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Introduction

- Twoor three decades ago, many experts predicted that the modifitattornsof ri:
inparticular, the treatment of high blood pressure and lipid disorders, woul
CAD 1101 20years. Unfortunately, that prediction turned out to be wrong.

- Despite current treatments d@0&uof heart attack survivors remain at increase
of recurrent heart attack, stroke or cardiovascular death becaisge of high
Inflammatory atheroscler@Sis;experience another event within five years

- Currentirug therapies designed to slow the atherosclerotic process focus al
exclusively on reducing plasma lekBls oholesteroHowever, experimental
and clinical research supports that additionally targeting inflammation may
beneficial

[1]RidkeP. How Common Is Residual InflammatoGimRiEk22017120:615619
[2] Heart Disease and Stroke Stat@fi@ddpdate: A Report From the American Heart Association. ZUd1I35elv6e603
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https://www.docsopinion.com/health-and-nutrition/lipids/ldl-c/

Introduction

- Heart attack occurs in ab&80,00@eople every year in EUR. @b0,00@people in
the United States alone

- Despite standard treatment, people with a prior heart attack live with a higher ongoir
risk of having another event or dying, and it has been shown that in aboutCfour in
people, this risk is directly related to increased inflammation associated with

atherosclerosis

-INnEOURIER trigkreatment with the PC&iKhibitorEvolocumaliRepathaAmgen)
reduced the risk of cardiovascular death, MI, stroke, hospitalization for unstable
angina, or coronary revascularizatiod®g when compared with placebo.

Mozaffariab, et al. Heart Disease and Stroke SteZi@ti6dpdate: A Report From the American Heart AsSiaiatatior2017 13523:€1-324
[Roth G, et al. Global, Regional, and National Burden of Cardiovasculat (sesss$J60to 2015 JACCAvailable online May2017
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https://www.tctmd.com/news/fourier-evolocumab-reduces-risk-cvd-events-15-compared-placebo

Inflammation: an endurlng flame

Historical Highlights

Although clinical features of inflammation
were described in an Egyptian papyrus
dated around 3000 BC

Celsus, a Roman writer of the first century
AD, first listed the four cardinal signs of
inflammation: rubor (redness), tumor
(swelling), calor (heat), and dolor (pain).
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Historical Highlights :

o Do Do D>

In thel@h century, keen observers descrildidpbdesisf leukocytes from the
blood into tissues.

Rudolf Virchow recognized the inflammatory nature of atherosclerotic plaqus

Virchow also understood atherosclerosis as an active process of tissue reac
than a mere encrustation of thrombus or deposition of fatty material,

Vircho® concept atherogenesianfortunately yielded to the vaihveobmas a
primarily passive lipid collection for more than a century.
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Historical Highlights :

A Paul Ehrlich studied antibodies and proposed the concept of
complementardf/antigen and antibody, analogous to a key fittin
lock.

A llyaMechnikaodiscoverephagocytosit the end of th&h century,
providing the basis of the field we now call innate immunity.

A Ehrlich andlechnikoshared the Nobel PrizE9idor their
pioneering studies in immunity and host defenses




Inflammation is the hallmark of atherosclerosis,
leading to Ml and other CV events

Cholesterol Crystals Neutrophil Extracellular Traps Atheroprone Flow Hypoxia
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Ridker PM. Circ Res 2016;118:145-156
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CANTOSJanakinumaBnttinflammatory
Thrombosis Outcomes Study)

- The CANTQOS trial exammieether reducimglammation with
Canakinumab patients with a history of a prior heart atta
decrease the risk of another cardiovasculaagpening in
the future.

- Canakinuma® a human monoclonal antibody that neutrali
interleukitb , has pr-wlerated intpeopleonah
diabetes or arthritis.
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CANTOXJanakinumaBntrinflammatory Thrombosis
Outcomes Study)

- Atotal 01.0.06atients with a history of myoaafdratioandnsCRPequal
to or abovemg/L were included in the CANTOS trial.

- Patientsvith a history of chronic or recurrent infect@arcandere exclude
from the trial.

- Themedian follewp was.7years.

- Thetrial compared three dos€&anbkinumgdb0mgl50mg, an@00mg,
administered subcutaneously every three months) with placebo.

- Enrollmeritegan in Ap201land was completed in M20dH Last trial visit
was in Jung0l7’
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Inclusioncriteria:

- Historyof Ml
- hsCRRZ mg/L

Exclusiorcriteria:

- Chronicor recurrent infection

- Highrisk for tuberculosis or HIV

- Historyof cancer

- Immunocompromisedstate

- Systemiaise of antinflammatory treatment




CANTOS study design

Myocardial infarction at least 30 days prior to randomization

on standard therapies and elevated hsCRP (= 2 mg/L)

b v b 4 w

Randomized Randomized Randomized Randomized
Canakinumab 50 mg Canakinumab 150 mg Canakinumab 300 mg Placebo
5C g3 months SC g3 months S5C g3 months S5C g3 months
w L4 v w

Primary Endpoint
+« Time to first major cardiovascular event (MACE: CVW death, non-fatal MI, or non-fatal stroke) of at least one
ACFB85 dose compared to Placebo

Key Secondary Endpoints
+ Time to first event of MACE or hospitalization for unstable angina requiring unplanned revascularnzation
« Time to new onset diabetes among those with pre-diabetes at randomization

Secondary Endpoints
+« Time to all cause mortality
« Time to first occurrence of all cause mortality, non-fatal stroke, or non-fatal MI

Key Exploratory Endpoints
- DWT/PE", stent thrombosis, hospitalizations for CHFZ, PCI/CABG? and biomarkers

1. Desp Wein ThromboesisPulmonany Embolism 2. Chronic Heart Failure 3. Percutansous Coronany Internvention/Coronary Artery Bypass Graft
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