. 

118. Similarly, Bouabdallaoui’s disclosures that “[p]atients were mostly 

 
153 EX1001 (’063 patent), claims 12, 44. 

154 EX1001 (’063 patent), claims 26, 49. 

155 EX1005 (Bouabdallaoui), 2. 

156 EX1006 (COLCOT Protocol), 4; EX1015 (Aday 2018), 1 (“Atherosclerosis is 
the central disease process underlying most instances of myocardial infarction 
(MI), ischemic stroke, and peripheral artery disease.”). 
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men (81.0%) with a mean age of 60.5 years”157 anticipate claims 26 and 49 because 

these are adult human patients as recited in those claims. 

d. “Initiation upon assessment” claims 13 and 46 

119.  Claims 13 and 46 recite that “the administration of colchicine is 

initiated upon assessment in (a) an emergency department (ED), (b) the hospital, or 

(c) a medical office setting.” 158 

120. These claims are anticipated by Bouabdallaoui, which teaches treating 

patients in the period “from Day 0 to 3, referring to in-hospital management.”159 

Bouabdallaoui concludes that (1) its post hoc analysis “support[s] the strategy of in-

hospital initiation of colchicine in order to improve CV outcomes post-MI,” (2) 

“[p]atients benefit from early, in-hospital initiation of colchicine after MI,” and (3) 

“[t]hese results support in-hospital initiation of adjunctive anti-inflammatory 

therapy with colchicine for post-MI prevention. 160  

121. These teachings all show that the administration of colchicine in 

patients within 0 to 3 days of the MI was initiated after the patients were assessed 

for eligibility and before they were discharged from hospital. Thus, Bouabdallaoui 

 
157 EX1005 (Bouabdallaoui), 3. 

158 EX1001 (’063 patent), claims 13, 46. 

159 EX1005 (Bouabdallaoui), 3, 5. 

160 EX1005 (Bouabdallaoui), 2, 5, 7. 
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meets the additional limitation of initiating administration of colchicine in a hospital 

setting as recited in claims 13 and 46.  

e. Dose and frequency claims 17-25, 45 

122. Dependent claims 17-25 and 45 further recite different dose ranges of 

colchicine and dosing frequencies, which all cover administering 0.5 mg colchicine 

once daily.161  Because Bouabdallaoui discloses that the COLCOT trial patients 

received “low-dose colchicine (0.5mg once daily),” it also anticipates these claims 

for the same reasons that it anticipates claims 1 and 8.162   

B. Ground 2: Claims 27, 29-36, and 39 Are Anticipated by 
COLCOT Protocol   

123. COLCOT Protocol discloses the same COLCOT study as the ’063 

patent and teaches the treatment method as recited in claim 27.163 As I explain below, 

COLCOT Protocol anticipates claims 27, 29-36, and 39. 

1. Independent Claim 27  

 
161 EX1001 (’063 patent), claim 17 (“the colchicine is administered at 0.3 to 0.7 
mg”), 18 (“the colchicine is administered at 0.4 to 0.6 mg”), 19 (“the colchicine is 
administered at 0.5 mg”), 20 (“the colchicine is administered at 0.5 mg”), 21 (“the 
colchicine is administered at 0.5 mg”), 22 (“the colchicine is administered at 0.5 
mg”), 24 (“the colchicine is administered once, twice or three times a day”), 25 
(“the colchicine is administered once per day”), 45 (“the colchicine is administered 
once per day”). 

162 EX1005 (Bouabdallaoui), 2, 3. 

163 Compare EX1006 (COLCOT Protocol) with EX1001 (’063 patent), Example 2. 
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124. The method of claim 27 is directed to “reducing the risk of a stroke in 

a patient after having an MI” and includes a single active step of “initiating the 

administration of colchicine at a daily low dose to the patient within about 30 days 

of an MI.”164 This exact method was published in the prior art COLCOT Protocol165. 

And, as I will explain, the claimed method’s intended purpose of “reducing the risk 

of a stroke in a patient after having an MI” is inherent to—the necessary and 

inevitable result of—the COLCOT Protocol method.  

125. First, as shown in the Ground 2 Claim Chart, COLCOT Protocol 

identically teaches administering colchicine at a daily low dose (0.5 mg/day) to 

patients within 30 days of an MI.  This is the same as claimed limitations 27[b]-[c].  

Ground 2 Chart, Claim 27 
 

Claim limitations COLCOT Protocol 

27[a] A method of 

reducing the risk of 

a stroke in a patient 

after having an MI. 

This limitation is anticipated by COLCOT Protocol’s 

disclosure that the COLCOT study “evaluates whether 

long-term treatment with colchicine reduces rates of 

cardiovascular events in patients after myocardial 

infarction,” which the “Primary Outcome Measures” 

section of the Protocol further discloses as including 

 
164 EX1001(‘063 patent), claim 27. 

165 EX1006 (COLCOT Protocol), 3-6. 
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Claim limitations COLCOT Protocol 

reducing the rate of “stroke.”166  

27[b] the method 

comprising 

initiating the 

administration of 

colchicine at a 

daily low dose to 

the patient 

COLCOT Protocol discloses that the MI patients will 

receive “colchicine (0.5 mg per day)….,” which a skilled 

cardiologist would understand as initiating the colchicine 

administration at a 0.5 mg daily low dose to the patient.167  

“Arms and Interventions” section of Colchicine Protocol 

further discloses that “0.5 mg tablet of colchicine [is] taken 

once a day,” confirming its teachings of daily low dose 

administration.168 

27[c] within about 

30 days of an MI. 

COLCOT Protocol expressly discloses that “[p]atients who 

have suffered a documented acute myocardial infarction 

within the last 30 days, are treated…,” thus, teaches 

treatment within 30 days of a documented MI.169  

“Inclusion Criteria” section of COLCOT Protocol further 

teaches that “[p]atient must have suffered a documented 

acute myocardial infarction within the last 30 days,” 

further supporting that the colchicine treatment is initiated 

 
166 EX1006 (COLCOT Protocol), 1, 2-3. 

167 EX1006 (COLCOT Protocol), 1. 

168 EX1006 (COLCOT Protocol), 4. 

169 EX1006 (COLCOT Protocol), 1. 
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Claim limitations COLCOT Protocol 

within 30 days of the MI.170  

 

126. Second, COLCOT Protocol does not itself report any data showing that 

colchicine reduced risk of a stroke in a patient after having an MI.  However, because 

COLCOT Protocol’s treatment of administering 0.5 mg/day colchicine to the 

claimed patient population within 30 days of an MI is identical with ’063 patent 

Example 2, we know from ’063 patent Example 2 that following COLCOT Protocol 

reduces a risk of stroke.  

127. More specifically, according to the ’063 patent, “[t]he results of the 

main COLCOT trial” administering colchicine at a daily dose of 0.5 mg to patients 

post-MI “support that the use of colchicine in patients who have had a myocardial 

infarction in the past 30 days significantly improved their quality of life in several 

ways….” 171  These include “a statistically significant lower risk of ischemic 

cardiovascular events…. stroke… was also significantly lower…. This reduction in 

morbidity was particularly prominent… in the reduction of severe conditions, such 

as stroke and urgent hospitalization for angina leading to revascularization: hazard 

 
170 EX1006 (COLCOT Protocol), 5. 

171 EX1001 (’063 patent), 27:33-37. 
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ratios are 0.26 (95% confidence interval is 0.10-0.70) and 0.50 (95% confidence 

interval is 0.31-0.81), respectively.”172  

128. The reduced risk of stroke from the method of the COLCOT Protocol 

is also reported in Table 13 of the ’063 patent173: 

 

129. The ’063 patent further discloses that “[i]n COLCOT, the risk of the 

primary composite efficacy end point of death… stroke… was significantly lower 

among the patients who were randomly assigned to receive 0.5 mg of colchicine 

 
172 EX1001 (’063 patent), 2:7-23 (emphasis added). 

173 EX1001(‘063 patent), Table 13 (highlights added). 
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once daily… predominantly to a lower incidence of strokes….”174  

130. I note that the ’063 patent does not appear to set any specific threshold 

for the magnitude or level of statical significance for what it means to “reduc[e] the 

risk of a stroke.” What a skilled cardiologist would understand, however, is that the 

reported hazard ratio of 0.26 (95% confidence interval is 0.10-0.70) is a “reduc[ed] 

the risk of a stroke” because the ’063 patent specifically describes this result as 

evidence of a reduced risk of stroke.175 According to the ’063 patent, this is the level 

of risk reduction that results from the method of COLCOT Protocol. 

131. Thus, carrying out COLCOT Protocol’s treatment step of administering 

daily low doses (e.g., 0.5 mg/day) of colchicine to the claimed patient population 

within 30 days of an MI, which is identical with the ’063 patent Example 2 and 

practices the method of claim 27, necessarily reduces stroke risk in those patients, 

as recited in claim 27.  

132. Two other issues are worth noting here. First, in the initial LoDoCo trial 

published in 2013, a virtually identical hazard ratio of 0.23 was reported for stroke 

after initiation of colchicine, indicating that effects on stroke were fully anticipated 

as well by prior clinical trial data. Second, within Bouabdallaoui et al, the reported 

 
174 EX1001 (’063 patent), 39:11-20. 

175 EX1001 (’063 patent), 2:7-23. 
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hazard ratios for stroke are 0.21 for the 0 to 3 day time period, 0.28 for the 4 to 7 

day time period, and 0.19 for the 8 to 30 day time period. Not only are all of these 

hazard ratios fully consistent with the previously reported reduction in stroke 

observed in the initial 2013 LoDoCo trial, but they demonstrate yet again no 

difference whatsoever by time to treatment.  

2. Dependent claims 29-36 and 39 

a. Additional medication claims 29-32 

133. Claims 29-32 further require that the patient was prescribed a second 

medication in addition to colchicine, in particular an antiplatelet agent, such as 

aspirin, or statin.176 COLCOT Protocol also discloses these additional limitations.  

134. Specifically, COLCOT Protocol expressly teaches that enrolled 

patients “must be treated according to the national guidelines (including antiplatelet 

therapy, statin…),” and thus, discloses that the patients were prescribed an 

antiplatelet agent or statins as required by claims 29, 30, and 32.177  

135. Regarding the claim 31 “aspirin” limitation, because aspirin had been 

the most common standard antiplatelet therapy for MI patients, a skilled cardiologist 

would have immediately recognized aspirin from COLCOT Protocol’s disclosure of 

 
176 EX1001 (’063 patent), claim 29 (“the patient was prescribed a medication”), 
claim 30 (“the medication is an antiplatelet agent”), claim 31 (“the medication is 
aspirin”), claim 32 (“the medication is a statin”).  

177 EX1006 (COLCOT Protocol), 5.  
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“antiplatelet therapy” according to “national guidelines.”178 Thus, claim 31 is also 

anticipated by COLCOT Protocol. 

b. Patient population claims 33, 39 

 

136. Claim 33 further recites that the patient has atherosclerotic coronary 

artery disease.179 COLCOT Protocol also expressly teaches that “[a]therosclerosis is 

the most common cause of myocardial infarction, stroke and peripheral arterial 

disease.” 180  A skilled cardiologist would have understood that this teaching in 

COLCOT Protocol is consistent with the prior understanding that the vast majority 

of MI patients, including those treated by COLCOT Protocol, would have 

atherosclerotic coronary artery disease.181 Thus, claim 33 is also anticipated by 

COLCOT Protocol. 

137. Claim 39 further recites that the patient is an adult human.182 COLCOT 

Protocol discloses that “[m]ales and females of at least 18 years of age” are included 

 
178 See e.g., EX1021 (1999 Guidelines), 3; EX1009 (ESC Guidelines), 31.  

179 EX1001 (’063 patent), claim 33.  

180 EX1006 (COLCOT Protocol), 4.  

181 EX1015 (Aday 2018), 1 (“Atherosclerosis is the central disease process 
underlying most instances of myocardial infarction (MI), ischemic stroke, and 
peripheral artery disease.”). 

182 EX1001 (’063 patent), claim 39.  
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in the study.183 A skilled cardiologist would have understood that such specific 

patient population would be adult human patients, as recited in claim 39. Thus, claim 

39 is also anticipated by COLCOT Protocol. 

c. Dose and frequency claims 34-35 

138. Claims 34 and 35 further recite more specific dose or dosing 

frequency. 184  Both claims, however, still cover a once daily dose of 0.5 mg 

colchicine, which is taught by COLCOT Protocol as a shown in Ground 2 Chart, 

element 27[b].185 Thus, COLCOT Protocol teaches the methods of claims 34 and 35.  

d. “Initiation upon assessment” claim 36 

139. Claim 36 further recites initiating administration of colchicine “upon 

assessment in (a) an emergency department (ED), (b) the hospital, or (c) a medical 

office setting.” 186  COLCOT Protocol teaches that the location of its colchicine 

administration at the “Montreal Heart Institute,” which was a well-known hospital 

facility. 187  COLCOT Protocol further teaches that the study requires an initial 

 
183 EX1006 (COLCOT Protocol), 5. 

184 EX1001 (’063 patent), claim 34 (“the colchicine is administered at 0.5 mg”), 35 
(“the colchicine is administered once per day”). 

185 See also EX1006 (COLCOT Protocol), 1, 4 (“colchicine (0.5 mg per day),” “0.5 
mg tablet of colchicine [is] taken once a day”). 

186 EX1001 (’063 patent), claim 36. 

187 EX1006 (COLCOT Protocol), 7. 
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assessment by the “investigator” (all medical doctors) to determine if the patient is 

a suitable candidate. 188  A skilled cardiologist would have understood that the 

assessment by an investigator would occur at a hospital (the study site), emergency 

department, or medical office setting, as recited by claim 36.  

VIII. OBVIOUSNESS OF CHALLENGED CLAIMS 

A. Claims 1-50 Would Have Been Obvious Over Nidorf in 
View of COLCOT Protocol, ESC Guidelines, and 
COLCRYS  

140. Nidorf, COLCOT Protocol, and ESC Guidelines are all in the same 

field of treating atherosclerotic coronary artery disease and relevant to the methods 

claimed in the ’063 patent because they commonly relate to using secondary 

prevention therapies, such as colchicine, in post-MI coronary artery disease patients 

to reduce the risk of secondary cardiovascular events. COLCRYS is also relevant to 

these references and the ’063 patent as it teaches the suitability and use of film-

coated colchicine tablets, the active agent common to LoDoCo (Nidorf) and 

COLCOT Protocol.   

141. As I further explain below, consistent with the trend in colchicine 

studies that had already initiated or report, a skilled cardiologist would have been 

motivated to combine their teachings to shorten LoDoCo’s colchicine treatment 

 
188 EX1006 (COLCOT Protocol), 6 (describing in exclusion criteria that “[p]atient 
is considered by the investigator, for any reason, to be unsuitable candidate for the 
study”). 
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initiation time to within 30 days post-MI, including at around 3 days, with a 

reasonable expectation of reducing secondary cardiovascular events in those patients. 

See also Section V.B, above. The motivation and expectation of success are 

reinforced by, among other things, CANTOS teaching the efficacy of initiating anti-

inflammatory treatment as early as 30 days post-MI together with the standard 

practice, multiple ongoing low-dose colchicine clinical studies that initiated 

treatment without any delay, and known benefits, as reflected in ESC Guidelines, of 

initiating secondary preventative treatment prior to or concurrent with 

hospitalization discharge around day 3 post-MI.  In my opinion, all claims 1-50 

would have been obvious over Nidorf in view of COLCOT Protocol, ESC 

Guidelines, and COLCRYS. 

1. It would have been obvious from Nidorf, COLCOT 
Protocol, and ESC Guidelines to administer colchicine 
within about three days post-MI to reduce the risk of 
cardiovascular events.  

142. Like the ’063 patent claims, Nidorf (EX1007) and COLCOT Protocol 

(EX1006) both describe administering 0.5 mg colchicine daily to stable patients with 

past MI for secondary prevention. In my opinion, all claims of the ’063 patent would 

have been obvious to a skilled cardiologist in view of these references together with 

ESC Guidelines (EX1009) which recommends initiating secondary preventive 

therapy after MI patients are stabilized prior to or at discharge from hospital at 

around 3 days of the MI, and COLCRYS (EX1019) teaching the use of film-coated 
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colchicine tablets. 

a. Nidorf and COLCOT Protocol are commonly 
directed to 0.5 mg/day colchicine for secondary 
prevention treatment in post-MI stabilized 
patients 

143. Nidorf teaches using colchicine as a secondary preventative therapy to 

“reduce[] the risk of cardiovascular events in patients with objectively diagnosed 

and clinically stable coronary disease,” and the enrolled patients “had been clinically 

stable for at least 6 month.”189 It includes data from the LoDoCo trial showing that 

administering 0.5 mg/daily colchicine to patients with clinically stable coronary 

disease “significantly reduces the risk of a cardiovascular event, including an ACS, 

out of hospital cardiac arrest and non-cardio-embolic ischemic stroke.”190 Nidorf 

further reports that “[t]he effect of adding colchicine became evident early, 

continued to accrue over time.” 191  In other words, Nidorf teaches reducing 

cardiovascular event risks as recited in claims 8 and 27.192 See also Sections V.B.1, 

V.B.4, above. 

144. A skilled cardiologist would have understood that Nidorf teaches 

 
189 EX1007 (Nidorf), 17:60-18:8, 18:31-34, 20:25-21:65. 

190 EX1007 (Nidorf), 21:55-59.  

191 EX1007 (Nidorf), 21:63-64.  

192 EX1007 (Nidorf), 21:55-59. 
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treating stable cardiovascular disease patients generally, including those who have 

had a previous MI event as is all too common among cardiovascular disease patients. 

See also Section V.B.1, above.  This understanding would have been reinforced by 

Nidorf’s disclosure that the primary analysis was stratified by, among other things, 

diagnosis of “past myocardial infarction”193 and the related Nidorf 2013 reporting 

that 23% of the LoDoCo colchicine-treated patients had past acute MI or unstable 

angina.194  

145. Thus, the only part of claims 1, 8, and 27 not disclosed in Nidorf is 

initiating treatment “within about 3 days” (claims 1, 8) or “within 30 days” (claim 

27) of the MI.  In my opinion, however, following the success of LoDoCo, initiating 

0.5 mg/day colchicine within 30 days post-MI as disclosed in COLCOT Protocol, 

including at around day 3 post-MI, would have been consistent with quality care for 

other chronic therapies used on a long-term basis to reduce atherosclerotic risk which 

skilled cardiologists routinely start upon MI patient stabilization and prior to hospital 

discharge, and would have been obvious, especially in view of COLCOT Protocol 

and ESC Guidelines. See also Sections V.B.3, V.B.4, V.C, above. Essentially, after 

the success of CANTOS with initiating anti-inflammatory treatment as soon as 30 

 
193 EX1007 (Nidorf), 20:3-5. 

194 EX1020 (Nidorf 2003), Table 1.  
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days post-MI, it would have been obvious to the skilled cardiologist to reduce the 

colchicine post-MI initiation time period to within the COLCOT 30-day window 

including to around 3 days post-MI as used with other secondary preventive therapy.  

Indeed, the results of CANTOS had already been specifically relied upon as support 

for the use of daily low dose colchicine in atherosclerotic contradictions.195 

146. Similar to LoDoCo, COLCOT Protocol teaches administering 0.5 

mg/day colchicine to reduce cardiovascular events in stabilized post-MI patients.196 

For example, as I explained in Section V.B.4 above, COLCOT Protocol is directed 

to treating stable post-MI patients as it excludes patients who have had unstable 

conditions and starts colchicine treatment after post-MI emergency management 

(e.g., PCI) is completed.197 Relative to LoDoCo, COLCOT Protocol shortened the 

colchicine treatment initiation time down from at least 6 months after an acute event 

(including MI) (LoDoCo) to within 30 days of an MI (COLCOT).198  Initiating 

treatment within this period would have been obvious, as the next progression 

following evidence CANTOS’ proof that targeting the anti-inflammatory pathway 

 
195 EX1047 (Nidorf 2019), 3-5; EX1026 (Thompson 2018), 4-5. 

196 EX1006 (COLCOT Protocol), 1, 4. 

197 EX1006 (COLCOT Protocol), 1, 4.  

198 Compare EX1007 (Nidorf), 18:31-34 with EX1006 (COLCOT Protocol), 1. 
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was effective when initiated at least 30 days post-MI. 199 See also Sections V.B.3 and 

V.B.4.  

b. Obviousness of initiating treatment at around 
three days post-MI to reduce the risk of 
cardiovascular events 

147. Initiating the 0.5 mg/day colchicine treatment of LoDoCo and 

COLCOT Protocol at around 3 days of an MI also would have been obvious to a 

skilled cardiologist as this is (i) already within the 30-day range of COLCOT 

Protocol and (ii) consistent with routine practice, as recognized in ESC Guidelines, 

for initiating secondary preventative therapy following an MI. Indeed, there was 

significant momentum for the use of low dose colchicine as secondary prevention 

therapy in atherosclerotic-based conditions and the art was already moving in the 

direction of shorter post-MI colchicine treatment initiation.  See Section V.B.5, 

above. 

148. For example, ESC Guidelines show that prior to 2019, patients were 

typically sufficiently stable for hospital discharge within 3 days of an MI, even 

following a PCI.200  In my experience, a 3-day post-MI hospitalization stay was 

common in 2019 as it is today.  Consistent with common medical practice at the 

 
199 EX1039 (CANTOS Protocol), 19. 

200 EX1009 (ESC Guidelines), 24 (“Several studies have shown that low-risk 
patients with successful primary PCI and complete revascularization can safely be 
discharged from hospital on day 2 or day 3 after PCI.”). 
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time, ESC Guidelines explains that pre-discharge management included the 

administration of secondary preventive therapy (in particular statins, which had been 

approved for this indication) to “increase patient adherence after discharge” and 

provide “early and sustained clinical benefits.”201 

149. By 2019, a skilled cardiologist would have (i) been motivated to 

combine the related methods of Nidorf and COLCOT Protocol and the secondary 

preventative practices as reflected in ESC Guidelines to initiate daily low dose 

colchicine therapy within 3 days of an MI and (ii) reasonably expected this treatment 

would reduce the risk of future cardiovascular events.  The bases for my opinion in 

this regard are summarized below and then addressed in further detail in the 

following sections with respect to specific claims. 

150. First, initiating treatment within 3 days is within the 30-day period 

disclosed in COLCOT Protocol. It would have been obvious to a skilled cardiologist 

to initiate colchicine treatment as secondary preventive therapy anywhere in stable 

post-MI patients within this 30-day window, including around 2 or 3 days post-MI. 

That is, initiating 0.5 mg/day colchicine treatment at around 2 or 3 days post-MI 

 
201 EX1009 (ESC Guidelines), 24 (“A short hospital stay implies limited time for 
proper patient education and up-titration of secondary prevention treatments.”), 33 
(“Therefore, statins are recommended in all patients with AMI…. Lipid-lowering 
treatment should be started as early as possible, as this increases patient adherence 
after discharge, and given as high-intensity treatment, as this is associated with 
early and sustained clinical benefits.”). 
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requires no more than implementing the 30-day period taught by COLCOT Protocol. 

151. Second, a skilled cardiologist would have been independently 

motivated to initiate colchicine as long-term secondary-prevention therapy during 

the typical 3-day post-MI hospitalization period, specifically following the initial 

urgent MI management period (roughly the first 12 hours) and before the stabilized 

patients are discharged.  This is based on and consistent with routine practice with 

other secondary preventive treatments, such as statins.202  Indeed, it was known from 

the Deftereos pilot study that initiating colchicine treatment even earlier—i.e, within 

12 hours post-MI—was reported to be safe and reduce biomarkers associated with 

infarct size.203  And, as previously noted, the art was already moving in this direction 

with numerous colchicine secondary-prevention trials.  See Section V.B.5., above. 

