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Disclosure

I’m a full‐time employee of 
SERVIER
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Servier introduction

• 1954: Dr Jacques Servier started activites with 9 people
• 1955: first 2 drugs launched (1 anti‐hypertensive and 1 anti‐diabetic) 
• 1960: first research center
• 2001: International Center for Therapeutic Research in China
• 2014: Servier International Research Foundation 
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Servier guiding principles
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60 years of research in Cardiovascular & Diabetes

• Introduction
• Key programs in cardiovascular diseases
• Key programs in Metabolism
• Few perspectives for the future
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Cardiovascular diseases

•CVDs are the number 1 cause of death globally: more people die annually from 
CVDs than from any other cause

•An estimated 17.5 million people died from CVDs in 2012, representing 31% of all 
global deaths. Of these deaths, an estimated 7.4 million were due to coronary heart 
disease and 6.7 million were due to stroke

WHO: Cardiovascular diseases (CVDs),Fact sheet
Reviewed September 2016
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Charles Best and Frederick Banting in 1924

14 November 

• One of the first diseases described in an Egyptian 
manuscript 1500 BC

• 1910: discovery of Insulin
• 1921: extraction of Insulin from dog’s pancreas 

by Banting and Best
• 1923: Nobel Prize for Banting and Macleod 

Starting of commercialisation of Insulin by Eli Lilly 

WDD : World Diabetes Day

1891
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Diabetes epidemy…

1. IDF Diabetes Atlas, 7th edition, 2015. 

Asia counts for 
55%

(+53%)
*193 million people with diabetes are undiagnosed
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60 years of research in Cardiovascular & Diabetes

• Introduction
• Cardiovascular key programs
• Metabolism Key programs
• Few perspectives for the future
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Cardiovascular key programs
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 Last 15 years:   > 200 clinical studies from phase 1  to morbi‐mortality trials

 9 morbi‐mortality trials

• PROGRESS (perindopril + indapamide)    n= 6,000
• EUROPA  (perindopril)      n = 12,000
• PERFORM  (development discontinued)    n= 19,000
• ADVANCE (gliclazide + perindopril + indap)     n= 11,000
• HYVET  (indapamide +/‐perindopril)  n= 3,800
• BEAUTIFUL  (ivabradine)  n = 11,000
• SHIFT (ivabradine)            n= 6,500
• SIGNIFY  (ivabradine)        n= 19,100
• ATPCI (trimetazidine ‐ on going)  n= 5,500

Cardiovascular drugs development
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Lancet, 2001 Sept 29; 358 (9287) : 1033‐41

Double‐blind randomized perindopril + indapamide vs placebo
> 6 000 patients with history of stroke or TIA / 172 centers
43 % reduction of stroke

Secondary prevention of stroke
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Secondary prevention Stable CAD

Double‐blind randomized perindopril vs placebo on top of recommended therapy
> 12 000 patients / 24 countries

Perindopril 8 mg od prevents one CV death, non fatal MI or cardiac arrest among every  
50 patients with coronary disease treated for 4 years

Lancet, 2003 Sept 6; 362 (9386) : 755‐7

20 % reduction in relative risk on primary endpoint (CV death, MI, cardiac arrest)
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3845 very elderly (aged 80 or more) hypertensive patients
11 countries

Double‐blind, natrilix SR vs placebo

Hypertension in very elderly
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At 2 years: 

MBP decrease with Natrilix SR was 15.0 + 6.1 mmHg compared to placebo

Natrilix SR led to relative risk reduction of:

•21% for total mortality (p=0.019)

•39% for stroke mortality (p=0.046)

•30% for stroke (p=0.055)

•64% for heart failure (p<0.001)

•34% for CV events, a composite of CV causes of stroke, MI and heart 
failure (p<0.001)