152. Third, based on the validated general mechanistic link between 

inflammation and secondary prevention of cardiovascular events by initiating 

treatment in stabilized MI patients as  early as 30 days post-MI (CANTOS trial), the 

proven efficacy of low-dose colchicine in reducing cardiovascular events from the 

LoDoCo trial (Nidorf), the focus of COLCOT Protocol on initiating treatment within 

the 30-day post-MI window, and the reported benefits associated with early in-

 
202 EX1009 (ESC Guidelines), 24, 33.  

203 EX10440 (Deftereos 2015), 1. 
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hospital initiation of other secondary prevention treatments, a skilled cardiologist 

would have reasonably expected that initiating colchicine treatment within 30-days, 

including within 3 days, would be effective to reduce a risk of cardiovascular events. 

This expectation is also reflected in the numerous colchicine secondary-prevention 

trials that had been at least planned by this time.  See Section V.B.5., above. 

153. Finally, as I explained in section VIII.C below, Tardif 2019 and 

Bouabdallaoui reported reduction of cardiovascular events in MI patients by 

initiating colchicine treatment within 30 days (Tardif 2019) and 0-3 days 

(Bouabdallaoui) of the MI. For claims 1-26 and 40-50 that are not entitled to a 

priority date earlier than November 2020 (the ’063 patent’s filing date), the efficacy 

data reported in Tardif 2019 and Bouabdallaoui would have further reinforced the 

motivation to initiate colchicine treatment within about 3 days of the MI with a 

reasonable expectation of achieving reduced cardiovascular events in those patients. 

154. My opinions are explained in further detail below with respect to 

specific claims. 

2. Independent claims 1, 8, and 27 

a. Claims 1 and 8  

155. Nidorf and COLCOT Protocol teach all limitations of claims 1 and 8 

except specifically teaching initiating treatment “within about 3 days of the MI.”  

However, based on what was known as of 2019, it would have been obvious for a 
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skilled cardiologist to initiate colchicine treatment “within about 3 days of the MI.”  

156. First, as I explained above in Section V.B.4, Nidorf and COLCOT 

Protocol similarly taught administering colchicine as a long-term secondary 

prevention therapy for patients who had an MI, with COLCOT Protocol teaching 

initiating treatment following “myocardial infarction within the last 30 days….”204  

157. Second, a skilled cardiologist would have been motivated to initiate 

colchicine as post-MI secondary-prevention therapy following stabilization of acute 

MI symptoms (typically within the first 12 hours) and prior to discharge from the 

hospital (typically no more than about 3 days as of 2019 for uncomplicated cases).205 

Initiating treatment prior to discharge from the hospital was specifically 

recommended and consistent with my own practice for other chronic, secondary 

preventive therapies such as statins. The benefits included optimized care, 

minimized delays, and enhanced compliance, which were expected to lead to better 

 
204 EX1006 (COLCOT Protocol), 1, 5 (“INCLUSION CRITERIA… Patient must 
have suffered a documented acute myocardial infarction within the last 30 days”). 

205 EX1009 (ESC Guidelines), 24 (“Several studies have shown that low-risk 
patients with successful primary PCI and complete revascularization can safely be 
discharged from hospital on day 2 or day 3 after PCI.”); EX1011 (Tran 2018), 1 
(“The average length of stay (LOS) for patients hospitalized with acute myocardial 
infarction (AMI) has declined significantly over the past several decades” to about 
3 days); EX1014 (Grine 1998), Abstract (“Early identification of low risk patients 
with MI allowed safe omission of the intensive care phase and noninvasive testing, 
and a day 3 hospital discharge strategy, resulting in substantial cost savings.”). 
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outcomes. It is also common sense that, in general, starting secondary prevention 

therapy sooner rather than later has the potential to better obtain therapeutic benefits 

since atherosclerosis is a chronic life-long disorder and neither physicians not their 

patients have a crystal ball letting them know when the next potentially life-

threatening event will occur. 

158. For instance, ESC Guidelines recognize several studies showing that 

low-risks patients are stable for discharge on the second or third day after PCI.206 

ESC Guidelines then note that “[a] short hospital stay [after a MI] implies limited 

time for proper patient education and up-titration of secondary prevention 

treatments”207 and that once discharged, “[l]ow treatment adherence is an important 

barrier to achieving optimal treatment targets and is associated with worse 

outcomes.208 

159. When discussing long-term secondary prevention therapy, ESC 

Guidelines recommend that for stains, which were already part of the secondary 

prevention standard of care at the time for post-MI patients, “treatment should be 

started as early as possible, as this increases patient adherence after discharge, and 

given as high-intensity treatment, as this is associated with early and sustained 

 
206 See EX1009 (ESC Guidelines), 24. 

207 EX1009 (ESC Guidelines), 24. 

208 EX1009 (ESC Guidelines), 30. 
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clinical benefits.”209   

160. ESC Guidelines are consistent with and reinforced by Stenestrand, 

which demonstrates that initiating post-MI statin therapy prior to or at 

hospitalization discharge 210  showed a more pronounced reduction in 1-year 

mortality compared to not initiating statin administration at or prior to discharge.211 

Stenestrand concludes that “our findings suggest that initiation of statin treatment 

before or at the time of hospital discharge should be recommended for AMI 

survivors with total cholesterol or low-density lipoprotein cholesterol levels above 

the current guidelines levels for statin treatment as secondary prevention.” 212 

161. Indeed, as I summarize in the figure below, initiating colchicine 

treatment early post-MI had been successfully tested prior to 2019, which would 

have further motivated skilled cardiologists to start colchicine treatment “within 

about 3 days of the MI.”  

 
209 EX1009 (ESC Guidelines), 33. 

210 Stenestrand is based on a study of Swedish patients from 1995-1998, where the 
mean hospitalization period was 7.06 days.  EX1008 (Stenestrand), 6, 7.  By 2019, 
the post-MI hospitalization period had been reduced to be typically less than about 
3 days. EX1011 (Tran 2018), 1 (“The average length of stay (LOS) for patients 
hospitalized with acute myocardial infarction (AMI) has declined significantly 
over the past several decades” to about 3 days)). 

211 EX1008 (Stenestrand), 6. 

212 EX1008 (Stenestrand), 9. 
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162. For instance, Deftereos tested initiating colchicine administration in 

STEMI patients ≤12 hours of the MI and reported “a favorite effect of treatment 

was found in all studied parameters (biomarkers and cardiac MRI.”213 Deftereos 

concluded that “[t]hese results suggest a potential benefit of colchicine in ST-

segment–elevation myocardial infarction.” 214   Additionally, as I explained 

previously, the CONVINCE trial initiated 0.5 mg/day colchicine as secondary 

preventive treatment following a stroke or TIA—also atherosclerotic-related 

conditions—without any required post-stroke or post-TIA treatment initiation 

delay.215 See Section V.B.5, above. 

 
213 EX1040 (Deftereos 2015), 2, 7.  

214 EX1040 (Deftereos 2015), 1. 

215 EX1045 (CONVINCE Protocol), 3. 
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163. Also as I explained above in Section V.B.5, the CLEAR-SYNERGY 

(OASIS-9) trial was also initiated to test the efficacy of low dose colchicine to reduce 

cardiovascular events in combination of another agent (spironolactone) in patients 

“with STEMI referred for PCI within 12 hours of symptom onset” and reduced the 

colchicine dose from 0.5 mg twice daily to 0.5 mg/daily, matching the dose in the 

successful LoDoCo. 216  The COLCARDIO-ACS study was also designed to 

administer 0.5 mg/day colchicine as secondary prevention therapy to patients with 

recent ACS, which are defined to include patients with acute MI.217  

164. In view of these published trials that had gradually shortened the 

colchicine treatment initiation time period from at least 6 months of the MI to almost 

immediately post-MI, by 2019, skilled cardiologists would have recognized the 

practical and potential therapeutic benefits of initiating long-term secondary 

prevention therapy as soon as the patient’s acute MI has been stabilized and prior to 

discharge by about day 3 post-MI.  

165. Consistent with these teachings and established practices for statins, a 

skilled cardiologist would have been motivated to initiate colchicine treatments 

taught by Nidorf and COLCOT Protocol prior to hospitalization discharge—

 
216 See EX1047 (Nidorf 2019), 6. 

217 EX1048 (COLCARDIO-ACS Protocol), 2.  
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specifically “within about 3 days of the MI”—to provide the benefits of enhanced 

patient compliance and earlier long-term therapeutic benefit.    

166. Third, a skilled cardiologist would have reasonably expected reduced 

future cardiovascular events (relative to an untreated patient) following initiating 

colchicine treatment early, including within about 3 days of a MI.  

167. Nidorf had already demonstrated that administering 0.5 mg daily 

colchicine at longer initiation times “significantly reduces the risk of a 

cardiovascular event, including an ACS, out of hospital cardiac arrest and non-

cardio-embolic ischemic stroke” and that its LoDoCo trial using 0.5 mg daily 

colchicine achieved “evident” benefit and substantially reduced cardiovascular 

risks.218 

168. While Nidorf demonstrated a reduced risk of cardiovascular events in 

patients having cardiovascular disease that had been stable for at least six months, 

CANTOS shows that when initiating treatment as early as 30 days post-MI, patients 

“had a risk of the primary end point [comprising  nonfatal myocardial infarction, 

nonfatal stroke, or cardiovascular death] that was 15% lower than the risk in the 

placebo group (3.86 vs. 4.50 events per 100 person-years) and a risk of the key 

secondary cardiovascular end point that was 17% lower than that in the placebo 

 
218 EX1007 (Nidorf), 21:55-59. 20:34-36. 
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group (4.29 vs. 5.13 events per 100 person-years).” 219  CANTOS provided 

“definitive evidence that directly targeting inflammation is beneficial for the 

secondary prevention of cardiovascular disease.”220  

169. While CANTOS involved the administration of another anti-

inflammatory agent (canakinumab), a skilled cardiologist would have understood 

that its proof of the inflammatory hypothesis was applicable to other agents that are 

active in the canonical NLRP3 to IL-1 to IL-6 pathway of innate immunity, and this 

would include colchicine221, particularly in view of Nidorf’s already reported clinical 

success of 0.5 mg/day colchicine in reducing cardiovascular events. 

170. Thus, a skilled cardiologist also would have expected a reduced risk of 

cardiovascular events following the COLCOT Protocol treatment initiation window 

of within 30 days of MI, including at around 3 days.  That is, a skilled cardiologist 

would have expected the same overall effect—a reduction in the risk of 

cardiovascular events—when initiating 0.5 mg/day colchicine treatment anytime 

following the initial acute MI acute management period (about 12 hours) upon 

patient stabilization. Indeed, COLCOT is not the first study to shorten LoDoCo’s 

 
219 EX1019 (Ridker 2017), 5, 9. 

220 EX1015 (Aday 2018), 1. 

221 EX1026 (Thompson 2018), 4, Figure 1 (acknowledging that colchicine is 
involved in inhibition of the assembly of the NLRP3 inflammasome through 
binding tubulin and that it acts through the IL-1β). 
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treatment initiation waiting period for stable MI patients—CANTOS had already 

done that successfully, which would have reinforced the reasonable expectation of 

success. As I explained in Section V.B.3, CANTOS enrolled patients who “have 

suffered a documented acute myocardial infarction at least 30 days before 

randomization”222 and thus moved LoDoCo’s treatment initiation cutoff time from 

at least 6 months after an acute MI to “at least 30 days” after an MI.   

171. The successes of early administration of long-term secondary 

prevention agents in MI survivors, including LoDoCo, CANTOS, and statin data 

reported in Stenestrand, would have further reinforced the expectation that initiation 

of daily colchicine administration upon patient stabilization—whether it is after 6 

months of an MI, at 30 days of an MI, within 30 days of an MI, or at around about 

3 days of an MI at hospitalization discharge)—would reduce future cardiovascular 

event risks relative to untreated patients and potentially result in improved client 

compliance and better secondary prevention relative to patients initiating treatment 

post-discharge.223  

 
222 EX1039 (CANTOS Protocol), 19.  

223 EX1009 (ESC Guidelines), 33 (“Therefore, statins are recommended in all 
patients with AMI, irrespective of cholesterol concentration at presentation. Lipid-
lowering treatment should be started as early as possible, as this increases patient 
adherence after discharge, and given as high-intensity treatment, as this is 
associated with early and sustained clinical benefits.”); EX1008 (Stenestrand), 9 
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172. Thus, it would have been obvious to a skilled cardiologist by 2019 to 

initiate colchicine administration to patients within 3 days of a MI, as required by 

claims 1 and 8, in view of the teachings of Nidorf and COLCOT Protocol in view of 

ESC Guidelines. 

b. Claim 27 

173. Claim 27 recites a method of reducing stroke risk in patients with MI 

by initiating colchicine administration at a daily low dose “within 30 days of the 

MI.” 224  As explained above, Nidorf teaches all limitations of claim 27 except 

initiating treatment “within 30 days of the MI” and COLCOT Protocol teaches every 

limitation including the “within 30 days of the MI” limitation.  

174. As I explained above in Section VIII.A.2.a, it would have been obvious 

to a skilled cardiologist to initiate daily low dose colchicine administration in 

patients within the 30-day post-MI window of COLCOT Protocol, including when 

the patients’ conditions are stabilized within the typical about 3-day post-MI hospital 

stay period or at discharge based on Nidorf’s demonstrated success using 0.5 mg 

daily colchicine to reduce cardiovascular risks including stroke and the known 

benefits of early secondary prevention treatments as reflected in ESC Guidelines. 

 
(“our findings suggest that initiating of statin treatment before or at the time of 
hospital discharge should be recommended for AMI survivors”). 

224 EX1001 (’063 patent), claim 27. 



96 
 

175. Further, as I previously explained in Section VI.D and in Ground 2, a 

skilled cardiologist would have understood the language “reducing the risk of a 

stroke in a patient after having an MI” in claim 27 as an intended purpose or goal of 

the method that does not necessarily require actually reducing a risk of stroke.  

However, even if the claim requires actually reducing a risk of stroke, for the same 

reasons as I explained in the context of claims 1 and 8, a skilled cardiologist would 

have reasonably expected that colchicine 0.5 mg/day initiated within 30-days post-

MI would reduce the risk of cardiovascular events including stroke.  

176. More specifically, as I further explained in Sections V.B.1 and V.D.1, 

Nidorf explains that LoDoCo “demonstrates that the addition of colchicine 0.5 

mg/day to standard therapy in patients with stable coronary disease significantly 

reduces the risk of a cardiovascular event, including an ACS, out of hospital cardiac 

arrest and non-cardio-embolic ischemic stroke.” 225  Nidorf further specifically 

teaches that in the LoDoCo study, “[o]ut of hospital cardiac arrest and non-cardio-

embolic ischemic stroke were infrequent but were also reduced in the treatment 

group.”226 The ’063 patent defines “stroke” as including ischemic stroke, which is 

 
225 EX1007 (Nidorf), 21:55-59, 20:34-36 (emphasis added). 

226 EX1007 (Nidorf), 20:42-44 (emphases added). 
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consistent with a skilled cardiologist’s understanding. 227  Thus, Nidorf teaches 

reducing a risk of “stroke” as recited in claim 27.  

177. The expectation of a reduction in risk in stroke is reinforced by Nidorf 

2013, which also reported the stroke data from the LoDoCo trial showing a reduction 

in stroke relative to placebo.228  In fact, Nidorf specifically taught that “the rate of 

stroke was [] reduced in the treatment group.”229 While the significance of the stroke 

data standing alone is recognized to be limited by the “small number of events in 

both control and colchicine-treatment groups,” it is directionally consistent with 

what the skilled cardiologist would have expected from the reduction of composite 

primary outcome in LoDoCo with an average hazard ratio of 0.33 (0.18–0.59) and a 

P value of 0.001.”230 The other cardiovascular events in the composite also generally 

show a concordance of reduction of incidence in the same direction.231  

178. The same directional concordance of stroke reduction with a composite 

 
227 EX1001 (’063 patent), 6:23-27 (“the term ‘stroke’ refers to a condition which 
occurs when the blood supply to a part of the brain is suddenly interrupted (i.e., 
ischemic stroke) or when a blood vessel in the brain bursts and releases blood into 
the spaces surrounding the brain cells (i.e., hemorrhagic stroke).” 

228 EX1020 (Nidorf 2013), Table 3 (noncardioembolic stroke outcome of 1.6% 
control, 0.35% colchicine, hazard ratio 0.23 (0.03-2.03), P = 0.184). 

229 EX1007 (Nidorf), 20:43-44.  

230 EX1007 (Nidorf), 20:43-44.  

231 EX1020 (Nidorf 2013), Table 3.  
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cardiovascular events outcome was also shown in CANTOS.232 These data further 

support the expectation that 0.5 mg/day colchicine would reduce stroke incidence 

when treatment is initiated within 30 days of an MI according to COLCOT Protocol.  

179. Thus, the method of claim 27 would have been obvious to a skilled 

cardiologist based on the teachings of Nidorf, COLCOT Protocol, and ESC 

Guidelines. 

3. Dependent claims 2-7, 9-26, and 28-50 

180. As I explain below, the remainder of the claims add features that were 

expressly taught by Nidorf and COLCOT Protocol or well known in the art. Thus, 

in my opinion, these claims would also have been obvious for the same reasons as I 

discussed above for claims 1, 8, and 27 and as further explained below.  

a. Cardiovascular event claims 6-7, 9-11, 50 

181. Claims 6-7, 9-11, and 50 further recite reducing the risk of a 

cardiovascular event, such as an ischemic cardiovascular event or a single event 

already listed in claim 8.233  These additional requirements do not change my opinion 

 
232 EX1019 (Ridker 2017), Table 2.  

233 EX1001 (’063 patent), claims 6 (“a lower risk of a cardiovascular event, relative 
to a patient not being administered colchicine”), 7 (“the cardiovascular event is an 
ischemic cardiovascular event”), 9 (“the cardiovascular event is myocardial 
infarction”), 10 (“the cardiovascular event is stroke”), 11 (“the cardiovascular 
event is urgent hospitalization for angina requiring coronary revascularization”), 
50 (“the cardiovascular event is resuscitated cardiac arrest”). 



99 
 

that the method would have been obvious to a skilled cardiologist. 

182. As I explained above, a skilled cardiologist would have been motivated 

to initiate administration of daily low dose colchicine to patients within about 3 days 

of a MI to reduce the risk of cardiovascular events.  This includes all the claimed 

cardiovascular events, which are taught by Nidorf and COLCOT Protocol as part of 

their clinical trial primary outcome measures.234 

183. A skilled cardiologist would also have reasonably expected that this 

treatment would reduce the risk of each category or individual cardiovascular event 

named in these claims.  This would have been the case for the same reasons I 

previously explained in Section VIII.A.2.a, including based on the efficacy 

demonstrated in LoDoCo in view of the mechanistic proof of CANTOS.  

184. Moreover, Nidorf teaches that in the LoDoCo trial, daily administration 

of 0.5 mg colchicine “significantly reduces the risk of a cardiovascular event, 

including an ACS [acute coronary syndrome], out of hospital cardiac arrest and non-

cardio-embolic ischemic stroke.”235 Notably, Nidorf then specifically teaches that 

 
234 EX1006 (COLCOT Protocol), 2-3 (Primary outcome measures of COLCOT 
trial include “[c]ardiovascular death,” “resuscitated cardiac arrest,” “acute 
myocardial infarction,” “stroke,” and “hospitalization for angina requiring 
coronary revascularization”); EX1007 (Nidorf), 19:26-29 (“The primary efficacy 
outcome was the present of a cardiovascular event such as ACS, fatal or non-fatal 
out of hospital cardiac arrest or non-cardio-embolic ischemic stroke.”).  

235 EX1007 (Nidorf), 21:55-59. 
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“[f]urther analysis confirmed that patients randomized to treatment were less likely 

to present with an ACS unrelated to stent disease(9/282 (3.2%) vs. 30/250 (12%) 

hazard ratio 0.26, 95% CI; 0.12-0.55; p<0.001), be it associated with an AMI [acute 

MI] (4/282 (1 .4%) vs. 14/250 (5.6%) hazard ratio 0.25, 95% CI; 0.08-0.76; p=0.014) 

or UA [unstable angina] (5/282 (1.8%) vs. 16/250 (6.4%) hazard ratio 0.27, 95% CI; 

0.10-0.75; p=0.011).”236 Nidorf further teaches that “[o]ut of hospital cardiac arrest 

and non-cardio-embolic ischemic stroke were infrequent but were also reduced in 

the treatment group.”237.Thus, Nidorf teaches reduction of the risks of each of the 

cardiovascular events individually recited in claims 6-7, 9-11, and 50.238 

185. As I explained in Section VII.A, Bouabdallaoui reports reduction of 

each of the recited cardiovascular events in MI patients by initiating colchicine 

treatment within 3 days of the MI and concludes that “[e]arly initiation of low-dose 

colchicine after MI greatly reduced the risk of ischaemic CV events compared with 

placebo.”239 Because claims 6-7, 9-11 and 50 are not entitled to a priority date earlier 

than November 13, 2020 (the ’063 patent’s filing date), the efficacy data reported in 

Bouabdallaoui would have further reinforced the motivation to initiate colchicine 

 
236 EX1007 (Nidorf), 20:50-55 (emphases added).  

237 EX1007 (Nidorf), 20:42-44 (emphases added). 

238 EX1007 (Nidorf), 21:55-59. 

239 EX1005 (Bouabdallaoui), 7 (emphasis added), Table 3.  
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treatment within about 3 days of the MI and expectation of achieving reduced 

cardiovascular events in those patients. 

186. Thus, for the same reasons in Section VIII.A.2.a and the additional 

reasons stated above, claims 6-7, 9-11 and 50 would also have been obvious over 

Nidorf and COLCOT Protocol in view of ESC Guidelines. 

b. Additional medication claims 2-5, 29-32, 40-43 

187. Claims 2-5, 29-32, and 40-43 further require that the patient “was 

prescribed a second medication,” in particular an antiplatelet agent, such as aspirin, 

or statin, before colchicine administration.240 These additional requirements do not 

change my opinion that the method would have been obvious to a skilled cardiologist. 

188. First, as I explained already in Section VII.B, it was standard practice 

to use aspirin and statin as secondary prevention therapies for cardiovascular disease 

patients and common knowledge that a high percentage of such patients would have 

been treated with aspirin and/or statin. 241  These claims are, therefore, simply 

 
240 EX1001 (’063 patent), claim 2 (“the patient was prescribed a medication”), 
claim 3 (“the medication is an antiplatelet agent”), claim 4 (“the medication is 
aspirin”), claim 5 (“the medication is a statin”), claim 29 (“the patient was 
prescribed a medication”), claim 30 (“the medication is an antiplatelet agent”), 
claim 31 (“the medication is aspirin”), claim 32 (“the medication is a statin”), 
claim 40 (“the patient was prescribed a medication”), claim 41 (“the medication is 
an antiplatelet agent”), claim 42 (“the medication is aspirin”), claim 43 (“the 
medication is a statin”).  

241 EX1009 (ESC Guidelines), 33 (“The benefits of statins in secondary prevention 
have been unequivocally demonstrated”), 31 (“Aspirin is recommended 
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describing the ordinary cardiovascular disease patient. 