Hypertension in very elderly

This means that one 
death would be avoided 

for every 40 patients 
treated with indapamide 
SR ±perindopril therapy 

for 2 years.
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Indapamide is an oral antihypertensive/diuretic. Its molecule contains both a polar sulfamoyl 
chlorobenzamide moiety and a lipid‐soluble methylindoline moiety. It differs chemically from 
the thiazides in that it does not possess the thiazide ring system and contains only one 
sulfonamide group. The chemical name of Indapamide is 4‐Chloro‐ N‐(2‐methyl‐1‐indolinyl)‐3‐
Sulfamoylbenzamide, and its molecular weight is 365.84. The compound is a weak acid, 
pKa=8.8, and is soluble in aqueous solutions of strong bases. It is a white to yellow‐white 
crystalline (tetragonal) powder, and has the following structural formula:

Indapamide is the first of a new 
class of antihypertensive/diuretics, 
the indolines.

Indapamide
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Ivabradine

DiFrancesco D, Camm AJ. Drugs. 2004;64:1757-1765.

IfIf

Sinus node
menbrane
potential

0 mV

-40 mV

-70 mV

closed closedopen

It is the first specific and selective If current inhibitor in 
the sinus node 
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Ivabradine slows heart rate by decreasing the velocity of diastolic depolarization (ie, by 
reducing the ‘steepness’ of the If current slope of diastolic depolarization) in sinus node cells 
 pure HR reduction without vasodilating or negative inotropic effects

Bucchi A, et al. J Gen Physiol. 2002;120:1-15.

RRRR

Heart rate
reduction

ivabradine

RR RR

Ivabradine
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• Beautiful was the first trial 
assessing the cardiovascular 
prevention benefits of a pure 
heart rate lowering agent beyond 
current preventive treatment 

• Double‐blind randomized, 10,917 
patients with stable CAD in 33 
countries

Cardiovascular prevention



Inclusion criteria

 Male or female

 Nondiabetic 55 years, diabetic 18 years

 Documented coronary artery disease 

 Sinus rhythm and resting heart rate 60 bpm 

 Documented left ventricular systolic dysfunction (<40%)

 Clinically stable for 3 months with regards to angina or
heart failure symptoms or both

 Therapeutically stable for 1 month (appropriate or stable doses
of conventional medications)

K. Fox et al. Am Heart J. 2006;152:860-866.
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0.11431%0.69Fatal MI

0.02322%0.78Fatal and nonfatal MI or unstable angina

0.01630%0.70Coronary revascularization

0.00923%0.77Fatal and nonfatal MI, unstable angina,
or revascularization

0.00136%0.64Fatal and nonfatal MI

P valueRisk
reduction

Hazard
ratio

Predefined end point

Cardiovascular prevention

Fox K et al. Lancet. 2008;372:807-816.

Ivabradine reduces all coronary events in coronary patients with HR ≥70 bpm
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CORALAN® reduces the risk of the combination primary endpoint (CV 
death – hospitalization for acute MI – new or worsening HF) by 24% 
(p=0.048) in all angina patients, and by 31% in those with HR ≥ 70 bmp

Cardiovascular prevention



© 2013 Servier China Page 24© 2016 Servier China Page 24

CORALAN® reduces the risk of hospitalization for acute or non‐fatal MI 
by 42% (p=0.022) in patinets with angina and by 73% (p=0.02) in patients 
with angina and HR>70 bpm

Cardiovascular prevention



Design and methodology

1507 randomized
with angina

734 to Procoralan 773 to placebo

773 analyzed734 analyzed

12 138  patients 
with CAD and LVD 

screened

10 917 randomized

Fox K, Ford I, et al; BEAUTIFUL Investigators. Effect of ivabradine on cardiovascular outcomes in patients with stable coronary artery 
diseaseand left-ventricular systolic dysfunction with limiting angina: a subgroup analysis of the randomized, controlled 
BEAUTIFUL trial. Data on file.