189. Second, Nidorf discloses that the primary analysis of the LoDoCo trial 

was stratified by factors including “therapy with aspirin, clopidogrel or both, high 

dose statin therapy” and further shows that aspirin and/or statin had been used to 

treat the patients before the colchicine treatment began.242 As shown below, the 

Nidorf 2013 article further confirms that a high percentage of the enrolled patients 

had been treated with aspirin or statin.243 

 
indefinitely in all patients with STEMI”); EX1007 (Nidorf), 7:36-41, 18:3-4 
(acknowledging that aspirin as a well-known antiplatelet agent and “standard 
secondary [cardiovascular event] prevention therapies [include] aspirin and high 
dose statins”). 

242 EX1007 (Nidorf), 20:6-9 (emphases added), 21:25-54 (showing the numbers of 
patients in the colchicine-treatment group that had been treated with aspirin and/or 
statins). 

243 EX1020 (Nidorf 2013), Table 1 (highlights added).  
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190. COLCOT Protocol also discloses that the enrolled patients “must be 

treated according to the national guidelines (including antiplatelet therapy, 

statin…).” 244 Because aspirin had been the most common standard antiplatelet 

therapy for patients with MI as of 2019, a skilled cardiologist would have 

immediately recognized that COLCOT Protocol’s disclosure of antiplatelet therapy 

recommended in national guidelines as suggesting concurrent treatment with 

aspirin.245 Nidorf further teaches that  

primary outcome was less in patients receiving colchicine and 

at least one antithrombotic agent (4.5%) than in patients 

 
244 See EX1006 (COLCOT Protocol), 1. 

245 See e.g., EX1021 (1999 Guidelines), 3; EX1009 (ESC Guidelines), 31.  



104 
 

receiving at least one antithrombotic agent but not colchicine 

(16%). Moreover, primary outcome was less in patients 

receiving colchicine and at least aspirin (4.67%) than in patients 

receiving at least aspirin but no colchicine (14.7%).246   

Based on these data, Nidorf concludes that  

the addition of colchicine to patients receiving at least one 

antithrombotic agent, such as aspirin, further reduces the 

incidence of a primary outcome such as acute coronary 

syndrome, fatal or non-fatal out of hospital cardiac arrest or 

non-cardio-embolic ischemic stroke.247 

191. As such, Nidorf’s success in reducing cardiovascular events in patients 

that had been prescribed and receiving aspirin or statin would have supported an 

expectation that, in patients already treated with aspirin or statin, administering daily 

low dose colchicine within about 3 days post-MI would have reduced future 

cardiovascular risks.  

192. Thus, these claims would also have been obvious over Nidorf and 

COLCOT Protocol in view of ESC Guidelines.  

c. Patient population claims 12, 26, 33, 39, 44, 49 

193. Claims 12, 33, and 44 further recite that “the patient has atherosclerotic 

 
246 EX1007 (Nidorf), 21:11-17. 

247 EX1007 (Nidorf), 21:17-22.  
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coronary artery disease.”248 These claims are simply identifying an entirely common 

cardiovascular disease patient, and the additional requirement does not change my 

opinion that the method would have been obvious to a skilled cardiologist. 

194. A skilled cardiologist would have known by 2019 that atherosclerosis 

is the most common cause of myocardial infarction and that the vast majority of MI 

patients would have atherosclerotic coronary artery disease.249  

195. Consistent with the prior knowledge, Nidorf teaches that “patients with 

atherosclerotic vascular disease continue to be at risk of cardiovascular events,” 

including acute coronary syndromes such as acute MI, and specifically claims a 

method of treating and/or reducing the risk of a cardiovascular event “wherein the 

subject has the symptoms of or is diagnosed with atherosclerotic vascular 

disease.”250 Thus, Nidorf also teaches and suggests treating patients with acute MI 

that have underlying atherosclerotic coronary artery diseases. Indeed, Nidorf’s 

LoDoCo study enrolled patients with “angiographically proven coronary disease,” 

 
248 EX1001 (‘063 patent), claims 12, 33, and 44. 

249 EX1015 (Aday 2018), 1 (“Atherosclerosis is the central disease process 
underlying most instances of myocardial infarction (MI), ischemic stroke, and 
peripheral artery disease.”); EX1006 (COLCOT Protocol), 1 (“Atherosclerosis is 
the most common cause of myocardial infarction, stroke, and peripheral arterial 
disease.”). 

250 EX1007 (Nidorf), 2:35-36, 19:6-8, claims 1 and 22. 



106 
 

some of which also had past MI.251 

196. The acknowledgement in COLCOT Protocol that “[a]therosclerosis is 

the most common cause of myocardial infarction, stroke and peripheral arterial 

disease” also suggests treating MI patients with atherosclerotic coronary artery 

diseases.252  

197. For all the same reasons that I have already addressed, Nidorf’s success 

in reducing cardiovascular events in these patients would have provided a reasonable 

expectation that daily low dose colchicine treatment in patients with past MI and 

underlying atherosclerotic vascular disease, when initiated early within about 3 days 

of the MI, would reduce future cardiovascular risks. 

198. Claims 26, 39, and 49 further recite that “the patient is an adult 

human.”253 As I explained, Nidorf discloses that the LoDoCo trial enrolled patients 

“aged 35 to 85 years.”254 COLCOT Protocol similarly discloses that “[m]ales and 

females of at least 18 years of age” are included in the study.255 A skilled cardiologist 

would have understood that such specific patient populations would be adult human 

 
251 EX1007 (Nidorf), 18:32-33; EX1020 (Nidorf 2013), Table 1.  

252 EX1006 (COLCOT Protocol), 1. 

253 EX1001 (’063 patent), claims 26, 39, and 49.  

254 EX1007 (Nidorf), 18:33. 

255 EX1006 (COLCOT Protocol), 5. 
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patients, as required by claims 26, 39, and 49.  

199. For all the same reasons I have already addressed, Nidorf’s success in 

treating these adult human patients would have provided a reasonable expectation 

that daily low dose colchicine treatment in adult human patients with past MI, when 

initiated early within about 3 days of the MI, would reduce the risk of future 

cardiovascular events.  

d. “Initiation upon assessment” claims 13, 36, 46 

200. Claims 13, 36, and 46 add that “the administration of colchicine is 

initiated upon assessment in (a) an emergency department (ED), (b) the hospital, or 

(c) a medical office setting.”256  These additional requirements do not change my 

opinion that the method would have been obvious to a skilled cardiologist. 

201. First, as I explained for claims 1, 8, and 27, it would have been obvious 

to initiate treatment prior to discharge from the typically about 3-day post-MI 

hospitalization period.  This corresponds to the claimed “the administration of 

colchicine is initiated upon assessment in … (b) the hospital.”   

202. Second, Nidorf discloses that the LoDoCo study was supported by “the 

Heart Research Institute of Western Australia,” which was also a recognized hospital 

setting.257 Similarly, as I explained in Ground 2, COLCOT Protocol teaches the 

 
256 EX1001 (’063 patent), claims 13, 36, 46. 

257 EX1007 (Nidorf), 18:10-11. 
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“[l]ocation[]” of the study is at the “Montreal Heart Institute,” which was a well-

known hospital facility.258 COLCOT Protocol further teaches that the study requires 

an initial assessment by the “investigator” (all medical doctors) to determine if 

patient is a suitable candidate.259 Based on these disclosures, a skilled cardiologist 

would have understood that the assessment by an investigator would occur at a 

hospital (the study site), emergency department, or medical office setting, as recited 

by claims 13, 36, and 46.  

203. Finally, assessing the patients at a hospital, emergency department, or 

medical office setting would have been standard practice for a skilled cardiologist 

as of 2019. Indeed, these three venues are simply those where the skilled cardiologist 

would have ordinarily practiced.  

204. Thus, a skilled cardiologist would have been motivated to assess MI 

patients in a hospital, emergency department, or medical office setting and would 

have reasonably expected that the subsequent initiation of daily low dose colchicine 

treatment within about 3 days of the MI during the hospital stay would reduce a risk 

for future cardiovascular events such as stroke. 

e. Dose and frequency claims 17-25, 34-35, and 45 

 
258 EX1006 (COLCOT Protocol), 7. 

259 EX1006 (COLCOT Protocol), 5 (describing in exclusion criteria that “[p]atient 
is considered by the investigator, for any reason, to be unsuitable candidate for the 
study”). 
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205. Claims 17-25, 34-35, and 45 further recite administering colchicine at 

more specific doses and in more specific dosing frequencies.260 These additional 

dose and dosing frequency limitations still all cover administering 0.5 mg once daily 

colchicine that was disclosed in Nidorf and COLCOT Protocol. Thus, in my opinion, 

these claims still would have been obvious to a skilled cardiologist for all the same 

reasons as addressed for claims 1, 8, and 27 above. 

f. Tablet claims 14-16, 37-38, and 47-48 

206. Claims 14-16, 37-38, and 47-48 further recite using colchicine in tablet 

form, more specifically a coated-tablet, and more specifically a film-coated tablet 

form.261 These additional requirements do not change my opinion that the methods 

would have been obvious to a skilled cardiologist as it was common knowledge that 

colchicine was routinely formulated as film-coated tablets.  

207. Nidorf teaches that “[t]he active ingredient colchicine as well as its 

 
260 EX1001 (’063 patent), claim 17 (“the colchicine is administered at 0.3 to 0.7 
mg”), 18 (“the colchicine is administered at 0.4 to 0.6 mg”), 19 (“the colchicine is 
administered at 0.5 mg”), 20 (“the colchicine is administered at 0.5 mg”), 21 (“the 
colchicine is administered at 0.5 mg”), 22 (“the colchicine is administered at 0.5 
mg”), 24 (“the colchicine is administered once, twice or three times a day”), 25 
(“the colchicine is administered once per day”), 34 (“the colchicine is administered 
at 0.5 mg”), 35 (“the colchicine is administered once per day”), 45 (“the colchicine 
is administered once per day”).  

261 EX1001 (’063 patent), claim 14 (“the colchicine is in the form of a tablet”), 15 
(“the tablet is coated”), 16 (“the tablet is film-coated”), 37 (“the colchicine is in the 
form of a coated tablet”), 38 (“the tablet is film-coated”), 47 (“the colchicine is in 
the form of a coated tablet”), 48 (“the tablet is film-coated”). 
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tablet formulation is listed in various national and international pharmacopeias such 

as the United States Pharmacopeia (USP),” demonstrating the routineness of tablet 

formulations of colchicine even as of 2013.262 Nidorf further teaches that “[i]n all 

known indications, [colchicine] is generally administered orally as solid tablets in 

strengths of 0.5-0.6 mg/tablet (e.g. Europe and United States, respectively),” further 

affirming that the tablet limitations in the ’063 patent claims had been routine and 

obvious. 263  The 2015 USP lists commercial colchicine “tablets,” confirming 

Nidorf’s teachings.264 Similarly, COLCOT Protocol expressly teaches administering 

colchicine as “0.5 mg tablet.”265  

208. COLCRYS further discloses that colchicine could be administered 

effectively in the form of film-coated tablet.266 While the film-coated tablets of 

COLCRYS were 0.6 mg colchicine, using this same type of film-coated tablet 

dosage form with 0.5 mg colchicine would have been obvious to implement the 

methods of LoDoCo and COLCOT. Indeed, skilled cardiologists would have 

recognized advantages associated with film-coated colchicine tablets, including 

 
262 EX1007 (Nidorf), 6:26-29. 

263 EX1007 (Nidorf), 6:40-43.  

264 EX1036 (Colchicine USP), 4.  

265 EX1006 (COLCOT Protocol), 4. 

266 EX1016 (COLCRYS), 4.  
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improved appearance, taste, and ease of use by the patient.  

209. Thus, in view of the teachings of Nidorf, COLCOT Protocol, and 

COLCRYS, a skilled cardiologist would have been motivated to administer film-

coated colchicine tablets as a convenient means of treatment with which patients 

could easily comply, and would have expected success at least given the efficacy 

reported in Nidorf.   

g. “Within 4 to 7 days” claim 28  

210. Claims 28 narrows the “within about 30 days” period of claim 27 to a 

narrower “within 4 to 7 days.”267  In my opinion, this method also would have been 

obvious.  

211. First, as I explained for the “within about 3 days” limitation of claims 

1 and 8, it would have been obvious to a skilled cardiologist to select any post-PCI 

time point within the COLCOT Protocol 30-day range to start treating the target 

stabilized MI patients.268 And, as I discuss in Section VIII.C below, there is nothing 

unique or unexpected in initiating colchicine treatment within 4-7 days of the MI. 

212. Second, while there had been clear reasons to initiate treatment during 

the typical 3-day post-MI hospital period, it would have also been obvious to initiate 

 
267 EX1001 (’063 patent), claim 28 (“administering colchicine within 4 to 7 days of 
the MI”).  

268 EX1006 (COLCOT Protocol), 1, 5 (“INCLUSION CRITERIA… Patient must 
have suffered a documented acute myocardial infarction within the last 30 days”). 
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colchicine treatment shortly after discharge, e.g., within days 4-7 post-MI, during 

follow-up care if the treatment had not already been started during hospitalization. 

213. For example, ESC guidelines recommend that patients  

should have early post-discharge consultations with a 

cardiologist, primary care physician, or specialized nurse 

scheduled and be rapidly enrolled in a formal rehabilitation 

programme, either in-hospital or on an outpatient basis.269   

Consistent with my clinical practice experience, by 2019 a skilled cardiologist would 

understand that such an “early post-discharge consultations” would commonly occur 

with the 4-7 post MI window.   

214. Similarly, there was a well-publicized “See you in 7” program to ensure 

that post-MI patients receive follow-up care within 7 days post-discharge.270 The 

rationale for this program was that once the patients are discharged from hospitals, 

“[d]elayed outpatient follow-up after AMI results in worse short- and long-term 

medication adherence.” 271  

215. Based on the above and consistent with my own experience, a skilled 

cardiologist would have understood the importance of timely follow-up care, during 

 
269 EX1009 (ESC Guidelines), 24.  

270 EX1013 (Baker 2015), 1.  

271 EX1009 (ESC Guidelines), 30.  
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which the cardiologist can evaluate the patient’s condition and provide needed 

medical care, including initiating secondary prevention therapy. For post-MI 

patients who did not initiate secondary prevention treatment during the typical 3-day 

hospital stay period, a skilled cardiologist would have been motivated to initiate the 

treatment during the closely monitored early post-discharge time period.  

216. Finally, a skilled cardiologist would have reasonably expected that 

daily low dose colchicine treatment in patients with past MI, when initiated during 

an early post-discharge period of 4 to 7 days, would reduce the risk of stroke for all 

the same reasons as addressed for claims 1, 8, and 27. 

B. Claims 1-26, 28, and 40-50 Would Have Been Obvious Over 
Bouabdallaoui in View of COLCRYS 

217. As I explained above in Section VII.A, Bouabdallaoui is prior art to 

claims 1-13, 17-26, 28, 40-46, 49, and 50 and discloses every limitation in those 

claims. These claims would have been obvious over the teachings of Bouabdallaoui 

for the same reasons as I already explained.  

218. Claims 14-16, 47, and 48 further recite administering colchicine in a 

tablet, more specifically coated tablet or film-coated tablet form. A skilled 

cardiologist would have been motivated to follow Bouabdallaoui’s method of 

initiating treatment within about 3 days or within about 4-7 days using film-coated 

colchicine tablets as taught by COLCRYS. As I explained in Section VIII.A.3.f 

COLCRYS’s disclosure of colchicine “film-coated” tablets for oral administration 
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as well as the known advantages of film-coated tablets would have motivated skilled 

cardiologists to administer colchicine in a film-coated tablet form as recited in those 

claims with a reasonable expectation of success.     

219. Thus, in my opinion, claims 1-26, 28, and 40-50 would have been 

obvious over Bouabdallaoui in view of COLCRYS. 

C. The post hoc COLCOT TTI data do not show any 
unexpected results 

220. While the main findings of COLCOT are undoubtedly of clinical 

importance for its confirmation of colchicine’s effectiveness in cardiovascular 

diseases in a large-scale placebo-controlled clinical study, it is also my opinion that 

the post hoc COLCOT “Time-to-Treatment Initiation” (TTI) data in the ’063 patent 

(previously published in Bouabdallaoui272) are not surprising and do not show any 

unique effect for initiating treatment within 0-3 days of an MI event.273 As I will 

discuss, for several reasons the TTI data is not sufficient to make between-group 

comparisons or conclusions as to relative superiority of one time period over another. 

In particular, in the ‘063 patent as well as in the anticipatory publication from 

 
272 EX1005 (Bouabdallaoui), Table 3.  

273 There is also nothing unexpected or surprising for claims 1-26 and 40-50 that 
recite treatment initiation periods different from “within about 30 days of an MI” 
since these claims are not supported in the provisional applications (see Section 
VI.C) and the post hoc COLCOT data were already published in Bouabdallaoui. 
(e.g, EX1005 (Bouabdallaoui), Table 3). 
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Bouabdallaoui, no statistically significant difference is demonstrated between 

various clinical outcomes in the time frames of 0 to 3 days, 4 to 7 days, and greater 

than 8 days that were selected by the authors for analysis on a post-hoc basis, nor do 

the authors present the most basic interaction analyses that would be required to 

make such claims. Indeed, the post hoc COLCOT TTI analysis does not include any 

statistical between-group comparisons.  

221. The ’063 patent also does not show any unexpected reduction in a risk 

of stroke by initiating colchicine treatment within 30 days of the MI, as stated in 

claim 27.  Instead, the reported effect on stroke reduction of 1.6% to 0.4% with a 

hazard ratio of 0.25 is nearly the same as the stroke reduction of 0.7% to 0.2% with 

a hazard ratio of 0.23 reported in LoDoCo.274  

222. Thus, in my opinion, the ’063 patent does not show unexpected 

superiority of initiating treatment within 0-3 days of the MI. Nor does the patent 

demonstrate improved reduction of stroke risk by initiating colchicine treatment 

within 30 days of the MI compared to the prior art LoDoCo trial.  

1. The post hoc COLCOT TTI data 

223. The post hoc COLCOT TTI results are provided in Tables 3-7 and 

Figures 2-3 of the ’063 patent.275  They are described as showing:  

 
274 Compare EX1001 (’063 patent), Table 10 with EX1020 (Nidorf 2013), Table 3.  

275 EX1001 (’063 patent), 11:24-18:43. 
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• “A primary endpoint event occurred in 4.3% of patients in the 
colchicine group, as compared to 8.3% of those in the placebo 
group when TTI was between days 0 and 3 (N=1193, HR=0.52, 
95% CI 0.32-0.84, p=0.007, FIG. 3A). Corresponding rates were 
6.0 and 5.9% when TTI was between days 4 and 7 (N=720) and 
5.7 and 7.1% when TTI was on day 8 or after (N=2748), but these 
differences between groups did not reach statistical 
significance.”276  
 

• “This TTI analysis of COLCOT shows that early initiation of 
low-dose colchicine within the first 3 days after MI is associated 
with a reduction of 48% in the risk of the primary endpoint 
consisting of a composite of CV death, resuscitated cardiac arrest, 
MI, stroke, or urgent hospitalization for angina requiring 
coronary revascularization, in comparison with placebo. This 
result was due to a lower incidence of MIs, strokes and urgent 
hospitalizations for angina leading to coronary revascularization. 
The secondary efficacy endpoint consisting of a composite of CV 
death, resuscitated cardiac arrest, MI or stroke was also 
significantly reduced by 45% with early initiation of low-dose 
colchicine. The benefits were more marked when treatment was 
initiated within the first 3 days after MI, as compared to between 
days 4 and 30, supporting the strategy of in-hospital initiation of 
colchicine in order to improve CV outcomes post-MI.”277 

224. Figure 2 in the ’063 patent, reproduced below, is described as “a graph 

of the association between the time-to-treatment initiation and the adjusted hazard 

ratio (solid line) with the 95% confidence intervals of the adjusted hazard ratio 

(dashed line)”278 and as showing “[t]he effects of colchicine on the primary endpoint 

 
276 EX1001 (’063 patent), 11:27-34, 12:24-25.  

277 EX1001 (’063 patent), 17:25-40. 

278 EX1001 (’063 patent), 6:47-51. 
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according to TTI….”279 

 

2. Initiating treatment “within about 3 days of the MI” 
is not necessary for efficacy and does not show any 
unique results 

225. It is my opinion that these post hoc COLCOT TTI subgroup data do not 

provide any convincing evidence that time of initiation of low dose colchicine is an 

important determinant of clinical benefit. Rather, my reading of these data and that 

of the field as a whole indicates that the benefits of low dose colchicine are of similar 

magnitude and persist over very long treatment periods, irrespective of timing of a 

prior acute coronary syndrome (ACS). In other words, the patent data does not 

 
279 EX1001 (’063 patent), 11:26-27. 
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establish differences (beyond chance) between the TTI subgroups. 

226. First, in the ‘063 patent as well as in the anticipatory publication from 

Bouabdallaoui, no statistically significant difference is demonstrated between 

various clinical outcomes in the time frames of 0 to 3 days, 4 to 7 days, and greater 

than 8 days that were selected by the authors for analysis on a post-hoc basis, nor do 

the authors present the most basic interaction analyses that would be required to 

make such claims.  

227. Second, the post-hoc subgroup analyses of Bouabdallaoui requires 

cardiovascular readers to accept the improbable biologic notion that colchicine 0.5 

mg treatment initiated at days 2 to 3 is “beneficial” whereas the same treatment 

initiated between days 4 and 7 is “not beneficial”, yet then becomes “beneficial again” 

when started after 8 days, even though in all cases the drug was to be continued as 

therapy over a period of several years, and the vast majority of clinical events 

avoided in comparison to those allocated to placebo occurred well after the 30-day 

initiation period had ended. This kind of non-biologic data analysis is an example of 

why post hoc subgroup analyses cannot be relied upon, particularly when the 

treatment of interest is designed to be given as a long-term chronic therapy as is 

clearly the case for colchicine. The further fact that there is no statistical difference 

demonstrated across these various post-hoc time points is an important issue as 

reliance on this kind of post hoc subgroup analysis has long been frowned upon in 
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the interpretation of clinical trials, ever since the observation was made over 30 years 

ago in the ISIS-2 trial that aspirin, an extremely effective drug for treatment of acute 

coronary ischemia (with an overall P-value < 0.000001) was nonetheless found to 

be “ineffective” among those born under the zodiac signs of Libra or Gemini, an 

obvious biologic fallacy.280   

228. Third, even if one accepts the notion that subgroup data can be 

informative, the data from the ‘063 patent as well as in the anticipatory publication 

from Bouabdallaoui still do not support this idea. For example, while the authors 

seek to convince readers without a test for statistical significance between groups 

that initiation of treatment in the 0 to 3 day time window is “superior” to initiating 

therapy in other time windows, their own data in Figure 2 above shows the 

magnitude of benefit was just as large when colchicine was started much later within 

the 30-day window as compared to 0 to 3 days.  

229. Fourth, data regarding the benefits of low dose colchicine on stroke are 

informative in this discussion. As described above in the sections on anticipation and 

shown in the ’063 patent itself, in the initial LoDoCo trial published in 2013, a hazard 

ratio of 0.23 was reported for stroke after initiation of colchicine which is fully 

consistent with the benefits found for stroke in the COLCOT trial data presented in 

 
280 EX1027 (ISIS-2 1988), 9. 
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2019.281 In other words, the ’063 patent does not show any unexpected superiority 

in reducing stroke risks by initiating treatment within a 30 day window compared to 

the prior art LoDoCo trial that initiated treatment much later in time.   

 

 

230. These same stroke data, however, further argue against the suggestion 

that time to treatment matters since, as shown below, within Bouabdallaoui et al, the 

reported hazard ratios for stroke are 0.21 for the 0 to 3 day time period, 0.28 for the 

4 to 7 day time period, and 0.19 for the 8 to 30 day time period.282 Not only are all 

of these hazard ratios fully consistent with the previously reported reduction in 

stroke observed in the initial 2013 LoDoCo trial, they demonstrate yet again no 

 
281 EX1001 (’063 patent), Table 10 (partial Table 10 with added highlights).   

282 EX1005 (Bouabdallaoui), Table 3 (highlights added).  
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difference whatsoever by time to treatment. In other words, the data does not show 

that initiating treatment within 3 days of the MI achieved unexpectedly enhanced 

stroke reduction compared to initiating treatment anytime later than 3 days.  

 

231. Fifth, neither in the original LoDoCo trial from 2013, nor in the 

affirming COLCOT or LoDoCo2 trials, has there been any evidence of a difference 

in benefit across periods of time.  

232. Sixth, in contrast to the stable phase at roughly days 2 and 3 following 

MI when patients are getting ready for hospital discharge to home, it has not been 

shown even today as to whether colchicine is clinically effective in reducing 

secondary cardiovascular events in the immediate hours following acute MI, an 

unstable and dangerous time period when biologic processes related to coronary 
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reperfusion and restoration of oxygen flow are dominate. Even today, giving 

colchicine immediately are unknown and several clinical trials are ongoing which 

will address whether the potential benefits of an immediate treatment approach. And 

the ’063 patent does not show any data supporting that initiation treatment within 1 

day of the MI (in its claimed “within about 3 days” range) achieved reduction of any 

cardiovascular event risk, much less unexpected superior benefit compared to 

initiating treatment after 3 days of the MI.283 This is another reason why the patent 

data do not show anything unexpected or superior about initiating treatment “within 

about 3 days of the MI.”  

233. Thus, while it is my opinion that the primary results of the confirmatory 

COLCOT trial are informative and important for patient care, it is also my opinion 

that the secondary post-hoc analyses of Bouabdallaoui et al do not show any 

unexpected results or superiority for initiating colchicine treatment within about 3 

days of an MI. 

234. My opinion is not an isolated one but is consistent with that of many 

other experts in the field. As one example, the post hoc COLCOT TTI data have also 

been carefully addressed by Dr. Aernoud Fiolet and his senior mentor Dr. Jan Hein 

Cornel, a well-known and well-respected expert in cardiovascular disease 

 
283 See EX1001 (’063 patent), Table 1.  
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treatment.284  Drs. Fiolet and Cornel’s observations of the COLCOT post hoc data, 

which I discuss further below, are consistent with my own opinions.  

235. First, Drs. Fiolet and Cornel also note that the TTI data is a post hoc 

analysis based on later identified (i.e., not pre-specified) patient COLCOT 

subgroups. What this means is that the newly defined subgroups may not be 

sufficiently randomized, which undermines between-group comparisons and 

conclusions as to relative superiority. Drs. Fiolet and Cornel pointed this out, noting 

that “[a]n important caveat in the interpretation of this finding is that not all 

unequally distributed characteristics were used in adjustment of these estimators.”285 

For example, as shown in Table 2 below (highlights added), patients in the TTI 0-3 

group started with a lower history of hypertension number, MI number, and stroke 

or TIA number as compared to the TTI 4-7 day and TTI ≥8 day patient groups.286 

Consequently, patients in the TTI 0-3 day subgroup would be potentially less prone 

to developing post-MI cardiovascular events independent of colchicine treatment 

effects. The patient number in the TTI ≥8 day treatment group is also more than 2-

fold that of the TTI 0-3 day treatment group (1193 v. 2748), bringing in additional 

 
284 EX1012 (Fiolet 2021), 5-6. 

285 EX1012 (Fiolet 2021), 6. 

286 EX1001 (’063 patent), Table 2. 
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potential size effect artifact.287  

 

236. Second, as shown below in Table 3 of the patent (highlights added), the 

data for multiple cardiovascular events (e.g., resuscitated cardio arrest and stroke) 

are from single-digit numbers of patients and not statistically significant over the 

placebo. 288  This again undermines making any between-group comparisons or 

conclusions as to relative superiority. 

 
287 EX1001 (’063 patent), Table 2. 

288 EX1001 (’063 patent), Table 3 (highlights added).  
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237. Specifically, as the highlights above show, for the resuscitated cardio 

arrest endpoint, each of the TTI groups only contain one or two colchicine-treated 

patients and one to three placebo-treated patients. Unsurprisingly given the small 

number of events, the variations of hazard ratios broad and P values calculated for 

this endpoint are not statistically significant.   

238. More specifically, for patients with a TTI of 0-3 days, the variation of 

hazard ratio for resuscitated cardiac arrest is in a wide range of 0.03 to 3.20, and the 

high P value of 0.340 is not statistically significant.289 The data for the stroke 

 
289EX1001 (’063 patent), Table 3. 
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endpoint are similar.290 One patient receiving colchicine treatment is included in this 

data group, and the hazard ratio range is from 0.02 to 1.81 with a P value of 0.156. 

Consequently, one cannot conclude that the effects in the 0-3 day group are or are 

not different from the other groups.   

239. Thus, at least for claims 10 and 50 that specifically require reducing 

risks of stroke or resuscitated cardio arrest, respectively, the ’063 patent does not 

establish any actual difference or provide unexpected results to support their 

nonobviousness.  

240. Third, the post hoc TTI data does not include analyses showing 

statistical significance between primary endpoint data for TTI 0-3 days and TTI 4-

30 days or otherwise demonstrate that colchicine’s clinical benefit is unique to or 

could only be achieved by treatment initiated within about 3 days. Instead, the patent 

data shows that there are not statistically significant differences between the groups 

with respect to the primary endpoint.   

241. More specifically, the primary composite endpoint for patients with 

TTI 0-3 days has a hazard ratio range that overlaps with those of the patients with 

TTI 4-7 days and 8-30 days.291 For each individual cardiovascular event in Table 3, 

 
290 EX1001 (’063 patent), Table 3. 

291 EX1001 (’063 patent), Table 3.  
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the large hazard ratio ranges for each TTI group substantially overlap with each other, 

many of which have high P values.292 This type of data are insufficient to support a 

conclusion that initiating colchicine treatment within 3 days in the COLCOT study 

achieved superiority over other treatment initiation periods. Drs. Fiolet and Cornel 

similarly noted that “[t]he authors of [Bouabdallaoui] did not report whether the 

differences in observed effect size between strata were statistically significant.”293  

242. Finally, even accepting the post hoc COLCOT TTI results as they are 

presented, Drs. Fiolet and Cornel also note that the Figure 2 graph shows an apparent 

parabolic effect for treatments initiated early and late in the overall 30-day window. 

What this means is that initiating treatment within 0-3 days does not provide any 

different result or benefit relative to initiating treatment late in the 30-day window, 

e.g., by around day 27 during the last three days of the window. 

243. Indeed, as shown by Figure 2 of the patent, instead of achieving 

superior adjusted HRs (hazard ratios) over all TTI 4-30 days patients, the HRs of 

TTI 0-3 days patients are almost at the same level as those for TTI 27-30 days.294 

 
292 EX1001 (’063 patent), Table 3. 

293 EX1012 (Fiolet 2021), 6. 

294 EX1001 (’063 patent), Fig. 2.  
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244. As Drs. Fiolet and Cornel concluded, “whether this parabolic relation 

of treatment initiation and effect size—with greater effect size seen in both very 

early (<3 days) and very late (>21 days) treatment initiation—reflects separate 

biologic mechanisms of the drug or is a play of chance cannot be distinguished from 

these data.”295  

245. Based on their independent analysis, Drs. Fiolet and Cornel conclude 

that “[t]he effect of colchicine persists throughout prolonged treatment, irrespective 

of timing of a prior acute coronary syndrome (ACS)” and that “the play of chance 

 
295 EX1012 (Fiolet 2021), 6 (emphasis added). 
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cannot be distinguished from these data.”296 Thus, like myself, Drs. Fiolet and 

Cornel also agree that in the absence of a plausible biological mechanism, a skilled 

cardiologist would interpret this parabolic data as reflecting an artifact of the post 

hoc analysis rather than an actual treatment effect.  

3. The Patent Data Do Not Support the Claim Scope  

246. The ’063 patent includes claims with three different treatment initiation 

periods: (1) “within about 3 days of the MI” (e.g., claims 1, 8), (2) “within 4 to 7 

days of the MI” (claim 28), and (3) “within about 30 days of an MI” (e.g., claim 27).  

In addition to my opinions above regarding the 0-3 day period, the COLCOT post 

hoc TTI data is not described as showing, and in my opinion does not show, 

unexpected benefits or unique effects the latter initiation time periods of claims 27 

and 28.  

247. I noted that even the ’063 patent itself recognizes that its post hoc TTI 

data for the primary end point “did not reach statistical significance” for either days 

4-7 or day 8 and after297 and that the effects on the secondary endpoint “were more 

marked when treatment was initiated within the first 3 days after MI, as compared 

to between days 4 and 30, supporting the strategy of in-hospital initiation of 

 
296 EX1012 (Fiolet 2021), 6 

297 EX1001 (’063 patent), 11:31-12:26. 
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colchicine in order to improve CV outcomes post-MI.”298  

248. Thus, the data from the post hoc TTI analysis as described in the ’063 

patent does show any unexpected benefit or unique effect when treatment is initiated 

on day 4 or later post-MI.  

IX. CONCLUSION 

249. I declare that all statements made herein of my knowledge are true, and 

that all statements made on information and belief are believed to be true. I further 

declare that all statements made herein were made with the knowledge that willful 

false statements and the like are punishable by fine or imprisonment or both, under 

Section 1001 of Title 18 of the United States Code. 

 

Date:  June 14, 2023     By:  
                   Paul Ridker, MD, MPH 

 
298 EX1001 (’063 patent), 17:36-40. 
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1992- Attending  Cardiolog is t, Echocard iography Unit, Brigham  and  Wom en’s  Hosp ita l, 
Bos ton, MA 

2011- Consu lting S taff, Dana Farber Cancer Institu te , Bos ton, MA 
 

Majo r Adm in is t ra t ive  Responsibilities : 

1992-97 Directo r o f Clin ical Tria ls, Divis ion o f Preven tive  Med icine , Brigham  and Wom en’s 
Hospita l Bos ton , MA 

1994-97 Co-Directo r, Card iovascular Research, Divis ion o f Preven tive  Med icine, Brigham  
and  Wom en’s  Hosp ita l, Bos ton, MA 

1997-02 Co-Directo r, Blood  Stud ies , Divis ion o f Preven tive  Med icine , Brigham  and  
Wom en’s  Hospita l, Bos ton , MA 

1997-03 Directo r, Card iovascular Research, Divis ion o f Preven tive  Medicine , Brigham  and  
Wom en’s  Hospita l, Bos ton , MA 

1997-04 Chairm an , PREVENT Tria l, NHLBI 
1999- Program  Directo r, Card iovascu lar Epidem io logy Train ing  Program , NHLBI/NRSA 
1999-2001 Chairm an , PRINCE Trial 
2000-08 Co-Directo r, Leducq  Cen ter fo r Molecular and  Genetic Epidem io logy o f 

Card iovascu lar Disease , Brigham  and  Wom en’s  Hosp ita l 
2000- Directo r, Cen ter fo r Cardiovascu lar Disease  Preven tion, Brigham  and Wom en’s 

Hospita l 
2003-10 Co-Directo r, Donald W. Reyno lds  Cen ter fo r Cardiovascu lar Research , Harvard  

Med ical School  
2003-07 Chairm an , ValMARC Trial 
2004-10 Chairm an , J UPITER Tria l 
2007- Directo r, Wom en’s  Genom e Health  S tudy (WGHS) 
2007-10 Chairm an , LANCET Tria l 
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2009-2015 Chairm an , J UPITER Genom e Wide Associa tion  Study 
2011-18 Chairm an , CANTOS Tria l 
2011-20 Chairm an , Cardiovascu lar In flam m ation Reduction  Tria l (CIRT), NHLBI 
2013-2018 Co-Chair, Executive  Com m ittee , SPIRE tria ls 
2015- Co-Chair, PROMINENT Tria l 
2016- Execu tive Directo r, BWH Cen ter fo r Com m unity Wellness 
2020- Chairm an , ACTIV-4B COVID-19 Outpatien t Throm bos is  Prevnetin  Tria l (NHLBI, 

Operatio in  Warp  Speed) 
2021- Co-Chair, S teeering  Com m ittee , Ziltivekim ab  Card iovascu lar Ou tcom es  Study 

(ZEUS) 
 

Majo r Com m it tee  Assignm ents : 

1990-96 S teering Com m ittee , In ternational S tud ies o f In farct Survival (ISIS),  
Oxfo rd, Eng land 

1992- S teering Com m ittee , Wom en’s  Health  S tudy (WHS), Bos ton , MA 
1993-95 Steering Com m ittee , Am erican S tudies  o f In farct Survival (ASIS), Bos ton , MA 
1993-00 Steering Com m ittee , Wom en’s  An tioxidan t Card iovascu lar Tria l (WACS),  

Bos ton, MA 
1994-04 Council on Throm bosis , Am erican  Heart Associa tion 
1994- Council on Ep idem iology and Preven tion , Am erican Heart Associa tion 
1995-99 Endpo in ts  Com m ittee , ACHIEVE Tria l, Ph iladelph ia , PA 
1996-99 Card iology Adviso ry Board , Owen  Health  Care 
1997-00 Board  o f Directo rs, Cen tra l Bos ton Divis ion, Am erican  Heart Associa tion 
1997-99 Medical Adviso ry Council, Alcoho lic Beverage Medical Research Foundation 
1997-04 Chairm an , S teering  Com m ittee , PREVENT Tria l, Boston, MA 
1998-03 Ad  Hoc Reviewer, Clinical Tria ls  Review Com m ittee , National Heart, Lung , and  

Blood Ins titu te 
1998-02 Am erican Heart Associa tion, Com m ittee  on Card iovascu lar Preven tion 
1999-01 Adviso ry Com m ittee , In ternational Socie ty on  Throm bos is  and  Haem ostasis 
1999-01 In ternational Adviso ry Com m ittee , Fib rinogen & In flam m ation , Paris, France 
1999-02 Am erican Heart Associa tion, Lia ison  fo r Popu lation Biology 
1999-2001 Chairm an , S teering  Com m ittee , PRINCE tria l, Bos ton , MA 
1999-01 Reviewer, Specia l Em phasis  Panel on  In flam m ation, National Heart, Lung , and   

Blood Ins titu te , Bethesda, MD 
1999-04 Am erican Heart Associa tion, Card iovascular Ep idem io logy, Council  
2000-04 Genetics  Adviso ry Panel, Harvard  Medical Schoo l 
2000-04 S teering Com m ittee , High  Throughpu t Geno typ ing Cen ter, Brigham  and  Wom en’s  

Hospita l 
2000-04 Operations Com m ittee , Tissue and Blood  Repos ito ry, Brigham  and Wom en’s  

Hospita l 
2000-05 Adviso ry Board to  the  Office o f Corporate  Sponsored  Research and  Licensing , 

Partners  HealthCare   
2001-05 Associa te Ed ito r, Sem inars  in Vascu lar Medicine 
2001-06 J o in t S teering Com m ittee, Partners  HealthCare/ Millenn ium  Pharm aceu tica ls  

Co llaborative  
2001-06 Reviewer, Med ical Council, Doris  Duke Charitable  Foundation 
2001-04 Adviso r, National Health  Lung and  Blood  Ins titu te, Specia lized  Cen ters  o f 

Clin ically Orien ted  Research  (SCCOR) 
2002-07 Leadersh ip Com m ittee , Council on  Ep idem io logy and Preven tion , Am erican  Heart 

Associa tion 
2003-07 Data  and  Safety Monito ring Board, HOST Tria l, US Veterans  Adm in istra tion 
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2003-11 Chairm an  and Principal Inves tigato r, J UPITER Tria l 
2003-09 Scien tific Board , S tanley J  Sarnoff Endowm ent fo r Card iovascu lar Science 
2003-07 Chairm an , Valsartan-Manag ing  Blood Pressu re  Aggress ively and  Evaluating  

Reduction  in CRP Tria l (Val-MARC) 
2006-10 Chairm an , S teering  Com m ittee , LANCET Study 
2006-2010 Execu tive Adviso ry Board , Harvard  Ins titu te fo r Global Health  (HIGH) 
2006-2013 Pharm acogenetics  and  Risk o f Cardiovascu lar Disease  Network (PARC), NHLBI 
2006-2017 Board  o f External Adviso rs (BEE), National Heart Lung and Blood Ins titu te 
2008- Chairm an , S teering  Com m ittee , J UPITER GWAS 
2011-2015 Reviewer, NHLBI Extram ural Loan  Repaym ent Program  (LRP) 
2011- Chairm an , S teering  Com m ittee , CANTOS Study 
2011-2016 Chairm an , Genetics In fo rm atics  Tria l (GIFT) Data  Safety Monito ring  Board  

(DSMB), NHLBI 
2011- Chairm an , S teering  Com m ittee , Cardiovascu lar In flam m ation  Reduction Trial 

(CIRT), NHLBI 
2012-2016 Data  and  Safetly Monito ring  Board , ACELERATE 
2012-2015 Co-Chair, NHLBI HIV/AIDS CVD Working  Group / Workshop, Bethesda, MD 
2012-2016 NHLBI Science Moving  towards Resaerch Tranlsa tion  and  Therapy (SMARTT) 

Review Panel, Bethesda, MD 
2013-2014 NHLBI Specia l Em phas is Panel, NHLBI Ins titutional Training  SEP, Bethesda, MD 
2013 J o in t Review Panel, Med ical Research  Council (MRC), British  Heart Foundation  

(BHF), United Kingdom  Cancer Research , Oxfo rd  Eng land 
2013 Com m ittee  on  Publications  (New England J ournal of Med icine), Massachusetts 

Med ical Socie ty, Bos ton , MA 
2013- Execu tive Com m ittee , STRENGTH 
2013-2018 Co-Chair, Executive  Com m ittee , S tud ies o f PCSK9 Inhibition and  the  Reduction  o f 

vascu lar Even ts (SPIRE) 
2014- Execu tive Com m ittee , AEGIS 
2015-2017 Co-Chair, NHLBAC Working  Group  on  Clinical Tria ls 
2015-2017 Co-Chair, NHLBI Working Group  on HIV and  Cardiovascu lar Disease  
2017 USFDA Cardio renal Adviso ry Panel 
2017 Mem ber, Peter Munk Scien tific Adviso ry Board, UHN Toron to , Canada 
2018 British  Heart Foundation  Review Panel, Un iversity of Oxford , Un ited  Kingdom  

Pro fessional Socie t ies : 

1985-91 Peabody Socie ty, Harvard  Medical School, Bos ton , MA 
1992- Am erican College of Physicians 
1993- Am erican College of Cardiology (FACC) 
1993-  Am erican Heart Associa tion 
1994-04 In ternational Socie ty o f Throm bos is and Hem ostasis  
1994-04 North  Am erican Antith rom botic Consortium  
1995- Am erican Federation  o f Clinical Research 
1999- Am erican Socie ty fo r Clin ical Inves tigation (ASCI) 
1999-02 Am erican Associa tion  fo r the  Advancem en t o f Science 
2000-05 New York Academ y o f Sciences 
2000-05 Am erican Ep idem iolog ical Socie ty (AES) 
2002- Am erican Associa tion  of Physicians  (AAP) 
2004-09 National Lip id  Associa tion  (NLA) 
2005- Am erican Heart Associa tion (Fellow, FAHA) 
2011- Associa tion  o f Un ivers ity Card io logis ts (AUC) 
2012- Am erican Clinical and Clim atolog ical Associa tion 
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Edito ria l Boards : 

1995-05 J ournal o f Throm bosis  and Throm bolysis 
1997-02 Am erican J ournal o f Med icine 
1998-06 Circula tion 
1999-09 Preven tive  Cardiology 
1999-09 Harvard  Heart Letter 
2000-05 Curren t Con tro lled Trials  in Cardiovascu lar Medicine 
2000-05 Am erican J ournal o f Pharm acoGenom ics 
2001-04 J ournal o f the  Am erican College of Cardiology 
2001-03 Sem inars  in  Vascular Med icine (Associa te  Edito r) 
2001-05 Korean  J ournal o f Card iovascular Diseases 
2001-06 Circula tion  (Consu lting  Edito r) 
2003-09 Am erican Heart Hosp ital J ou rnal 
2003-11 Metabo lic Syndrom e and Rela ted  Diso rders 
2004-09 Diabetes  & Vascu lar Disease  Research 
2006-11 European Heart J ou rnal 
2013-19 Circula tion  Research  (Associa te  Edito r) 

Selected  Aw ards, Nam ed  Lectu res , and  Honors : 

1980 Phi Beta  Kappa, Brown Univers ity, Providence, RI 
1981 Sigm a Xi Science Honors , Brown Univers ity, Providence, RI 
1981 Magna Cum  laude, Brown Univers ity, Providence, RI 
1982 National Ins titu tes o f Health S tuden t Research  Award , Bethesda, MD 
1984 Som a Weiss  Research Award, Harvard  Medical School, Bos ton , MA 
1984-85 Sincla ir-Kennedy Fellowsh ip , Harvard  Univers ity, Bos ton , MA 
1990-92 National Heart, Lung , and Blood Ins titu te  Trainee Award  in  Card iovascular 

Epidem io logy (National Research  Service Award) 
1992-94 Merck Academ ic Developm ent Pos tdocto ral Fellowsh ip  Award, Rahway, NJ  
1992-97 Clin ician  Scien tis t Award, Am erican Heart Associa tion, Dallas , TX 
1993 Elected Fellow, Am erican Co llege o f Cardiology (FACC) 
1997-99 Sm ithKline  Beecham  Facu lty Developm ent Award 
1997-02 Es tablished Inves tigato r Award , Am erican  Heart Associa tion 
1999 Elected Mem ber, Am erican Socie ty o f Clin ical Investigation  (ASCI) 
2000 Elected Mem ber, Am erican Ep idem iolog ical Socie ty (AES) 
2000 Linus  Pau ling  Lectu re  and  2000 Preven tion  Award , Am erican College fo r 

Advancem en t in Med icine (ACAM) 
2000 Doris  Duke Dis tingu ished Clinical Scien tis t Award 
2001 Honorary Lectu re  on  Popu lation Sciences, European  Socie ty o f Card io logy,  

S tockholm , Sweden 
2001 “Am erica’s  Bes t, Science and Medicine” , TIME, Augus t 2001 
2001 Consu lting Ed ito r, Circu la tion, Am erican Heart Associa tion, Dallas , TX 
2001 Elected Fellow, Council on  Arterioscleros is, Throm bos is, and Vascular Biology, 