New results in 
angina patients



Effect of ivabradine on primary
endpoint (Overall population)

% with primary composite end point of CV death, hospitalization for acute MI, or for new-onset 
or worsening heart failure

Ivabradine

Placebo

P=0.94
Hazard ratio = 1.00 (0.91 – 1.10)
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Fox K et al. Lancet. 2008;372:807-816.
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6505 patients 

37 countries 

677 centres

To evaluate whether the If inhibitor ivabradine

improves cardiovascular outcomes 

in patients with:

1. Moderate to severe chronic heart failure

2. Left ventricular ejection fraction 35%

3. Heart rate 70 bpm in sinus rhythm

4. Best recommended therapy

Cardiovascular prevention
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Cardiovascular prevention

Ivabradine  significantly  reduces major risks associated 
with heart failure:

 18% reduction in CV death or hospital admission for worsening HF
 26% reduction in death from heart failure
 26% reduction in hospital admission for worsening heart failure
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Cardiovascular prevention

SIGNIFY is assessing whether heart

rate reduction using ivabradine

improves cardiovascular mortality

and morbidity in patients with stable

CAD, without clinical heart failure



Conclusion

 Lowering heart rate with ivabradine in CAD 
patients without clinical heart failure does not 
reduce the risk of CV death or nonfatal MI

 In the subgroup of patients with angina (CCS 
class ≥II), there appeared to be an increase in CV 
death or nonfatal MI

 In the same subgroup there appeared to be 
improvement in symptoms and need for elective 
coronary revascularization
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Symptomatic treatment of chronic stable angina pectoris in coronary artery disease 
patients with normal sinus rhythm. PROCORALAN is indicated :
- in patients unable to tolerate or with a contra-indication to the use of beta-blockers
- or in combination with beta-blockers in patients inadequately controlled with an optimal beta-
blocker dose and whose heart rate is > 60 bpm.

PROCORALAN is indicated in chronic heart failure NYHA II to IV class with systolic 
dysfunction, in patients in sinus rhythm and whose heart rate is ≥ 75 bpm, in combination with 
standard therapy including beta-blocker therapy or when beta-blocker therapy is 
contraindicated or not tolerated.

Ivabradine indications
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It has been recently demonstrated that trimetazidine, known for years 
to be an effective antianginal agent, shifts cardiac energy metabolism 
from fatty acid oxidation to glucose oxidation by inhibiting 
mitochondrial long‐chain 3‐ketoacyl coenzyme A thiolase. 

By decreasing fatty acid oxidation, trimetazidine stimulates glucose 
utilization, restoring coupling between glycolysis and carbohydrate 
oxidation and leading to adenosine triphosphate production with lesser 
oxygen consumption.

Trimetazidine

Eur Heart J Supplements 2001; 3 (Suppl O): O12–O15)

Trimetazidine  is  indicated  in  adults  as  add‐on  therapy  for  the  
symptomatic  treatment  of  patients  with stable angina pectoris who are 
inadequately controlled by or intolerant to first‐line antianginal therapies.



© 2013 Servier China Page 33© 2016 Servier China Page 33

Cardiovascular prevention

Study outcomes
• Required nb of events: 1363,    

N=5800  
• Estimated mean  follow‐up:  

36 months

Population
•<85 years old patients, 
•with a single or multivessel CAD and having undergone PCI treating at 
least one stenosis, where the PCI was indicated because of stable angina 
or in the context of an ACS excluding STEMI

The efficAcy and safety of Trimetazidine in Patients with angina pectoris having been 
treated by percutaneous Coronary Intervention. ATPCI study An international, 
multicentre, randomised, double‐blind, placebo‐controlled study in patients treated for 2 
to 4 years. 
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Cardiovascular prevention

27 countries, 384 centres, 5 800 patients 
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M1 M36 M42 M48M12M3 M6 M18 M24 M30

≤30 days from PCI 
to Randomisation

Final visitRandomisation

Trimetazidine 35 mg b.i.d.*             (N= 2900)

Placebo b.i.d.*                                  (N=2900)

*o.d. for patients with moderate renal failure

Primary end point = composite : cardiac death, hospitalization for a cardiac event, recurrent or 
persistent angina leading to adding, switching or increasing the dose of one of the evidence‐based 
antianginal therapy, recurrent or persistent angina leading to performing a coronary angiography.
Adjudication committee.