Am erican Heart Associa tion, Dallas  TX  (FAHA) 
2002 Elected Mem ber, Associa tion  o f Am erican  Physicians  (AAP) 
2003 Eugene Braunwald Pro fesso r o f Med icine, Harvard  Medical School 
2003-07 Reyno lds Inves tigato r, Donald W. Reyno lds Foundation , Las  Vegas, NV 
2004 Top  30 Teachers  Award , Am erican  Co llege o f Card io logy 
2004 J am es  Herrick Lectu re , Am erican Heart Associa tion , Chicago  IL 
2004 “The Tim e 100”, TIME, April 2004 
2005 A. E. Diam ond  Lectu resh ip , Un ivers ity o f Toron to , Toronto, Canada 
2005- Harvard  Schoo l of Pub lic Health  2005 Alum ni Award  o f Merit, Bos ton , MA 
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2005- National Ins titu tes o f Health, NIH Directo r’s  Astu te  Clin ician  Award , Bethesda, MD 
2007- Dis tingu ished Fellow, In ternational Atherosclerosis  Socie ty, Milan , IT  
2007-18 Board  o f External Adviso rs (BEE), National Heart Lung and Blood Ins titu te 
2008 Populations Science Lectu reship, J apan  Atheroscleros is Socie ty 
2009 Docto rem  Honoris  Causa , Un ivers ity of Utrech t 
2009 Calab res i Lectu re , Yale  Univers ity 
2009 Dan iel D. Savage Mem oria l Science Award, Associa tion  o f Black Card io logis ts 
2009 Outstand ing  Achievem en t Award , In ternational Socie ty Atheroscleros is 
2009 Honoree , The VF Socie ty, New York, NY  
2009 XXVII Leccion  Mem oria l Lectu re , Fundacion  Fernandez-Cruz, Madrid , Spain 
2009 Doctorem Honoris Causa, Universidad Abierta Interamericana, Argentina 
2010 Lectu ra  Mag is tra le, Perugia , Ita ly 
2011 Elected Mem ber AUC 
2012 Elected Mem ber, Am erican Clinical and  Clim atolog ical Associa tion 
2013 Landm ark Dis tinguished  Scien tis t Lectu re , Toron to, Canada  
2013 Lin ton  Dis tinguished  Lectu re , New Eng land Socie ty fo r Vascu lar Surgery  
2013 Dis tingu ished Scien tis t Award , Am ercan Heart Associa tion 
2015 Mikam o Lectu re , 79th Annual Scien tifc Meeting  o f the  J apanese  Circula tion 

Socie ty, Osaka J apan 
2017 Keenan  Lectu re , Univers ity o f Toron to , Toron to  Canada 
2017 Robert J . Burns Mem oria l Lectu re , Canadian Cardiovascu lar Socie ty, Canad ian  

Socie ty o f Card iovascu lar Nuclear and  CT Im ag ing, Vancouver, Canada 
2018 Dis tingu ished Biom ed ical Scho lar Award  Lectu re, Un ivers ity o f Iowa, IO 
2018 Dis tingu ished Lectu re , ATVB, San  Francisco , CA 
2018 Dis tingu ished Scien tis t Lectu re , Am erican Heart Associa tion , Chicago  IL 
2018 Agepha Card iovascu lar Research Award, Vienna, Aus tria 
2019 Eugene Braunwald Keyno te  Lectu re , Am erican College o f Cardiology, New 

Orleans 
2019 Attilio  Maseri Lectu re , ATBV Spring  Meetings , Trieste  Ita ly 
2019 Pau l Dud ley White  Keyno te  Lectu re , Am erican  Co llege o f Cardiology, New York, 

NY 
2019 Keyno te  Lectu re , European  Atheroscleros is Socie ty, Maas trich t 
2020 Elected Mem ber, National Academ y o f Medicne (NAM) 
2020 R.T. Hall Lecutereshp, CSANZ Austra lia 
2020 J oseph Stokes  Life tim e Ach ievem en t Award , Am erican  Socie ty fo r Preven tive  

Card iology 

 

Part  II:  Research , Teach ing, and  Clin ical Con tribu t ions: 

A. Narrat ive  Report  Research  Act ivit ies 

Dr. Paul M Ridker is the  Eugene Braunwald Professo r o f Med icine  a t the  Harvard  Medical School 
and  Directo r o f the  Cen ter fo r Cardiovascu lar Disease  Preven tion a t the  Brigham  and Wom en’s 
Hospita l in Bos ton , MA. Dr. Ridker additionally serves  as  Pro fesso r o f Pub lic Health  a t the  T.C. 
Chan Harvard  Schoo l o f Public Health in  Bos ton, MA. A board-certified  in ternis t and  cardiolog ist, 
Dr. Ridker has  jo in t appo in tm en ts in  the  Divis ion of Card iovascu lar Diseases  and the  Division  o f 
Preven tive  Medicine , both a t the  Brigham  and Wom en’s  Hosp ita l, Harvard  Medical Schoo l, 
Bos ton, MA.  

Dr. Ridker’s p rim ary research  focus  has  invo lved in flam m ato ry m ediato rs o f heart d isease  and 
the  m olecular and  genetic epidem io logy o f in flam m ation and  th rom bosis , with particu lar 
in teres ts  in biom arkers  fo r co ronary d isease , “p red ictive”  m edicine, and  the  underlying causes 
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and  p reven tion of a therosclero tic disease .  Dr. Ridker’s  research  b rings  together class ical too ls o f 
population -based ep idem iology with  em erg ing genetic and  m olecu lar techniques  des igned  to  
im prove our ab ility to p redict and p reven t th rom botic occlus ion .  Dr. Ridker’s  bes t known work 
has  cen tered  on in flam m ato ry m arkers  o f th rom bosis , the  clin ical u se  o f C-reactive  p ro te in  
(hsCRP) to  p redict risk o f card iovascular disease  and  d iabetes, the  ability o f sta tin therapy to  bo th  
lower CRP and  vascu lar even t ra tes  am ong  ind ividuals  iden tified  a t inflam m ato ry risk, and the  
genetics  o f vascu lar in flam m ation. The 2017 CANTOS clin ical trial, designed  and conducted  by 
Dr. Ridker, p rovided crucia l p roof-o f-p rincip le  fo r the  in flam m ation hypothes is  o f 
a theorth rom bos is. 

Dr. Ridker has  served  as the Principal Inves tigato r of m ultiple  inves tigato r-initia ted  RO1 g ran ts 
funded by the  National Heart, Lung , and  Blood Ins titu te  (NHLBI) and  has  served  fo r 20 years  as 
Program  Directo r fo r an ins titu tional National Research  Service  Award  (NRSA) fo r Research 
Training  in Card iovascular Ep idem iology.  Dr. Ridker’s  research  effo rts  have add itionally been  
supported  by a  Clin ician Scien tis t Award (1992-1997), an Es tab lished  Inves tigato r Award (1997-
2002), and a  Distingu ised  Scien tis t Award  (2013) from  the  Am erican Heart Associa tion; a 
Dis tingu ished Clinical Scien tist Award from  the  Doris  Duke Charitab le  Foundation  (2000-2005); 
and  th rough  ph ilan th ropic research g ran ts  from  the Leducq  Foundation  (2000-2006) and  the  
Donald  W Reyno lds Foundation (2003-2009).  Dr. Ridker lis ts am ong  h is honors  elected  
m em bership  into the Am erican  Socie ty fo r Clinical Inves tigation  (ASCI), the  Am erican 
Epidem io logical Socie ty (AES), and  the  Am erican Associa tion  o f Phys icians (AAP), as well as  
Honorary Degrees  from  the  Univers ity o f Utrech t (Netherlands) and Univers idad Abierta  
In teram ericana (Argen tina). Citing  h is  work on in flam m ation , CRP, and a thero th rom bos is, Tim e 
Magazine honored  Dr. Ridker as one o f Am erica’s  Ten  Bes t Researchers  in Science and Medicine  
in  2001 and as  one o f the  “Tim e 100” in  2004.  In  2018/2019, Dr. Ridker delivered the p res tigious  
Dis tingu ished Scien tis t Lectu re  a t the  annual Am erican  Heart Associa tion  m eetings, the  Eugene 
Braunwald  Keynote  Lectu re  fo r the  Am erican Co llege o f Card io logy, the  Attilio  Maseri Lectu re  in  
Tries te  Ita ly, the Dis tinguished  Lectu re  fo r ATVB North  Am erica , and the Pau l Dudley White 
Keyno te  Lectu re  fo r the Am erican  College o f Cardiology. 

Dr Ridker served  over a  decade on  the  Board o f External Experts  fo r the  National Heart Lung and 
Blood Ins titu te  (NHLBI) and has  served  on  m ultiple  US FDA review panels. In  addition to his  work 
in  card iovascular epidem io logy and his  ro les in the  NIH-funded Phys ician’s  Health  S tudy (PHS) 
and  Wom en’s  Health  S tudy (WHS), Dr Ridker has  been  the Principal Inves tigato r o r S tudy 
Chairm an  o f several inves tigato r-in itia ted, m ultinational, random ized clinical tria ls  includ ing 
PREVENT, PRINCE, Val-MARC, LANCET, and J UPITER, as  well as the  CANTOS and CIRT tria ls 
d irectly evaluating  the  role  of in flam m ation inhibition as  a  novel m ethod fo r vascu lar p ro tection. 
Dr Ridker is a lso  the  Principal Inves tigato r o f the ongoing  Wom en’s  Genom e Health S tudy 
(WGHS) and  J UPITER-GWAS, two  com prehens ive  genom e wide associa tion s tud ies being  
conducted  am ong  m ore  than 35,000 in itia lly healthy Am erican  m en and wom en . Dr. Ridker co -
chaired the SPIRE PCSK9 developm ent p rogram  in ternationally, and  cu rren tly serves  as  Tria l 
Chairm an  fo r PROMINENT, a  10,000 partician t study o f se lective  PPAR-a inh ib ition  fo r vascu lar 
p ro tection . 

Dr. Ridker is  the  au thor o f over 900 o rig inal reports , 150 reviews  and book chap ters, and  5 
textbooks  re la ted  to  card iovascular m ed icine . Dr. Ridker is a  co -inven to r on patents  held by the 
Brigham  and Wom en’s Hosp ita l that re la te to the use  o f in flam m ato ry biom arkers  in  
card iovascu lar d isease and  diabetes.  

According  to  the  ISS Web o f Science (J anuary 2020), Dr. Ridker’s scien tific pub lications  have 
been  cited m ore  than  300,000 tim es  (h -index > 220). 
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B. Funding  Info rm at ion 

Report o f Pas t Research Activities 

1984-85 Harvard  Univers ity Recipien t 
S incla ir-Kennedy Fellowsh ip 

1990-92 NIH (HL07575) Recipien t 
Ins titutional National Research  Service  Award 
NHLBI Trainee  Award 
Card iovascu lar Epidem io logy 

1991-01 NIH/NCI (CA47988) Co-Inves tigato r 
Blood Collection  Subs tudy, Wom en’s Health S tudy 

1991-03 NIH/NCI (CA40360) Co-Inves tigato r 
Physicians ' Health S tudy: Con tinued Fo llow-up 

1991-14 NIH/NHLBI (RO1 CA047988 - Buring) Co-inves tigato r  
 Wom en’s  Health  S tudy: Con tinued  Follow-up 
 

1992-94 Merck, Sharpe and  Dohm e Recipien t 
Academ ic Developm ent Pos tdocto ra l Fellowship 

1992-97 Clin ician  Scien tis t Award Principal Inves tigato r 
Am erican Heart Associa tion 
Dallas , TX 

1993-95 Miles , Inc. Principal Inves tigato r 
Inh ib ition  o f Pla te le t Function 

1993-95 Alcoholic Beverage Research Foundation Principal Inves tigato r 
Effects o f Alcoho l on  Fib rinolytic Function 

1993-97 Hoechs t-Roussel Co-Principal Inves tigato r, 
DCC 
Healing  and  Early Afterload Reducing  Therapy 

1993-06 NIH/NHLBI (HL46959) Co-Inves tigato r 
Tria l o f An tioxidan t Therapy o f CVD in Wom en 

1994-95 Univers ity o f Pennsylvania  Principal Inves tigato r 
Decis ion  Analysis  o f Throm bolys is 

1994-96 Behringwerke AG Co-Principal Inves tigato r 
Firs t Am erican  S tudy o f In farct Survival (ASIS) 

1996-97 Dupon t Merck Pharm a Principal Inves tigato r 
Random ized  Tria l o f Low Dose Warfarin in  the 
Secondary Preven tion  o f Venous 
Throm boem bolism : Pilo t Feas ib ility Study 

1997-99 Abbo tt Pharm aceu ticals Principal Inves tigato r 
In flam m ation and  Vascu lar Risk 

1997-00 Sm ithKline  Beecham  Principal Inves tigato r 
Facu lty Developm ent Program  

1998-01 NIH/NHLBI (RO1 HL58755) Principal Inves tigato r 
In flam m ation, In fection , and  Cardiovascu lar Risk 
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1998-02 Es tablished Inves tigato r Gran t Principal Inves tigato r 
Am erican Heart Associa tion 

1998-04 NIH/NHLBI (RO1 HL57951) Principal Inves tigato r 
Secondary Preven tion  Tria l o f Venous 
Throm bosis  Am ong  Patients  with  and  withou t 
Facto r V Leiden 

1999-04 NIH/NHLBI (R01 HL63293) Principal Inves tigato r 
Throm botic, In flam m ato ry, & Gene Marker 
o f CVD in  Wom en 

2000-01 Merck, Inc. Principal Inves tigato r 
In flam m ato ry Biom arkers  in AFCAPS/TexCAPS 

2000-02 Dade Behring, Inc. Principal Inves tigato r 
Clin ical App lications  o f hs -CRP 

2000-02 Bayer Corporation , Inc. Principal Inves tigato r 
Dose-dependen t Effects  of Asp irin  on hs-CRP 

2000-03 Bayer Corporation , Inc. Principal Inves tigato r 
hs -CRP, Low Dose Aspirin , and the Prim ary 
Preven tion  o f Card iovascular Disease in  Wom en 

2000-04 Leducq Foundation, Paris , France Co-Directo r 
Leducq Cen ter fo r Molecu lar and Genetic  
Epidem io logy o f Card iovascular Diseases 

2000-05 NIH/NHLBI  Principal Inves tigato r 
Blood Facto rs and  Peripheral Arteria l (subcon tract) 
Disease  Ou tcom es 

2000-06 Bris tol-Myers  Squ ibb Principal Inves tigato r/ 
Pravas ta tin  Inflam m ation  CRP Evaluation Tria l Chairm an 
(PRINCE) 

2002-03 Pharm acia Principal Inves tigato r 
Hypertens ion and hs  CRP 

2002-03 Variagen ics Principal Inves tigato r 
Genetic Po lym orphism s  and Lipid and  In flam m ato ry                                                    
Changes 

2003-05 Novartis Principal Inves tigato r 
Valsartan -Managing  Blood  Pressu re  Aggressively                                                       
and  Evaluating  Reduction in  CRP (VaL-MARC) Tria l 

2000-07 Doris  Duke Charitable  Foundation Principal Inves tigato r 
Doris  Duke Dis tingu ished Clinical Scien tis t Award 
Molecular and  Genetic Approaches  to  Card iovascular 
Disease  Preven tion 

2003-10 Donald  W. Reynolds  Foundation Co-Directo r 
Card iovascu lar Clin ical Research  Cen ter 

2005-07 Aven tis   Principal Inves tigato r 
HbA1c Levels  in the  Wom en’s  Health S tudy 
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2007-9 Merck Inves tigato r In itia ted  Gran ts Principal Inves tigato r 

2006-8 Abbo tt Principal Inves tigato r 
Prospective  Analys is  o f Plasm a Triglycerides and  CVD 

2005-12 NIH/NHLBI (HL080467 - Buring) Co-Inves tigato r 
Wom en’s  Health  S tudy: Con tinued  Follow-up 

2003-12 AstraZeneca Principal Inves tigato r 
J us tifica tion fo r the Use o f s ta tin s in Preven tion : An                                         
In terven tion  Tria l Evaluating Rosuvas ta tin  (J UPITER) 

2005-15 NIH/NHLBI (UO1 HL069757 - Krauss) Co-Inves tigato r 
Pharm acogenetics  and  Risk o f CVD   

2005-11 Leducq Foundation, Paris  France Principal Inves tigato r 
Leducq Trans-Atlan tic Networking  o f Excellence fo r  
Card iovascu lar Research  Program  

2006-11 Sanofi-Aven tis Principal Inves tigato r 
A Random ized  Clinical Tria l o f Lan tus  fo r C-Reactive                                         
Reduction  in Type 2 d iabetes  (LANCET) 

2006-11 Wom en’s  Genom e Health S tudy (WGHS) Principal Inves tigato r 
NIH/NHLBI/Am gen 

2007-12 NIH/NHLBI (RO1 HL081153 - Krum holz)  Co-Inves tigato r 
Young Wom en  with  AMI (subcon tract) 

2008-14 NIH/NHLBI (HL091069 – C Albert) Co-inves tigato r              PRE-
DETERMINE: Biolog ic Markers  and MRI SCD  

2009-13 AstraZeneca   Principal Inves tigato r                                   
J UPITER Genom e Wide Associa tion S tudy  

2010-13 Celera  Principal Inves tigato r           
A Candidate Gene S tudy o f Predicto rs  o f Vascular Risk                                              
and  S ta tin  Response 

2010-14 NIH/NHLBI (RO1 HL103742 – Pradhan) Co-inves tigato r   
Mechan ism s  o f S ta tin  Induced  DM  

2011-15 NIH/NHLBI (UO1 HL108630 – Loscalzo ) Co-Inves tigato r                
Pathopheno type Landscape o f Com plex Disease 

 
C. Report  o f Curren t  Research  Act ivit ies 
 
2005-19 NIH/NHLBI (T32 HL07575 – Ridker/Buring) Program  Directo r 

Ins titutional National Research  Service  Award (NRSA)  
fo r Research Train ing in  Card iovascular Ep idem iology 

 

2011-19  Novartis  Principal Inves tigato r 
Canakinum ab Anti-In flam m ato ry Throm bosis                                                                
Ou tcom es  S tudy (CANTOS) 

2011-19 NIH/NHLBI (U01 HL101422 - Ridker) Principal Inves tigato r 
Card iovascu lar In flam m ation  Reduction  Tria l (CIRT) 

2017-2020 Merck 
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 Pos t-Docto ra l Program  in Health  Literacy Principal Inves tigato r 
 
2016-2019 Pfizer Principal Inves tigato r  
 CRSA: Lipid Lowering Tria ls  (SPIRE-1, SPIRE-2) 
 
2014-2021 Kowa 
 Pem afib ra te  Cardiovascu lar Even ts (PROMINENT) Principal Inves tigato r  
 
2019- Am arin – In flam m ato ry Biom arkers  in REDUCE-IT Principal Inves tigato r 
 

C. Report  o f Teaching 

1. Local Con tribu t ions: 

a . HARVARD MEDICAL SCHOOL /  HARVARD SCHOOL OF PUBLIC HEALTH 

1992-1996 Harvard  Medical School 
HCP 701.0  In t roduct ion to Princip les and  Methods o f Analyt ic Ep idem io logy 
Lectu rer 70 – 150 Medical Studen ts, 5 con tact hours/ 15 p reparation  hours /year 

1997-1999 Harvard  Medical School 
AC 701.0 Crit ica l Read ing o f the  Medical Litera tu re  
Lectu rer 130 m edical s tudents , 2 con tact hours/4 p reparation hours /year  

1995-02 Harvard  Medical School 
Card iovascu lar Pathophys io logy 
Lectu rer 150 m edical s tudents , 2 con tact hours/4 p reparation hours /year 

1995-08 Harvard  Schoo l of Pub lic Health 
Epi 212a  Epidem io logy o f Card iovascu lar Disease  
Lectu rer, 60 s tuden ts , 3 con tact hours /6 p reparation hours /year 

1993-97 Harvard  Medical School 
In t roduction  to Clin ical Med icine 
Tu to ria l leader, 6 s tuden ts, 30 con tact hours /10 p reparation hours/year 

1992-97 Harvard  Medical School/  BWH Card io logy Ro tat ion 
Card iology/ Echocardiography/ ECG Tuto rials 
Attending  and  Tu to rial Leader 20 studen ts, 12 con tact hours/6 p reparation  
hours /year 

2000-13 Harvard  Medical School 
HST 030 Hum an  Pathology 
Lectu rer 60 s tuden ts , 2 con tact hours/4 p reparation  hours 

2002-6 Harvard  Medical School 
IN 708.OMI Card iovascular Pathophysiology  
Lectu rer 120 s tuden ts, 2 con tact hours 

2002-09 Harvard  Schoo l of Pub lic Health 
ID 228 Principles  o f Screening 
Lectu rer 40 s tuden ts , 3 Con tact hours 

2002- Harvard  Schoo l of Pub lic Health 
EPI 208 Lectu rer 40 studen ts, 3 Con tact hours 

2007-2016 Harvard  Med ical School 
In tensive  Train ing  in  Transla t ional Med icine , 3 Contact hours 
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2007--2015 Harvard  Medical School 
SCSP In troduct ion to Hum an  Inves t igat ion/ Scholars  in  Clin ical Science, 3 Con tact 
hours 

2007- Harvard  Medical School 
Harvard  Cata lys t  Co lloqu ium  Series , 3 Con tact hours  

2010- Harvard  Medical School 
 Harvard  Cata lys t / Harvard  Clincal and Transla tional Science Cen ter 
 In troduction to Clin ical Inves tigation and  Trans la tional Medicine 
 
2014- HST 030 Fall Research Fron tiers  Lectu re 

2018- Harvard  Medical School, Clinical Scho lars /  Research  Scholars  Program   

 

b . HARVARD MEDICAL SCHOOL CONTINUING MEDICAL EDUCATION 

1997-ongo ing Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
Throm bosis  and Throm boem bolism : New  Stra teg ies  fo r Im proved  Pat ien t  Care  
Course Co-Directo r, 300 phys icians and  studen ts 
20 con tact hours /60 p reparation  hours /15 adm in is tra tive  hours/year 

1998-05 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
In tensive  Review  o f In ternal Medicine 
Lectu rer – Lip id  Sym posium , 600 phys icians and  s tuden ts 
2 con tact hours /6 p reparation hours/year 

1997-03 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
Review  o f Prim ary Care 
Lectu rer - Risk Facto rs  fo r Coronary Artery Disease, 400 phys icians  and  s tuden ts 
2 con tact hours /4 p reparation hours/year 

1994-07 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
Com prehens ive  Review  of Cardiology 
Lectu rer Risk Facto rs fo r Coronary Artery Disease, Prim ary and  Secondary 
Preven tion 
In flam m ation and  Vascu lar Disease , Lipid Lowering S tra teg ies  (workshop) 
Echocardiography (workshop), 350 physicians  and studen ts 

1999-05 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
Lip id  Diso rders  in  Vascu lar Medicine 
Lectu rer, Atherosclerotic Risk Facto rs : Es tab lished  and Em erg ing 
120 phys icians  and  s tuden ts, 2 con tact hours/4 p reparation hours/year 

2003-19 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
Card iovascu lar Medicine: Review  and Update  fo r Pract it ioners  (invited  lectu rer) 

2003-19 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
Office Pract ice o f Prim ary Care  Medicine  (invited  lectu rer) 

2003-19 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
In tensive  Review  o f In ternal Medicine  (invited  lecturer) 