© 2013 Servier China Page 35© 2016 Servier China Page 35

60 years of research in Cardiovascular & Diabetes

• Introduction
• Key programs in cardiovascular diseases
• Key programs in Metabolism
• Few perspectives for the future



© 2013 Servier China Page 36© 2016 Servier China Page 36

7 million patients 
treated every day

1973 1999 2009

Diamicron (Gliclazide) 40 years of experience
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A factorial randomised trial of blood pressure lowering 
and intensive glucose control for the prevention of vascular disease 

among 11 140 high risk patients with type 2 diabetes

213 collaborating centers in 20 countries
from North America, Australasia and
Europe

Perindopril + Indapamide vs
placebo
 18 % reduction in CV mortality, 
 21 % reduction in renal events

Intensive Glucose control (gliclazide-based) resulted in 
 21 % reduction in new or worsening nephropathy
 65% reduction in end-stage kidney disease

Prevention CV & diabetes complications
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A long term commitment in clinical research

38

11 140 patients from 20 countries

More than 80 publications2008 2014

5-year non interventional 
follow up 5 years of intensive treatment (Diamicron MR 60) 
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key programs
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ADVANCE‐ON Trial
Preservation of the heart and protection of the kidney over 10 years 
with the intensive glucose control strategy based on Diamicron MR 60

Zoungas S al. N Engl J Med. 2014;371:1392‐1406

 Previously‐approved GLP‐1
therapeutic with demonstrated:

−Glycemic control

−Weight loss 

−Safety

MEDICINE: 
EXENATIDE

 Previously‐approved delivery system

 Proprietary stabilization formulation

−Maintains stability at temps ≈37⁰C

−Maintains stability for > 12 months

TECHNOLOGY

Partnership with INTARCIA therapeutics 
ITCA 650—Convergence of Technology and 

Medicine



S95002 / ITCA 650

Exenatide (GLP‐1 agonist) mini‐pump 
(for 3 months and 6 months)

Type 2 diabetes treatment
Phase III on going
First Filing US and EU: 2017





Omecamtiv Mecarbil (OM) is a Novel 
Selective Cardiac Myosin Activator

Malik FI, et al.  Science 2011; 331:1439‐43.

Mechanochemical Cycle of Myosin

Force production

Omecamtiv mecarbil increases the 
entry rate of myosin into the 
tightly‐bound, force‐producing 

state with actin
“More hands pulling on the rope”

Increases duration of systole

Increases stroke volume

No increase in myocyte calcium

No change in dP/dtmax

No increase in MVO2
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The decision to advance omecamtiv mecarbil into Phase 3 
was based on positive results from COSMIC‐HF (Chronic 
Oral Study of Myosin Activation to Increase Contractility in 
Heart Failure), a Phase 2 trial evaluating the treatment in 
patients with chronic heart failure, which were presented 
as a Late‐Breaking Clinical Trial at the American Heart 
Association (AHA) Scientific Sessions in November 2015

Omecamtiv Mecarbil (OM) is a Novel 
Selective Cardiac Myosin Activator
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Since activated Thrombin‐Activatable Fibrinolysis Inhibitor 
(TAFIa) was discovered in 1988, considerable interest has 
developed in the biological role of this enzyme, particularly in 
hemostasis and thrombotic diseases.

TAFIa inhibitor



PCC Phase I Phase II Phase III
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S 64315
Mcl‐1

S 61904
Bcl‐2

S 81873
gpA33

Lonsurf

S 42909S 62978
TAFIa
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S 44858
AMPA

S 201086
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GLP1
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Pixantrone

79759
Alpha7

NMEs IN DEVELOPMENT

S 95005
N A CRC

S 95007
Anti IL2



© 2013 Servier China Page 49© 2016 Servier China Page 49

Thank you!



Our marketed portofolio
in the cardiovascular and metabolism fields