2007-19 Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
In ternal m ed icine: Com prehens ive  Review  and  Update  (invited  lectu rer) 

c. LOCAL INVITED TEACHING PRESENTATIONS - SELECTED 
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1993 Card iovascu lar Grand  Rounds , New England  Deaconess  Medical Cen ter 
1994 Card iovascu lar Grand  Rounds , Fram ingham  Heart Study/Boston  Univers ity 
1995 Card iovascu lar Grand  Rounds , Brigham  and  Wom en’s Hosp ital 
1996 Card iovascu lar Grand  Rounds , Massachusetts  General Hosp ita l 
1997 Medical Grand  Rounds , Wes t Roxbury VA Medical Cen ter/BWH 
1997 Obs te trica l and Gynecolog ic Grand Rounds, Beth  Israel Medical Cen ter  
1997 Medical Grand  Rounds , Brigham  and  Wom en’s  Hosp ita l 
1998 Card iovascu lar Grand  Rounds , Bos ton  Univers ity Med ical Cen ter 
1998 Card iology Grand Rounds, Massachusetts  General Hospita l 
1999 Anes thesia  Grand Rounds, Brigham  and Wom en’s Hospita l 
2000 Medical Grand  Rounds , Beth Is rael Med ical Cen ter 
2000 Card iology Grand Rounds, New England  Medical Cen ter 
2000 Com bined Pathology Grand  Rounds , Brigham  and  Wom en’s  Hospita l 
2001 Medical Grand  Rounds , Wes t Roxbury VA Medical Cen ter 
2001 Medical Grand  Rounds , Brigham  and  Wom en’s  Hosp ita l  
2002 Medical Grand  Rounds , New England  Medical Cen ter 
2002 Card iovascu lar Grand  Rounds , Brigham  and  Wom en’s Hosp ital 
2003 Anes thesia  Grand Rounds, Brigham  and Wom en’s Hospita l 
2004 Prim ary Care  Grand  Rounds , Brigham  and  Wom en’s  Hosp ital 
2004 Rheum atology Grand Rounds, Brigham  and  Wom en’s Hosp ital 
2005 Medical Grand  Rounds , Beth Is rael/Deaconess  Medical Center 
2005 Card iovascu lar Grand  Rounds , Massachusetts  General Hosp ita l 
2007 Card iovascu lar Grand  Rounds , Beth Is rael Deaconess  Med ical Cen ter 
2007 Harvard  Medical School Alum ni Associa tion  Lectu resh ip 
2007 Dana Farber Cancer Ins titu te  / Harvard  Cancer Center S ta tis tica l Lectu res 
2008 Card iovascu lar Grand  Rounds , Massachusetts  General Hosp ita l 
2008  Card iovascu lar Grand  Rounds , Brigham  and  Wom en’s Hosp ital 
2009 Medical Grand  Rounds , Brigham  and  Wom en’s  Hosp ita l 
2009 Medical Grand  Rounds , Beth Is rael Med ical Cen ter 
2012 Medical Grand  Rounds , Brigham  and  Wom en’s  Hosp ita l 
2012 Harvard  Cata lys t, Harvard  Scho lars  in Clinical Science Program  
2013 Card iovascu lar Grand  Rounds , Wes t Roxbury VA Medical Cen ter 
2014 Patho logy Grand  Rounds , Brigham  and  Wom en’s  Hospita l 
2014 Cen ter fo r Card iovascu lar Sciences, Harvard  Medical Schoo l 
2016 HMS/HST Research  Fron tiers, Harvard  Medical School 
2016 Harvard  T.C. Chan Schoo l o f Public Health 
2017 Medical Grand  Rounds , Brigham  and  Wom en’s  Hosp ita l (In flam m ation Bio logy) 
2017 Card iology Grand Rounds, Brigham  and  Wom en’s  Hospita l (PCSK9) 
2017 Card iology Grand Rounds, Brigham  and  Wom en’s  Hospita l (CANTOS) 
2017 Card iology Grand Rounds, Massachusetts  General Hospita l 
2018 Rheum atology Grand Ruonds, Massaches tts General Hosp ital 
2019 Card iology Grand Rounds, Brigham  and  Wom en’s  Hospita l (CIRT) 
 

d . TEACHING LEADERSHIP ROLES 

1999-2019 Program  Directo r 
NHLBI (T32) /  Fellow sh ip  Train ing  Program  in  Cardiovascular Ep idem iology 
Divis ion o f Preven tive  Med icine 

1997-2019 Course Co-Directo r 
Departm en t  o f Con tinu ing Medical Educat ion , Harvard  Medical Schoo l 
Throm bosis  and Throm boem bolism : New  Stra teg ies  fo r Im proved  Pat ien t  Care  
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e . TRAINEES/  ADVISEES 

Nam e Years  Curren t  Posit ion 

Chris topher O’Donnell, MD, MPH 1993-1995 Associa te Pro fesso r o f Med icine, Ch ief, U.S. 
Departm en t o f Veterans Affa irs 

Abraham  Ariyo, MD, MPH 1995-1996 Dallas  Reg ional Med ical Cen ter 

Kath ryn  Rexrode, MD, MPH 1995-1997 Associa te Pro fesso r, Harvard  Med ical 
Schoo l 

Dan iel Price, MD 1995-1997 Card iolog ist, Yale  New Haven Hosp ital 

Lou is  Rhode, MD 1997-1998 Univers itad Federal do Rio  Grande del Su l 

Debra  Schaum berg , OD, ScD 1997-1999 Oph thalm ology Vice Pres ident, 
Epidem io logy and Optholm ology, Evidera 

Lynn  Am owitz, MD 1997-2000 World  Health  Organ ization 

J oseph Miles, MD 1998-2000 Ass is tan t Pro fesso r of Med icine , Hospita ls 
o f the  Univers ity o f Pennsylvania-Penn 
Presbyterian 

Elizabeth  J ackson , MD, MPH 1998-2000 Pro fesso r, Un ivers ity o f Alabam a at 
Birm ingham  

Howard  Sesso, ScD 1998-2000 Associa te Pro fesso r, Harvard  Med ical 
Schoo l 

S im in Lui, MD, ScD 1999-2000 Pro fesso r o f Medicine , Alpert Med ical 
Schoo l, Brown Univers ity, Providence RI 

David  Morrow, MD, MPH 1999-2001 Pro fesso r, Harvard  Medical Schoo l 

Michelle  Albert, MD, MPH  1999-2002 Pro fesso r, and Dean  o f Adm issions  
Univers ity o f Califo rn ia a t San  Francisco  

 Gavin Blake, MBBS, MPH 1999-2003 Card iolog ist, Dublin , Ire land 

Aruna Pradhan , MD, MPH 1999-2001 Associa te Pro fesso r, Harvard  Med ical 
Schoo l 

Edm und Berm udez, MD, MPH 1999-2002 In terven tional Card io logis t, Venice , FL 

Peter Mason, MD 2000-2001 Associa te Pro fesso r, Med ical College o f 
Wisconsin, Milwaukee, WI 

Brian  Ference, MD 2001-2002 Ass is tan t Pro fesso r, Medicine 
Wayne S ta te  Un ivers ity School o f Medicine 

J enn ifer Pai, PhD 2000-2004 Directo r o f Data  Sciences , S tra tegy, and  
Pla tfo rm s a t Merck & Co . 

Robert Os tfe ld, MD 2002-2003 Associa te Pro fesso r, Albert Eins te in  Co llege 
o f Medicine  and  Associa te  Directo r, 
Card iology Fellowship a t Montefio re-
Eins te in 

Chethan  Gang ireddy, MD 2002-2003 Ass is tan t Pro fesso r, Medicine , Lewis Katz 
Schoo l of Med icine  a t Tem ple Univers ity 

J ose  Torres , MD 2002-2006 Ass is tan t Pro fesso r, Departm ent o f 
Neurology, NYU Langone Hosp ita ls 
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Sarah  Rosner, PhD 2002-2005 Associa te Pro fesso r o f Bios ta tis tics , Boston  
Univers ity Schoo l of Pub lic Health 

J acqueline  Suk Danik, MD, MPH 2002-2011 Ass is tan t Pro fesso r of Med icine , Harvard  
Med ical School, Clinical Directo r o f 
Echocardiography a t Massachusetts 
General Hospita l 

Chris topher Newton-Cheh, MD 2002-2004 Ass is tan t Pro fesso r of Med icine , Harvard  
Med ical School, Card io log is t a t 
Massachusetts General Hospita l 

Fidencio Saldana, MD, MPH 2003-2005 Dean  o f S tudents  and Ass istan t Pro fesso r, 
Harvard  Medical School 

S tephan ie  Chiuve, MD 2003-2006 Directo r o f Epidem io logy AbbVie 

Dan ie l Chasm an, PhD 2004-2006 Associa te Pro fesso r, Harvard  Med ical 
Schoo l 

San jay Shrivas tava, MD 2004-2006 Card iolog ist, Atrius Health 

Sam ia Mora, MD 2004-2006 Associa te Pro fesso r, Harvard  Med ical 
Schoo l 

Brendan Everett, MD 2005-2007 Associa te Pro fesso r, Harvard  Medical 
Schoo l 

Sandeep Bansal, MD 2005-2007 Card iolog ist, Penn  Medicine 
 

J ess ica  Mega, MD, MPH 2006-2008 Ch ief Med ical and  Scientific Officer, Verily 

Isabella  Kardys, MD, PhD 2006-2007 Erasm us  MC, Departm en t o f Card io logy, 
Ro tterdam  

David  Conen , MD 2006-2008 Associa te Pro fesso r, McMaster Un ivers ity 

Guillaum e Pare , MD 2006-2008 Associa te Pro fesso r, McMaster Un ivers ity 
 

Nina Payn ter, PhD 2007-2009  

Linda Peelen , PhD 2009-2011 Associa te Pro fesso r Ep idem iology, UMC 
Utrech t 

S teven  Lub itz, MD 2008-2010 Ass is tan t Pro fesso r of Med icine , 
Harvard  Medical School, Card io log is t a t 
Massachusetts General Hospita l 

J ess ica  Pena, MD, MPH 2009-2012 Ass is tan t Pro fesso r, Weill Cornell Medicine 

Audrey Chu, PhD 2010-2014 Scien tific Leader in  Hum an  Genetics , GSK 
 Akin tunde Akinkuolie, MD 2011-2016 Card iology Fellow, UCLA 

Elizabeth  Barnett, PhD 2011-2016 Sen io r Research Scien tis t, Com m unity 
Health 

Patrick Lawler, MD, MPH 2013-2017 Ass is tan t Pro fesso r of Med icine , Univers ity 
o f Toron to 

Am it Khera , MD 2015-2017 Ins tructo r in  Medicine , Massachusetts  
General Hospita l 
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Aaron  Aday, MD 2016-2018 Ins tructo r in  Medicine , Vanderb ilt Univers ity 
Nashville, TN 

Edd ie  Duran , MD 2017-2020 Card iology Fellow, Un ivers ity o f Wiscons in 

Olu rem i Ajala, MD 2017-2020 Card iology Fellow, Un ivers ity o f Illinois 

Hasan  S iddiqi, MD 2018-2020 Ins tructo r in  Medicine , Vanderb ilt 
Univers ity, Nashville , TN 
 

f. SELECTED REGIONAL, NATIONAL, OR INTERNATIONAL CONTRIBUTIONS 

1992 Greater Bos ton In terven tional Cardiology Forum , Bos ton , MA  

1993 Card iology Forum  1993, Hono lu lu , HI 
Vis iting  Pro fesso r Program /Mem orial Medical Cen ter, Savannah , GA 

1994 Firs t In ternational Sym posium  of the  North  Am erican  Antith rom botic Therapy 
   Consortium , Bos ton , MA 
Vis iting  Pro fesso r Program /The Reading  Hospita l and  Medical Cen ter, Read ing, 
PA 
Gordon  Research Conference on  Throm bos is and  Fib rino lysis , Ven tu ra , CA 
European Card iovascu lar Congress  (ECC), Nice , France 
1s t Annual Socie ty o f Card iovascular Managem ent (SCM) Conference, Socie ty 
    fo r Card iovascu lar Managem ent, Washing ton , DC 
Thom as R. Mulroy Mem oria l Lectu re , Northwes tern Univers ity, Ch icago, IL 
Fram ingham  Heart S tudy, Fram ingham , MA 
46th Annual Cardiolog ical Socie ty o f India , Rajas tan, Ind ia 

1995 Medical and Cardiovascu lar Grand Rounds, Vanderb ilt Univers ity Med ical Cen ter, 
   Nashville , TN 
Card iovascu lar Grand  Rounds , Yale  Univers ity Schoo l o f Med icine , New Haven , 
CT 
Medicine  Update  1995, Keys tone, Co lo rado 
Forum  on  Outcom es  Research : S tra tegies  to  Com pete  in Today’s  Managed  Care  
   Environm ent, Cam bridge, MA 
Card iovascu lar Grand  Rounds  and Research  Rounds , McMaster Un ivers ity, 
   Ham ilton , On tario , Canada 
Card iovascu lar Grand  Rounds , Wilfo rd  Hall Air Force  Base , San  Anton io , TX 
Am erican Socie ty o f Hem atology, Seattle , WA 
Am erican Heart Associa tion Fellowsh ip  Sym posium , Anaheim , CA 
   In terven tions  in the  Treatm en t o f Heart Disease , the  New York Cardiolog ical 
Socie ty, New York, NY 
Grand Rounds, Martin  Luther King  Hospita l/Drew Univers ity School o f Medicine , 
   Los  Angeles , CA 

1996  Throm bosis  Research  Cen ter, Un ivers ity o f Massachusetts , Worces ter, MA 
Card iovascu lar Grand  Rounds , Massachusetts  General Hosp ita l, Bos ton, MA 
Second  In ternational Cooperative  Pu lm onary Em bolism  Reg is try (ICOPER) 
   Inves tigato rs  Meeting, Rom e, Ita ly 
Med icine  Update  1996, Copper Moun tain, Co lo rado 
36th Annual Am erican  Heart Associa tion Conference on  Cardiovascu lar Disease 
   Epidem io logy and  Preven tion , San Francisco, Califo rn ia 
Third  In ternational Fib rinogen  Sym posium : Hem ostas is , Inflam m ation , 
   Card iovascular Disease , Ulm , Germ any 
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Annual Inn isb rook Sem inar in Card io logy and  Cardiovascular Surgery,  
   Tarpon Springs , FL 

1997 19th Annual Conference o f the Biom ed ical Associa tion (BMA), Boston , MA 
Medicine  Update  1997, Salt Lake City, Utah 
XI In ternational Sym posium  on Atheroscleros is, Paris , France 
4th In ternational Conference on Preven tive Card io logy, Montreal, Canada 
XVIth Congress  of the  In ternational Socie ty on  Throm bos is  and  Haem ostasis ,  
   Flo rence, Ita ly 
J o in t Congress  on Molecu lar Diagnos tics, Germ an Socie ty o f Clinical Chem istry 
   and Laborato ry Med icine, Muns ter, Germ any 
Hem osta tic Variab le in  Athero th rom bos is, 1997, Marseilles , France 
Card iovascu lar Grand  Rounds , Bos ton  Univers ity Med ical Cen ter, Bos ton , MA 
Firs t Annual Scien tific Meeting  o f the  Heart Failu re  Socie ty o f Am erican , 
   Baltim ore , MD 
Throm bosis  Research  Institu te , London , Eng land 
Am erican Socie ty o f Hem atology, San  Diego , Californ ia 

1998 Card iovascu lar Grand  Rounds , Dartm ou th  Medical Schoo l 
Edna G. Kynett Mem orial Lectu re , Ab ing ton Mem oria l Hospita l 
14th Annual Cardiovascu lar Conference a t Lake Louise , Alberta , Canada 
Am erican College of Cardiology Plenary Sess ion, Atlan ta , GA 
Annual Meeting o f the Socie ty fo r Vascular Med icine  and Bio logy, San  Diego CA 
Am erican Federation  o f Clinical Research , Washing ton, D.C. 
J u lius  Litter Mem oria l Lectu re , Fram ingham , MA 
Medical Grand  Rounds , Colum bia  Univers ity, New York, NY 
Second  Annual Bove Lectu re , Maine Medical Cen ter, Po rtland, ME 
34th Annual Robert J eresaty Cardiovascu lar Sym pos ium , Hartfo rd, CT 
Am erican Diabetes Associa tion  National Meeting , Ch icago, IL 
In ternational Sym posium  on  Pulm onary Em bolism , Yokkaichi, J apan 
Card iovascu lar Grand  Rounds , Massachusetts  General Hosp ita l, Bos ton, MA 
50th Annual Conference o f the Am erican  Associa tion  o f Clin ical Chem is try, 
   Ch icago , IL 
Card iovascu lar Grand  Rounds , J ohns Hopkins  Un ivers ity Med ical Cen ter, 
   Baltim ore , MD 
In fection , In flam m ation , and  Coronary Disease , Centers  fo r Disease  Con tro l 
   Atlan ta, GA 
Third  Annual Sym pos ium  on  Throm bos is, Throm bolys is  and Anticoagulation, 
   Bos ton, MA 
Preven tion  Conference V: Beyond  Secondary Preven tion, Am erican Heart 
   Associa tion, San  Francisco , CA 
Am erican College of Cardiology, New Techniques  and Concepts  in Card io logy, 
   Washing ton , DC 
Am erican Socie ty o f Hem atology, Miam i, FL 

1999 Vascu lar Bio logy Working  Group, New Orleans, LA 
Am erican College of Cardiology, New Orleans , LA 
IVth In ternational Fib rinogen Sym pos ium , Paris , France 
Biom arkers  and  Surrogate  Endpo in ts : National Ins titu tes  o f Health , Bethesda, MD 
Am erican Throm bos is  Associa tion , Denver, CO 
Associa tion  fo r Lip id  and Atheroscleros is Research , Detro it, MI 
Invited  Debate, 39th Annual Conference on  Card iovascu lar Disease  Ep idem io logy 
   and Preven tion , Orlando , FL 
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Medical Grand  Rounds , Beaum ont Hospita l, Detroit, MI 
Second  Annual Sym pos ium  Card iac Care  fo r Wom en , Falls Church, VA 
Medical Grand  Rounds , Un ivers ity o f Massachusetts , Worces ter, MA 
17th Annual Bellin  Cardiovascu lar Sem inar, Green Bay, WI 
Plenary Speaker, European  Socie ty o f Card io logy, Barcelona, Spain 
Invited  Speaker, Am erican Co llege o f Physicians /Am erican Socie ty o f In ternal 
   Medicine  (ACP/ASIM) Meetings, Dartm ou th Co llege, NH 
Invited  Speaker, Am erican Co llege o f Card io logy, San te  Fe Co lloquium  on 
   Card iovascular Therapy, San te  Fe, NM 
Invited  Speaker, Am erican Associa tion  o f Clin ical Chem is try, Washing ton , D.C. 
Invited  Speaker, J o in t AHA/AACC Sum m it on Markers  in Cardiology, 
   Louisville , KY 
Plenary Speaker, Am erican Heart Associa tion , Atlanta , GA 
Am erican College of Rheum atology/In flam m ation Study Group , Bos ton , MA 
In ternational Conference on In fection  and  Atheroscleros is , Wash ing ton, D.C. 
16th Annual Advances  in  Heart Disease , Am erican  Co llege o f Card io logy,  
   Univers ity o f San  Francisco , CA 

2000 Sim on Dack Visiting Pro fesso r, Mount Sinai Med ical Center, New York, NY 
 DeStevens  Lectu re , Northwes tern  Univers ity Medical Cen ter, Ch icago, IL  

Lip id  2000, Boca Raton , Flo rida 
Card iology Grand Rounds, Yale  Univers ity School of Med icine 
In ternational Conference on Biom arkers  in  Card iovascu lar Disease , Paris, France 
BIO 2000 International Bio techno logy Meetings , Bos ton, MA 
Plenary Sess ion, Am erican College of Cardiology, Anaheim , CA 
Card iology Grand Rounds, New England  Medical Cen ter, Bos ton, MA 
Invited  Speaker, IVth  Annual Throm bos is and  Throm boem bolism  Review, Henry 
   Fo rd  Medical Cen ter, Detroit, MI 
Plenary Speaker, Card iovascular Disease  2000, Tokyo , J apan 
Card iology Grand Rounds, Albert Eins te in  School o f Medicine , New York 
Fron tiers  in Lipopro tein and Vascu lar Disease  Research , Am erican  Co llege o f 
   Clin ical Chem is try, S t. Lou is, MO 
Linus  Pau ling  Lectu re , Am erican Co llege fo r Advancem en t in Med icine, Dallas , TX 
Plenary Speaker, 7th Annual Sym posium  of the  Preven tive  Cardiovascu lar Nurses 
   Associa tion, Wash ington , D.C. 
In terdiscip linary Lipid Council, New York, NY 
Plenary Speaker, Am erican Co llege o f Rheum ato logy, Ph iladelphia , PA 
Invited  Speaker, Wom en’s  Health  Initia tive , NHLBI, Wash ington , DC 

 

2001  24th Annual Go ld  Coas t Conference, Miam i, FL 
Sta te-o f-the-Art Plenary Sess ion, Am erican College o f Cardiology, Orlando , FL 
In ternational Sym posium  on  Atheroscleros is : Genom ics and  Therapeu tic  
   Perspectives , Montreal, Canada 
28th Annual William sburg  Conference on Heart Disease , William sburg , VA 
Office Practice  o f Prim ary Care  Med icine , Bos ton , MA 
Card iology Grand Rounds, Colum bia  Univers ity, New York, NY 
Card iology Grand Rounds, LDS/Univers ity o f Utah , Salt Lake City, UT 
37th Annual Robert M. J eresaty Card iovascular Sym posium , Hartfo rd, CT 
9th Annual Am erican College o f Cardiology Update , San  Anton io , TX 
Oklahom a Heart Ins titu te Update, Oklahom a Heart Foundation , Tu lsa, OK 
DeStevens  Atheroscleros is Lectu re , Northwes tern  Univers ity, Ch icago, IL 
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Annual Scientific Meetings, Doris  Duke Charitab le  Foundation , Newport, RI 
12th Annual Meeting , Socie ty fo r Vascu lar Medicine  and  Bio logy, Baltim ore , MD 
XVIII Congress  The International Socie ty on  Throm bosis  & Haem ostasis , Paris , FR 
2nd In ternational Congress  on  Heart Disease , Wash ing ton, DC 
Honorary Lectu re  on  Popu lation Sciences, European  Socie ty o f Card io logy, 
   Stockho lm , Sweden 
XIV In ternational Sym posium  on  Drugs  Affecting Lip id  Metabo lism , New York 
In ternational Task Force  fo r Preven tion o f Coronary Heart Disease , New York 
Fourth Annual J oint Sum m it on Markers  in Cardio logy, Louisville , KY 
Sp ingarn Lectu re , Beth  Is rael Hospita l/Albert Eins te in  Med ical School, NY 
34th NY Cardiovascu lar Sym posium , Am erican  Co llege o f Cardiology, New York 

2002 Medical Grand  Rounds , New England  Medical Cen ter, Boston , MA 
Medical Grand  Rounds , Montefio re  Medical, Albert Eins te in  Medical School, NY 
Vis iting  Pro fesso r, Med ical and  Card iovascular Grand Rounds, Em ory Univers ity, 
   Atlan ta, GA 
23rd Annual Office  Practice  o f Prim ary Care  Med icine , Harvard  Medical Schoo l, 
   Bos ton, MA 
Plenary Sym posium , 51s t Am erican College of Cardio logy, Atlan ta , GA 
CDC/AHA Workshop  on In flam m ation  and Card iovascu lar Disease , Atlan ta, GA 
4th Heart Disease  in Wom en  Conference, Am erican Co llege o f Card io logy, 
Bethesda 
Advances  in Card iovascu lar Medicine  and  Surgery, Texas  Heart Ins titu te 
   celeb ration fo r the opening  o f the  Denton  A Coo ley Bu ilding , Hous ton, TX. 
6th Annual Sym pos ium  on Preven tion  o f Cardiovascu lar Disease , West Palm , FL 
Xth S im posio In ternacional de  Cardiopatia Isquem ica, Sociedad  Espanola  de 
   Card io logia , Bilbao, Spain 
Firs t Annual Sym pos ium : Genom ics and  Card iovascu lar Disease , Philadelph ia, PA 
13th Annual Sym pos ium , Card iovascular Disease: S ta te  o f the  Art 2002, Ocean 
   Edge, MA 
Am erican Heart Associa tion, Atherosclero tic Vascu lar Disease  Conference, 
Bos ton, MA 
48th Scien tific/S tandard ization Meeting , In ternational Socie ty o f Throm bos is  and 
   Haem ostasis , Bos ton , MA 
Robert Turner Mem oria l Conference on  Diabetes , Carlsbad, Califo rn ia 
Plenary Sym posium , European  Socie ty o f Cardiology, Berlin , Germ any 
Plenary Sym posium , TCT 2002, Wash ing ton, D.C. 
Canad ian  Card iovascular Socie ty, Toron to, Canada 
Card iovascu lar Grand  Rounds , Un ivers ity o f Iowa, IO  
19th Annual ACC/San ta  Fe Colloqu ium  on  Card iovascu lar Therapy, San ta  Fe, NM 
Plenary Sess ion, Am erican Heart Associa tion, Ch icago, IL 
Grand Rounds, Medical College o f Oh io , To ledo, OH 
20th Ann iversary Sym posium , J ean  Mayer USDA Hum an  Nutrition Research  
Cen ter 
   on Aging  a t Tufts Un ivers ity, Bos ton, MA 

2003 2nd Annual David  H Spodick Sym posium , Worces ter, MA 
Medical Grand  Rounds , Duke Univers ity Medical Cen ter, Durham , NC 
Plenary Sym posium , Am erican  College o f Cardiology, Ch icago , IL 
Dr. Dan iel D Savage Mem oria l Lectu re , 16th Annual Scien tific Session  o f the 
   Associa tion o f Black Cardiolog ists , Chicago , IL   
23rd Annual Scien tific Meeting, S tan ley J  Sarnoff Endowm ent fo r Cardiovascu lar  
   Science, Washing ton , D.C. 
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Seven th  Annual Sym pos ium  on  Preven tion o f Cardiovascular Disease , Miam i, Fl 
3rd Annual Am erican  Heart Associa tion  Specia l Popu lations  Sym pos ium , Los 
   Angeles , CA. 
Card iovascu lar Update  2003: Harvard  Medical Schoo l CME, Bos ton , MA 
Northern  New Eng land Cardiovascu lar d isease  S tudy Group, Portsm outh , NH 
2nd Annual Genom ics  and Cardiovascu lar Disease  Sym pos ium , Philadelph ia, PA 
Genes , Environm ent, and  Disease: National Institu te  o f Environm ental Health  
   Sciences  Genom e Project, Bos ton , MA 
63rd Annual Meeting, Am erican Diabetes  Associa tion , New Orleans 
Edna G. Kynett Mem orial Lectu re , J efferson  Medical Co llege, Thom as  J efferson  
   Univers ity, Ph iladelphia , PA 
23rd Annual Card io logy Sta te-o f –the  Art, Lahey Clinic, MA 
In ternational Sym posium  on  Triglycerides, Metabo lic Diso rders, and  
Card iovascu lar  
   Disease , Lorenzini Foundation , New York, NY 
Am erican Associa tion  of Clin ical Chem is try, Philadelph ia , PA 
26th Annual In tensive  Review o f In ternal Med icine, Harvard  Medical School, 
   Bos ton, MA 
Plenary Lectu re , TCT 2003, Wash ing ton  D.C. 
36th Annual New York Cardiovascu lar Sym posium , Am erican College of 
Card iology, 
   NY 

2004 Vis iting  Pro fesso r and Card iovascu lar Grand Rounds , J ohn  Hopkins Med ical 
Cen ter, 
   Baltim ore  MD 
Am erican Heart Associa tion Young Inves tigato rs  Men to ring Meetings , Bos ton , 
MA 
Vis iting  Pro fesso r and Medical Grand Rounds, Univers ity o f Massachusetts 
Med ical  
   Cen ter, Worces ter, MA 
State-o f-the-Art Lectu re, Phys icians  Day, Partners HealthCare , Bos ton, MA 
Fred  Ownby Lectu resh ip , Vanderb ilt Univers ity, Nashville , TN 
J am es  Herrick Lectu re , Am erican Heart Associa tion , Chicago , IL 
Vis iting  Pro fesso r and Card iovascu lar Grand Rounds , Yale Un ivers ity Med ical  
   Cen ter, New Haven , CT 
Plenary Sym posium , Am erican  College o f Cardiology, New Orleans , LA 
Card iology Grand Rounds, Dartm ou th Co llege Medical Center, Hanover, NH 
Vis iting  Pro fesso r and Card iovascu lar Grand Rounds , Brown Univers ity, 
Providence, 
   RI 
Dis tingu ished Lectu rer Series, Dayton  Heart Cen ter, Dayton, OH 
Advances  in Treatm en t o f Coronary Artery Disease , New York Presbyterian 
   Hospita l, NY 
Plenary Sym posium , Am erican  Heart Associa tion, New Orleans, LA 

37th Annual New York Cardiovascu lar Sym posium , Am erican College of 
Card iology, 
   NY 

2005 Card iology Grand Rounds, New York Univers ity, New York, NY 
Card iovascu lar S ta te  of the  Art Lectu re , Tam pa, FL 
Plenary Sym posium , Am erican  College o f Cardiology, Orlando , FL 
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Medical Grand  Rounds , Un ivers ity o f Massachusetts , Worces ter, MA 
Medical Grand  Rounds , Beth Is rael Deaconess  Medical Center, Bos ton, MA  
3rd Ch icago  Cardiovascu lar Sym posium , Ch icago, IL. 
Med ical Grand  Rounds , Brown Univers ity, Providence, RI. 
Federation o f Clinical Im m unology Socie ties , 5th Annual Meeting , Bos ton , MA. 
A. E. Diam ond  Lectu resh ip , Un ivers ity o f Toron to , Toronto, Canada. 
The Seven th Annual J ohn F. Lee, MD Mem oria l Lectu re , Bos ton, MA 
4th Dr Marcus Baker Memorial Lecture, St Vincent's Regional Heart and Vascular 
   Cen ter, Bridgeport, CT 
Card iovascu lar Disease: New Horizons  in Preven tion  and  Treatm en t, 
Massachusetts 
   Medical Socie ty, Bos ton , MA 
Card iovascu lar Grand  Rounds , Montreal Heart Ins titu te , Montreal, Canada 
Card iovascu lar Biom arkers  and Surrogate  Endpo in ts  Sym pos ium , Bethesda, MD. 
38th Annual New York Cardiovascu lar Sym posium , Am erican College of 
Card iology, 
   NY 
Plenary Sym posium , Trends in  Cardiovascu lar Therapeu tics , Washing ton, DC. 
Plenary Lectu re , Canadian  Card iovascular Congress, Montreal, CN. 
Franklin  D J ohns ton Pro fesso rsh ip  Lectu re , Univers ity o f Michigan , Ann  Arbor, 
MI. 
Card iovascu lar Grand  Rounds , Massachusetts  General Hosp ita l, Bos ton, MA. 

2006 Update  in  Clin ical Card io logy 2005: Harvard  Medical Schoo l CME, Bos ton, MA. 
Plenary Lectu re , In flam m ation and  Atherosclerosis , Pri-Med , Hous ton, TX. 
Is raeli Atherosclerosis  Socie ty, Tel Aviv Is rael. 
Is raeli Heart Socie ty, Tel Aviv Is rael. 
Card iovascu lar Grand  Rounds , Colum bia  Univers ity Medical Cen ter, New York, 
NY. 
42nd Annual Robert J eresaty Cardiovascu lar Sym pos ium , Hartfo rd, CT. 
Cen tra l Am erican Cardiovascu lar Update  2006, Panam a City, Panam a. 
Plenary Lectu re , Am erican Co llege o f Card io logy, Atlan ta , GA. 
39th Annual New York Cardiovascu lar Sym posium , Am erican College of 
Card iology, 
   NY 
Card iovascu lar Grand  Rounds , J ohn  Hopkins  Medical Cen ter, Baltim ore , MD. 
Plenary Lectu re , Am erican Socie ty o f Hypertension , New York, NY. 
Plenary Lectu re , 66th Annual Scien tific Sessions , Am erican College o f Os teopathic  
   In tern is ts, Phoenix, AZ 
Invited  Lectu rer, In flam m ation and  Aging , J ean  Mayer USDA Hum an Nutrition   
   Research  Cen ter, Bos ton, MA 

2007 Evans  Lectu re , Bos ton  Univers ity Med ical Cen ter, Bos ton , MA 
Plenary Lectu re , Renal Phys icians Associa tion, Baltim ore , MD 
Card iovascu lar Disease  Preven tion  5th Annual Com prehensive  Sym pos ium , 
Miam i, 
   FL 
Sim on Dack Visiting Pro fesso r, Mt Sinai School o f Med icine , New York, NY 
Keyno te  Speaker, J oan and  J ulius  J acobsen  Research  Initia tives in  Vascular  
   Disease , Conference, Socie ty fo r Vascu lar Surgery, Wash ing ton  DC 
Invited  Speaker, Am erican Co llege o f Card io logy, New Orleans , LA 
Invited  Speaker, national Lip id  Associa tion , Ch icago, IL 
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Invited  Speaker, In flam m ation and  Atherosclerosis , Harvard  Univers ity, Bos ton , 
MA 
Card iovascu lar Grand  Rounds , Washing ton Hosp ital Center, Wash ington  DC 
Card iovascu lar Grand  Rounds , Beth Is rael - Deaconess  Hosp ital, Boston , MA 
Office Practice  o f Prim ary Care  Med icine , Harvard  Medical School, Bos ton , MA 
Keyno te  Speaker, 8th  Annual US-J apan Dialogue on  Cardiovascu lar Disease , 
   Tokyo , J apan 
Dana-Farber Cancer Ins titute , S ta tis tics in Med icine  2007, Bos ton, MA 
7th Texas  Update  in Card iovascu lar Advancem en ts , Hous ton TX 
Vis iting  Pro fesso r, Un ivers ity o f Eh im e, Matsuyam a, J apan 
Vis iting  Pro fesso r, Kyo to  Univers ity Graduate  Schoo l o f Med icine , Kyoto, J apan 
Card iovascu lar Medicine  Review and  Update  fo r the Practitioner, Boston , MA 
Invited  Speaker, Texas  Heart Ins titu te Sym pos ium  on  In flam m ation and   
   Athero th rom bos is  2007, Houston , TX 
North  Am erican Throm bos is  Forum , Bos ton, MA  
PRI-MED Updates  in  Card io logy  2007, Wash ing ton , DC 
French-Am erican  Innovation  Day (FAID), Card iovascu lar Biom arkers  2007 and   
   Beyond , Bos ton , MA 
Plenary Lectu re , Am erican Neurolog ical Associa tion, Wash ing ton , DC. 
Invited  Speaker, XVI Drugs Affecting Lip id  Metabo lism  (DALM), New York, NY 
Plenary Speaker, Am erican Co llege o f Rheum ato logy, Bos ton , MA  

2008 Card iovascu lar Grand  Rounds , Un ivers ity o f Massachusetts  Medical Cen ter 
 Card iovascu lar Disease  Preven tion  6th Annual Com prehensive  Sym pos ium , 

Miam i, 
   FL 

 Invited  Speaker, Am erican Academ y o f Periodon to logy, Bos ton , MA 
Invited  Speaker, High  Risk Plaques: Detection  and Managem ent, CIMIT, Boston , 
   MA 
Keyno te  Speaker, PRI-MED Updates  in Cardiology, New York, NY 
6th  Annual Com prehens ive  Sym posium  on  Cardiovascu lar Disease  Preven tion    
   2008, Coral Gab les, FL 
Invited  Speaker, Card iovascular Disease  2008: Preven tion  and Treatm en t, J os lin   
   Diabetes  Cen ter, Bos ton , MA 
29th  Annual Office Practice  o f Prim ary Care  Med icine , Harvard  Medical Schoo l, 
   Bos ton  
Plenary Lectu re , SEACAM, Birm ingham , AL 
8th  Texas Update  in Cardiovascu lar Advancem en ts, Hous ton , TX 
Plenary Speaker, National Sym pos ium  on In flam m ation  and  Disease  Progression ,  
   Wayne S ta te Un ivers ity, Detroit MI 
Card iology Grand Rounds, Cornell Un ivers ity, New York, NY 
Invited  Lectu re , 19th Annual Card iovascular Disease S ta te  o f the  Art 2008, Lahey  
   Clin ic, MA,  
7th  Ram zi S. Co tran Lectu re , Child ren ’s Hospita l, Harvard  Medical Schoo l, Bos ton , 
   MA 
Invited  Speaker, Ch ina-Am erica  Pro ject fo r Cardiolog is ts Academ ic Exchange 
   Ch inese  Socie ty of Cardiology, Hong Kong 
Isadore  Rosenfeld  Vis iting Professo r, New-York Presbyterian Hosp ital, Weill 
Cornell  
   Medical College, New York, NY 
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Plenary Lectu re , Am erican Heart Associa tion /ABC, From  Genom ics to  
Therapeutics,  
   Ch icago , IL 
Plenary Lectu re , 4th  Annual Biom arkers  in Heart Disease . Un ivers ity o f Califo rn ia ,  
   San  Diego , CA 
Plenary Lectu re , Fu tu re  Forum  J apan , Tokyo, J apan 
Invited  Lectu re , Facu lty o f Pharm acy, Paris -Descartes  Un ivers ity, Paris  FR  
Plenary Speaker, 40th  J apan  Atheroscleros is  Socie ty Annual Meeting , Tsukuba,  
   J apan 
Invited  Lectu re , The Global Clin ic, Healthcare  Managem ent fo r Phys ician 
Execu tives  
   2008, Harvard  Medical Schoo l, Bos ton, MA 
Invited  Speaker, Canadian  Card iovascular Socie ty, Toron to , ON 
35th Annual William sburg  Conference on Heart Disease , William sburg , VA 
Plenary Lectu re , Card iom etabolic Health Congress  2008, Bos ton , MA  
Plenary Lectu re , Canadian  card iovascular Socie ty, Toronto Ontario 
PRI-MED Updates  in  Card io logy 2008, Miam i, FL 

2009 6th Annual Peter F Cohn  Lectu resh ip , S tony Brook Univers ity Medical Cen ter, NY 
 Invited  Lectu rer, Legacy and Innovation, Cleveland  Clin ic, Cleveland  OH 

Card iology Grand Rounds, Bos ton  University 
Plenary Speaker, XIX Socie te Francaise  de  Card io log ie , Paris FR 
Open ing  Lectu re , 2009 Am erican Academ y o f Periodon tology, Boston , MA 
Univers ity o f Utrech t Master Class, The Netherlands 
Plenary Speaker, In flam m ation , CV Risk, and  Connective  Tissue Diseases, NY  
20th Calab res i Lectu resh ip , Yale  Un ivers ity, New Haven , CT 
Plenary Speaker, Am erican Co llege o f Card io logy, Orlando, FL 
Plenary Speaker, XV In ternational Sym posium  on Atheroscleros is , Bos ton  MA 
7th Annual Com prehens ive  Sym posium : CVD Preven tion 2009 
Plenary Speaker, North  Am erican  Throm bosis  Forum , Boston , MA 
Plenary Speaker, National Lip id  Associa tion, Ch icago , IL 
Invited  Lectu rer, Cam bridge Univers ity, United Kingdom  
Office Practice  o f Medicine  2009, Bos ton, MA 
Annual Card iovascular Conference, Lake Lou ise , Alberta  
Card iovascu lar/Medical Grand  Rounds , Dartm ou th  Hitchcock Medical Cen ter, NH 
Invited  Lectu re , Harvard  Initia tive fo r Global Health , Cam bridge, MA 
Edna G. Kynett Lectu re , J efferson Medical Co llege, Philadelph ia , PA  
Dan ie l Savage Lectu resh ip , Associa tion of Black Card io log is ts 
Plenary Lectu re , XXII Congress In ternational Socie ty on Throm bosis  and 
   Haem ostasis 
Plenary Lectu re , In ternational Socie ty fo r Throm bosis  and  Haem ostasis 
J am es  T Willerson Lectu re , Un ivers ity o f Texas , Hous ton   
Keyno te  Presen ta tion , Card iom etabolic Health  Congress  2009, Boston , MA 
XXVIII Leccion Mem oria l Lectu re , Madrid, Spain 
Honorary Lectu re , Argen tine  Congress  o f Card io logy, Buenos  Aires, Argen tina . 

 
2010 27th  Annual Advances  in Heart Disease , Un ivers ity o f Califo rn ia, San  Francisco 
 Plenary Speaker, Am erican Associa tion  o f Clin ical Chem is try, N Eng land Section 
 Med ical Grand  Rounds , Rhode Island  Hospita l, Brown  Univers ity, Providence RI 

Lettu ra  Mag is tra le, Congresso Il Laborato rio  Clin ico E L’atero trom bosis , Perug ia, 
   Ita ly 
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Invited  Lectu re , In flam m ation: Shared  Mechan ism s o f Disease , Biom edical 
Research   
   In stitu te , Boston , MA 
Keyno te  Presen ta tion , Card iom etabolic Health  Congress  2010, Boston , MA 
Invited  Speaker, NIH/NHLBI In fection , Im m unity, In flam m ation  and 
   Athero th rom bos is : 
New Directions fo r Im proving  Patien t Care , Bos ton , MA 
Plenary Lectu re , World  Congress o f Card io logy, Beijing , China 
Vis iting  Pro fesso r and Dean’s Dis tinguished  Lectu re, Case  Western  Reserve  
   Univers ity School o f Medicine, Cleveland, OH 
Keyno te  Lectu re , XLIII Congreso  Venezo lano de Card io log ia, Caracas , Venezuela  
Keyno te  Lectu re , Sociedade de Card io logia  do Es tado De Sao Pau lo , Brazil 
Keyno te  Lectu re , National Meetings, Am erican Associa tion  o f Clin ical Chem is try, 
   Anaheim , CA 
Invited  Lectu re , CRT 2010, Wash ing ton DC 
Invited  Lectu re , Canadian  Card iovascular Research Network, Toron to , On tario 
Invited  Lectu re , North  Am erican Throm bosis  Sum m it 2010, Bos ton, MA 
Keyno te  Lectu re , Asia  Pacific Card iovascular Sum m it 2010, Kuala  Lum pur, 
   Malays ia 
Plenary Lectu re , 21s t Annual Sessions  Socie ty o f Vascu lar Medicine , Cleveland, 
OH 
8th Annual Biom arkers  & Surrogate  Endpoin ts  Sym posium , Bethesda, MD 
27th Annual Advances  in  Heart Disease , Un ivers ity of Califo rnia , San Francisco, CA 
 

2011 Vis iting  Pro fesso rsh ip : Ins titu te  fo r Trans la tional Med icine  and Therapeu tics,  
   Univers ity o f Pennsylvan ia , Ph iladelphia , PA 
Card iology Grand Rounds, The Univers ity o f Texas  Sou thwes tern  Medical Cen ter,  
   Dallas , TX 
Nin th Annual Com prehens ive  Sym posium , Card iovascu lar Disease  Preven tion ,  
   Coral Gables , FL 
Clin ical Im plications o f In flam m ation , Cleveland Clin ic, Cleveland OH 
Con tem porary S tra tegies  fo r Practice  Excellence in Card iovascu lar Disease , Inova 
   Heart and Vascular Ins titu te Cardiovascu lar Sym pos ium  2011, Falls  Church , VA 
19th Annual Miriam  Lem berg  Visiting Pro fesso rsh ip  In  Card iovascular Disease ,  
   Univers ity o f Miam i Health  Sys tem s , Miam i, FL 
Card iology Grand Rounds, Montefio re  Medical Cen ter, Bronx, NY 
Invited  Lectu re , Advanced Precep to rsh ip  in Card iovascu lar Disease  (APCAD), 
   Bos ton, MA 
Invited  Speaker: PCNA 17th Annual Sym pos ium , Card iovascular Risk Reduction ,  
   Lake Buena Vis ta , FL 
Medicine  Grand Rounds, Tem ple  Univers ity, Ph iladelphia , PA 
Medicine  Grand Rounds, Guller Fam ily Lectu re , Wash ing ton University Schoo l o f  
   Medicine , S t. Lou is, MO 
Annual Invited  Pro fesso r Lectu re  in  Card io logy, Quebec Heart and  Lung  Ins titu te   
   (QHLI), Quebec, Canada 
Plenary Lectu re  Arteriosclerosis , Throm bosis  and Vascu lar Biology (ATVB),  
   Ch icago , IL 
Card iovascu lar Medicine: Update fo r the  Practitioner, Atheroscleros is 
In flam m ation,  
   and Risk Facto rs , Bos ton , MA 
Invited  Speaker, National Lip id  Associa tion (NLA) 
Plenary Lectu re , 26th Annual In ternational Conference, ISHIB, Bos ton , MA 
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Vis iting  Pro fesso r, Quebec Heart and  Lung Ins titu te, Quebec Canada 
Heart Ins titu te Grand  Rounds , Cedars -S inai Medical Cen ter, Los Angeles , CA 
Card iovascu lar Grand  Rounds , In term oun tain  Med ical Center, Murray, UT 
Invited  Speaker, Sym posium  celeb rating the  scien tific contribu tions  o f Dr. Michael  
   Gim brone, Bos ton, MA 
Invited  Speaker, Card iovascular Ins titu te , Drexel Univers ity Co llege o f Medicine 
Plenary Lectu re , 201 Card iom etabo lic Health Congress , Bos ton, MA 
6th Annual Com prehens ive  Card iovascu lar Sym posium , Miam i Heart Cen ter, FL 
Plenary Lectu re , Shaping  the  Fu tu re  o f CV Care , Cleveland  Clin ic, Cleveland  OH 
Keyno te  Lectu re , Card iovascular Socie ty o f Chile , San tiago , Chile 
 

2012 Invited  Lectu re , 125th Meeting of the  Am erican Clinical and  Clim atolog ical 
Associa tion 

 Med ical Grand  Rounds , Brigham  and  Wom en’s  Hosp ita l, Bos ton, MA 
Card iovascu lar Grand  Rounds , Colum bia  Univers ity, NY, NY 
Keyno te  Lectu re , Canadian Card iovascular Socie ty 
Invited  Lectu re , Associa tion  o f Un ivers ity Card io logis ts  
Keyno te  Lectu re , Am erican  Co llege o f Oseopath ic In terns its , Orlando , FL 
Invited  Lectu re , CVD in  Autoim m une Diso rders , Colum bia  Univers ity 
Invited  Lectu re , Progress  in  CVD 2012, 9th Annual Barnabas  HealthCV Sym pos ium  
Plenary Lectu re , European Socie ty o f Card io logy Congress , Munich , GM 
Invited  Lectu re , National Ins titiu te  o f Ag ing (NIA), Bethesda, MD 
Invited  Lectu re , National Hum an Genom e Resaerch  Ins titute , Bethesda, MD 
Course Facu lty Lectu re , The J ackson Laborato ry / J ohns  Hopkins , 53rd Short 
Course on  Mam alian Genetics, Bar Harbor, MA 
Facu lty, 35th In tens ive  Review o f In ternal Medicine , Harvard  Med ical School, 
Bo ton , MA 
Vis iting  Pro fesso r, Cardio log ical Scie ity o f Ind ia, Mum bai 
Course-Directo r, Arteria l and Venous Throm bosis , Bos ton , MA 
Invited  Lectu re , Loyo la Un ivers ity S tritch  School o f Med icine , Chicago , IL 
Plenary Lectu re , 72nd Scien tific Sess ions , Am erican  Diabetes  Associa tion , 
Philadelph ia  PA 
Invited  Lectu re , Inova Heart and  Vascu lar Ins ititu te, VA 
Plenary Lectu re , XXXIII Congress  of the  Cardiology Socie ty o f the S ta te  o f Sao  
Pau lo , Brazil 
Invited  Lectu re , Card io logy in the Capita l, Mayo  Clinic, Washing ton DC 
 

2013 Card iovascu lar Grand  Rounds , Tufts Un ivers ity, Boston, MA 
Vis iting  Pro fesso r, Un ivers ity o f Utrect, Netherlands 
Vascu lar Grand  Rounds , Un ivers ity o f Leuven, Belg ium  
Invited  Lectu re , Card iom etabolic Health Congress , Bos ton, MA 
Invited  Lectu re , Inova Heart 2013 Card iovascular Sym pos ium , Fairfax, Virg in ia 
Harvard  Medical School, Card iovascu lar Med icine  fo r the Practitioner, Bos ton , MA 
Invited  Lectu re , 207th Meeting of the  In teru rban  Clinical Club , Bos ton , MA 
Grand Rounds, Card iovascular Ins titu te  o f New J ersey, Robert Wood  J ohnson 
Medical School, New Brunswick, NJ  
Invited  Speaker, CVM Council, Paris France 
Plenary Lectu re , 77th Annual Scien tific Meeting  o f the  J apanese  Circula tion 
Socie ty, Yokoham a, J apan 
Card iology Grand Rounds, Bos ton , VA Medical Cen ter, Boston , MA 
Invited  Lectu re , 11th Annual Cardiovascu lar Disease  Preven tion  International 
Sym pos ium , Miam i, Flo rida 
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Keyno te  Address, 4th Annual Reaserch Retreat, Un ivers ity o f Massachusetts 
Cen ter fo r Clincal and  Transla tional Science, Worces ter, MA 
Plenary Lectu re , National Lip id  Associa tion Scien tific Sess ions  2013, Las Vegas 
Invited  Lectu re , 2nd Annual Diabetes  Sym posium , J efferson  Univers ity, 
Phyiladelph ia , PA 
Invited  Lectu re , Fron tiers in  Medicine: Therapeu tic Challenges fo r he 21s t Cen tu ry, 
Beth  Is rael Deaconess  Med ical Center, Bos ton 
Plenary, 2013 Card iom etabolic Health Congress , Bos ton,MA 
2013 Lin ton  Dis tingu ished Lectu re , New Eng land  Socie ty fo r Vascu lar Surgery 
Landm ark Lectu resh ip, Univers ity o f Toronto, Toronto  Ontario    

 
2014 Invited  Speaker, New York Heart Resaerch  Foundation, NY, NY 
 Patho logy Grand  Rounds , Birhgm a and  Wom en’s  Hospita l, Bos ton, MA 
 Keyno te  Lectu re , 5th Annual Sta te  o f the  Heart, CCRN, Toronto, On tario 
 Invited  Speaker, Cen ter fo r In terdiscip linary Card iovascu lar Sciences , Bos ton , MA 
 50th Annual Robert J eresaty Cardiovascu lar Sym pos ium , Hartfo rd, CT 
 2nd Annual J .B. J ohnson  Dis tinguished  Card iovascular Lectu re , Washing ton DC 

Invited  Speaker, 4th Annual Yale  Cardiovascu lar Research  Cen ter Sym posium , 
New Haven CT 
CICS Sem inar, Kowa Ins titu te, Bos ton MA 
Medical Grand  Rounds , Northwestern  Univers ity, Ch icago, IL 
Curren t Treends  in  Card io logy, Harvard  Medical Schoo l, Bos ton MA 
Keyno te  Lectu re , Milan Card io logy, Oespedale  San  Raffaele , Milan  Ita ly 
Card iology Grand Rounds, Univers ity o f Chicago , Ch icago, IL 
Plenary Lectu re , Advances  in Cardiology, Icahn  School o f Medicine  a t Moun t 
S inai, NY 
9th Annual CHMC Card iom etabolic Health Congress , Bos ton  MA 
Plenary Lectu re , Twenty Years  o f CRP in  Cardiology, Un ivers ita  Catto lica  del 
Sacro  Cuore , Rom e, Italy 
In tens ive  Review o f In ternal Medicine , Harvard  Medical School, Bos ton  MA 

 
2015 Heart and  Vascular Ins titu te  Grand  Rounds , Cleveland Clinic, OH 
 Invited  Lectu re , National Lip id  Associa tion , Denver CO 
 Course Directo r and Lectu rere , Throm bos is  and  Throm boem bolism , Boston  MA 
 Sem inar, J ean Mayer Hum an  Nutrition Research  Cen ter, Bos ton MA 

Invitede Lectu re , Diabetes  CTU, Li K Shing  Knowledge Ins titu te, S t. Michael’s  
Hospita l, Toron to  ON  

 NHLBI AIDS Working  Group in  Heart Lung and  Blood  Research, Bethesda, MD 
 13th Annual Advances  in  Card io logy, Canad ian  Cardiovascu lar Socie ty, Toron to 
 Plenary Lectu re , PCSK9. European Socie ty o f Card iology, London , UK 

Plenary Lectu re , In flam m ation and  Atherosclerosis , European Socie ty o f 
Card iology, London UK. 
Invited  Lectu re , 12th World Congress  on Inflam m ation, Bos ton, MA 
Invited  Lectu re , Cen tro Nacional de  Inves tigaciones  Card iovasu lares  Carlos III, 
Vu lnerab le  Patien t Meeting, Madrid  Spain 
Mikam o Lectu re , 79th Annual Scien tifc Meeting  o f the  J apanese  Circula tion 
Socie ty, Osaka J apan 
Harvard  Card iovascu lar Update  2015, Bos ton  MA 
Keyno te  Address, 17th In ternational Sym posium  on Atheroscleros is, Am sterdam , 
The Netherlands 
Invited  Lectu re , Diabetes  Update  + 2015, British Colum bia , Canada 
Plenary Sess ion, ISA, Am sterdam , The Netherlands 
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Invited  Lectu re , 15th Con trovers ies in  the  Treatm ent o f Cardiovascu lar Disease , 
Beverly Hills , CA 

 
2016 Keyno te , Advances  in  Lipido logy, Harvard  Medical Schoo l Bos ton  MA 
 Organizer and Invited Plenary Lectu re , Milan  Card iology, Milan Ita ly 
 Invited  Lectu re , Guag ing the Gu idelines , Toron to, ON Canada 
 Gues t Plenary Lectu re , REPRIEVE IM, NHLBI, Bos ton , MA 

Plenary Lectu re , Yankee Den tal, Bos ton  MA 
Invited  Lectu re , INVOA Card iovascualr Sym pos ium , McLean VA 
Endocrino logy Grand  Rounds , Brown Univers ity, Providence RI 
Plenary Lectu re , 2nd Annual Bredenberg  Vascu lar Sym pos ium , Maine Medical 
Cen ter, Po rtland , ME  
Plenary Lectu re , 64th Annual Scien tific Session  o f the  J apanese  Co llege o f 
Card iology, Tokyo, J apan 
Plenary Lectu re , European Socid ty o f Card io logy, Rom e, Italy 
Invited  Lectu re , Am erican Heart Associa tion , New Orleans , LA 
Invited  Lectu re , 13th Global Card ioVascu lar Clin ical Tria lis ts  Forum , Washing ton 
Bes t o f ACC Card iovascu lar Medicine , Chennai, Ind ia  
Bes t o f ACC Card iovascu lar Medicine , Mum bai, India  
Bes t o f ACC Card iovascu lar Medicine , Kathm andu, Nepal 
Bes t o f ACC Card iovascu lar Medicine , Dhaka, Bang ladesh 
Open ing  Plenary Lectu re , 19th In ternational Vascu lar Bio logy Meeting (IVBM) / 
North  Am erican Vascu lar Biology Organization  (NAVBO), Bos ton, MA  
Plenary Lectu re , Manag ing In flam m ation , 11th Annual Card iom etabo lic Health  
Congress , Bos ton , MA   
Invited  Lectu re , Diabetes  Clin ical Tria ls Update, Toron to  Ontario  
Invited  Lectu re , Unraveling  Vascu lar In flam m ation : From  Im m unology to Im aging . 
NHLBI, Bethesda, MD 
Invited  Lectu re , Contem proary Issues in  Cardiology and  Diabetes , Canad ian  
Card iovascu lar Congress, Montreal CA 
Invited  Lectu re , In tens ive  Review o f In ternal Medicine , Harvard  Medical Schoo l, 
Bos ton, MA 
Vis iting  Pro fesso r, J ewish  Hospita l, In s titute  of Molecu lar Cardiology, Un ivers ity 
o f Lou isville , Louisville , KY 
Invited  Lectu re : PCSK9 and  Vascu lar Disease , Un ivers ity o f Montreal, Montreal CA 

 
2017 Invited  Lectu re : New York Card iovascular Sym pos ium , New York, NY. 
 Invited  Lectu re: 14th Global CVCT Forum , Washing ton, DC 
 Keenan  Lectu re  and  Vis iting  Pro fesso r, Un ivers ity of Toron to, Toron to , Canada 
 Invited  Lectu re: Vascular Bio logy Working  Group, AHA, Anaheim  Califo rn ia 
 Plenary Lectu re , European Ahteroscleros is Socie ty, Prague, Czech Republic  
 Med ical Grand  Rounds , Brigham  and  Wom en’s  Hosp ita l (In flam m ation biology) 
 Card iovascu lar Grand  Rounds , Brigham  and  Wom en’s Hosp ital (PCSK9) 
 Card iovascu lar Grand  Rounds , Brigham  and  Wom en’s Hosp ital (CANTOS) 
 Card iovascu lar Grand  Rounds , Massachusetts  General Hosp ita l 

Vis iting  Pro fesso r and Card io logy Grand Rounds, Un ivers ity o f Califo ria San 
Francisco 
Invited  Lectu re , Landm ark Sym pos ium , North  Am erican  Throm bos is Forum , 
Bos ton, MA 

 Keyno te  Address, Montefio re  Preven tive  Cardiology Conference, Bronx, NY 
Robert J . Burns Mem oria l Lectu re , Canadian Cardiovascu lar Socie ty, Canad ian  
Socie ty o f Card iovascu lar Nuclear and  CT Im ag ing, Vancouver, Canada 
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Plenary Lectu re , 12th Annual Cardiom etabo lic Health  Congress , Bos ton , MA 
Plenary Lectu re , European Socie ty o f Card io logy, Barcelona, Spain 
Plenary Lectu re , Am erican Co llege o f Card io logy, Wash ing ton, DC 
Plenary Lecu tre , Am ericn  Heart Associa tion , Anaheim , Califo rnia 
Invited  Lectu re , Card iovascu lar Med icine  2017 Updates  fo r the  Practitioner, 
Harvard  Medical School, Bos ton , MA 
Card iology Grand Rounds, MedStar Wash ing ton Hosp ital Cen ter, Wash ing ton , DC 
Invited  Speaker, 2017 Spring  Program , North  Am erican  Thorm bosis  Forum , 
Bos ton, MA  
Invited  Lectu re , ONO 300th Ann iversary, Tokyo , J apan  
Invited  Lectu re , 2nd Annual Card iom etabo lic Disease Sym psoium , Toron to , 
Canada 
Invited  lectu re , TARGET Meeting , NHLBI, Bethesda, MD 
Invited  Speaker, Deuel Conference on Lipids , Monterey, Califo rnia  
Keyno te  Address, 12th MSDA, Pavlov Hall, Federal Alm azov NW Research  Cen tre , 
S t. Petersburg , Russ ia 
Invited  Speaker, World  Medical Innovation  Forum , Bos ton, MA 
Keyno te  Address, 4th In ternational Card io logy SPACE, Prague, Czech  Repub lic 
Vis iting  Pro fesso r, Heart and  Vascualr Ins titu te  Grand  Rounds , Cleveland  Clin ic, 
Cleveland, OH 
Card iology Grand Rounds, Weill Cornell Medical Cen ter, New York, NY 
Card iology Update  2017, ACC, Mum bai, Ind ia 

 
2018 Dis tingu ished Lectu re , ATVB, San  Francisco , CA 
 Dis tingu ished Scien tis t Lectu re , Am erican Heart Associa tion , Chicago  IL 

12th Annual Merid ith S . and  J ohn A. Oates Lectu re  in  Clin ical Pharm aco logy, 
Vanderbilt Un ivers ity, Nashville, TN 

 Lou is  Rakita  Lectu re, Case  Western  Reserve University, Cleveland  OH 
Keyno te  Lectu re , 26th Annual Meeting, ACC Connecticu t, Monroe CT 
Dis tingished  Biom edical Scholar Lectu re , Un ivers ity o f Iowa, IO 

 Invited  Lectu re , ACC New York Card iovascular Sym posium , New York, NY 
Invited  Lectu re , 2nd Annual Heart in  Diabetes, Philadelphia , PA 
Card iology Grand Rounds, S t. Lukes’ Health  / Texas Heart Institu te , Hous ton , TX 
Invited  Lectu re , Keys tone Sym pos ia , Atheroscleros is , Taos, NM 
NHLBI Biom ed icine  Lectu re  Series, NHLBI, Bethesda, MD 
Invited  Lectu re , J obs fo r Massachusetts , Federal Reserve  Bank, Boston , MA 
Invited  Lectu re , New York Card io -Endo-Renal Collaborative , New York, NY 
Plenary Lectu re , NY Academ y o f Sciences, Reso lu tion o f In flam m ation , NY 
Card iovascu lar Grand  Rounds , Un ivers ity o f Pennsylvan ia , Ph iladelphia  PA 
15th Key Sym pos ium : Invited  Lectu re , Innate  Im m unity, Oxfo rd , Un ited  Kingdom  
J ohn O. Parker Lectu resh ip , Queen’s Un ivers ity, Kings ton , On tario , Canada 
Card iology Rounds , McGill Un ivers ity Health Centre , Montreal, Canada 
Invited  Lectu re , Fron tiers in  Science and  Medicine  Sym pos ium , NYU Langone 
Health , New York, NY 
Invited  Lectu re , 13th Annual Cardiom etabo lic Health Congress, Bos ton, MA 
7th  Bi-Annual Throm bosis  and Throm bem bolism , Bos ton , MA 
XVIIIth International Sym pos ium  on Atherosclerosis (IAS), Toron to  CA 
12th Annual Update on  Card iovascular Disease , Cleveland Clinic, Cleveland OH 
Rheum atology Grand Rounds, Massachusetts  General Hosp ita l, Bos ton, MA 
Plenary Lectu re , 70th Annual AACC Annual Scien tific Meetings , Chicago , IL 
Diabetes  Specialis t Working Group , Li Ka Shing  Knowledge Ins titu te , Toron to  
Im el-Dem ots  Lectu resh ip , Kn igh t Cardiovascu lar Institu te, OHSU, Portland  OR 
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9th Annual S ta te  o f the Heart, CCRN, Toron to , ON 
Medical Grand  Rounds , Mem orial Sloane Kettering Cancer Center, New York, NY 
54th Annual Robert M J eresaty Cardiovascu lar Sym posium , Hartfo rd CT  
Card iology Grand Rounds, UT Sou thwes tern Med ical Cen ter, Dallas, TX 
Invited  Lectu re , CRT 2018, Wash ing ton DC 
Plenary Speaker, Sarnoff Annual Scien tific Meeting , Bos ton , MA 
14th Annual Leahey Lectu resh ip , Colum bia  Univers ity Medical Cen ter, NY 
 

2019 Eugene Braunwald Keyno te  Lectu re , ACC, New Orleans 
Attilio  Maseri Lectu re , ATBV Spring  Meetings , Trieste  Ita ly 
Pau l Dud ley White  Keyno te  Lectu re , ACC, NY 
Keyno te  Lectu re , European  Atheroscleros is Socie ty (EAS), Maas trich t 
Arthur Ancowitz Mem oria l Lectu re , New York Univers ity, New York NY 

 J am es  E. Crockett Lectu reship Award, Kansas  City, Kansas 
 Invited  Lectu re , New York Card iovascular Sym pos ium , ACC, New York, NY 
 Speaker, 14th Annual ITMAT Sym posium , Un ivers ity o f Pennsylvania , Ph iladelphia 

Burton  E. Sobel Visiting  Pro fesso r, CVRI, Univers ity o f Verm ont, Burling ton VT 
Rose Weiss Visiting Pro fesso r, Lahey Health Med ical, Burling ton , MA 
42nd Annual In tensive  Review of In ternal Med icine , Harvard  Medical School  
Plenary Lectu re , 51s t Annual Meeting  J apan  Atheroscleros is  Socie ty, Kyo to J apan 
Invited  Lectu re , 94th Annual Robert D Conn  Heart Conference, Kansas  City 
Plenary Lectu re , 7th In ternational Conference Nutrition in  Med icine , Washing ton   
Irwin D Mandel Advances in  Card iovascular Risk Reduction , NYU, New York NY 
Invited  Lectu re , J o in t Meeting  AAP/ASCI/APSA, Ch icago IL 
Invited  Lectu re , Throm bos is & Throm boem bolism , Harvard  Medical School 
Invited  Lectu re , Card iovascu lar Med icine: Update  2019, Harvard  Medical Schoo l 
Plenary Lectu re , Am erican Associa tion  fo r Cancer Research , Atlan ta  GA 
Plenary Lectu re , CVRM In ternal Science Sym pos ium , Go thenburg, Sweden 
Dis tingu ished Lectu re , 66th Annual Conference o f the  Is rael Heart Socie ty, Tel Aviv 
Invited  Lectu re , In flam m ation & Chronic Diseases , Hadassah  Univers ity, Tel Aviv 
Invited  lectu re , 15th Annual PEGS-BOSTON Pro te in  Eng ineering  Sum m it, Bos ton 
Card iology Grand Rounds, Kansas Un ivers ity Med ical Cen ter, Kansas 
Card iology Grand Rounds, Cleveland  Clin ic, Cleveland Ohio 

 
2020 NIH Visiting Scien tis t, In flam m ation  Biology 2021, Bethesda MD  

27th  Annual William  L. Win ters  Lectu re , Debakey Heart & Vascu lar Cen ter, 
Hous ton TX 
Grand Rounds, National Ins titu tes of Arth ritis and  Musculoskele ta l and Skin  
Diseases  (NIAMS), Bethesda MD 
J oseph Stokes  Life tim e Ach ievem en t Award , Am erican  Socie ty fo r Preven tive  
Card iology (virtual) 
Horan-Flowers  Lectu resh ip , Gill Heart and  Vascular Ins titute , Univers ity o f 
Ken tucky (virtual) 
Plenary Lectu re , Am erican Co llege o f Card io logy (Virtual) 
Invited  lectu re , NYT Academ y o f Science, Reso lving Inflam m ation , NY (virtual) 
Med icine  Grand Rounds, Univers ity o f Co lo rado , Denver (virtual) 
Invited  Lectu re , Canadian  Socie ty fo r Clinical Chem is ts  (virtual) 
R.T. Hall Honorary Lectu re , CSANZ, Aus tra lia  (virtual)  
Invited  Lectu re , Cleveland  Clin ic, OH (virtual) 
Grand Rounds, Northwell Card iovascular Disease  Sym pos ium , New York (virtual) 
Plenary Lectu re , European Socie ty o f Card io logy, Am sterdam  (virtual) 
Invited  Lectu re , EMBO, The Inflam m asom es, Berlin  (virtual) 
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Invited  lectu re , 4th Annual Cardiovascu lar Update , Northwell Heart, NY (virtual) 
Plenary Lectu re , 15th  Annual Card iom etabolic Health  Congress  (virtual) 
Invited  Lectu re , Am erican Heart Associa tion , Dallas  TX (virtual) 
Med ical Grand  Rounds , Method ist Hospita l, Hous ton  TX (virtual) 
Card iovascu lar Grand  Rounds , Brigham  and  Wom en’s Hosp ital, Bos ton  (virtual)  
Plenary Speaker, J anet Rowley Research  Sym posium , Un ivers ity o f Chicago , 
Illino is (virtual) 
Invited  Lectu re , World  Forum  on Chronic In flam m ation , Bos ton , MA (virtual) 
Invited  Lectu re , In flam m ation and  Atheroscleros is , Korean  Socie ty o f cardiology 
(virtual) 
Grand Rounds, Lankenau Hosp ita l, Ph iladelphia  (virtual) 
43rd  Annual In tensive  Review o f In ternal Med icine, Harvard  Medical School 
(virtual) 
Invited  Lectu re , cardiovascu lar Med icine: Update  2020, Harvard  Medical Schoo l 
(virtual) 

 
2021 Medical Grand  Rounds , S tan fo rd Univers ity, Palo Alto  CA (virtual) 

Invited  Lectu re , NIH/NHLBI Workshop , Early Treatm en t in  High  Life tim e Risk in 
CVD, Bethesda MD (Virtual) 
Plenary Lectu re , J apanese  Socie ty o f Cardiology, Osaka, J apan (virtual) 
Plenary Lectu re , Portuguesa  Congress  o f Card io logy, Lisbon , Portugal (virtual) 
Plenary Lectu re , Card iovascular Socie ty o f Korea  (virtual) 
Grand Rounds, BI Deaconess Hosp ital, Boston  USA (virtual) 
Late  Breaking Plenary Lectu re , Am erican College of Card iology, New Orleans  
(virtual) 
Invited  Debate, Am erican College o f Cardiology, New Orleans  (virtual) 
5th  In ternational Vatican  Conference, Vatican City and New York (virtual) 
Invited  lectu re , Brazilian  Card io logy Socie ty, Sau  Pau lo  (virtual) 
Invited  Lectu re , Socie ty fo r Ep idem iolog ic Research (virtual) 
Card iovascu lar Teaching  Rounds , Wes t Roxbury VA Hosp ita l, Bos ton, MA 
44th  Annual In tens ive  Review o f In ternal Medicine , Harvard  Medical School 
(virtual) 
Invited  Lectu re , Card iovascu lar Med icine: Update  2021, Harvard  Medical Schoo l 
(virtual) 
Invited  Lectu re , Canadian  Card iovascular Congress  (virtual) 
Invited  Lectu re , 19th In ternational Sym posium  on Atheroscleros is (IAS), Kyo to , 
J apan  (virtual) 
Invited  Lectu re , J apanese  Circula tion  Socie ty 2021 (Tokyo  (virtual) 
Invited  Lectu re , European Socie ty o f Card io logy, Paris  FR (virtual) 
Keyno te  Lectu re , NYU Langone Health : Managem ent o f Card iom etabolic Risk in  
In flam m ato ry Conditions, NY (virtual) 
Plenary Lectu re , In flam m ation in  Diabetes , Am erican  Co llege o f Card io logy 
(virtual) 
Keyno te  Lectu re , EMBO The In flam m asom es, Martins ried Germ any (virtual) 
Invited  Lectu re , South African Heart Associa ton 2021 Master Class  (virtual) 
Invited  Lectu re , Card iom etabolic Health and  Metabo lism  Congress , Washing ton  
DC (virtual) 
Invited  Lectu re , Global In flam m ation Th ink Tank, NY, NY (Virtual) 
Pleanary Lecurer, 12th Annual Em irates  Card iac Socie ty, Dubai (Virtual) 
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Report  o f Clin ical Act ivit ies 

Dr. Ridker is  a  Sen io r Attending  Cardiolog is t a t the  Brigham  and Wom en’s Hosp ita l in Bos ton , 
MA, with  p rim ary clinical respons ib ilities  in the Echocard iography Laborato ry and on  the  
inpatien t clinical services . Dr. Ridker a lso  serves  as a  consulting cardiolog is t and  m ain ta ins  an  
active  ou tpatien t cardio logy clinic a t the  Sou thern  J am aica  Pla in  Health Cen ter, a  com m unity 
ou treach public health clinic affilia ted  with  the  Brigham  and Wom en’s Hosp ita l. 
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