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• Risk factors control in siabetes mellius 

• Aspirin in primary prevention: ARRIVE & ASCEND 

• Weight lowering drug lorcaserin and CV events : CAMELLIA 

• Secondary prevention : EUROASPIRE V 

• ESC/ESH guidelines for arterial hypertension 

 

 
 Rawshani A, NEJM 2018; 379:633 
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Risk factors mortality and cardiovascular outcomes in patients with 

Type 2 diabetes – F/U = 5.7 years 

N = 271 174 matched with 1 356 870 Controls 

Risk factors = HbA1c ; LDL CT ; Albuminuria ; Smoking ; 

BP 

If  All in normal range 

Death HR = 1.06 

Myocardial infarction HR = 0.84 

Stroke = 0.95 

Hospit. Heart Failure = 1.45 

A Rawshani et al. N Engl J Med 2018; August 16th  
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A Rawshani et al. N Engl J Med 2018;379:633-644. 

Adjusted Hazard Ratios for Outcomes, According to Age Category and Number of Risk-Factor 
Variables outside Target Ranges, among Patients with Type 2 Diabetes, as Compared  

with Matched Controls. 
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A Rawshani et al. N Engl J Med 2018;379:633-644. 
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CONCLUSION 

Patients with Type 2 DM who have five risk 

factors variables within the target ranges have 

little / no excess risk of  death, myocardial 

infarction or stroke, compared to the general 

population whereas the risk of  HF is increased 

by # 45%. 
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CVD REAL 
N=153078 SGLT2 I vs 153078 matched other Antidiabetic 

drugs 

Cavender, M.A. et al. J Am Coll Cardiol. 2018;71(22)! 2497-506 
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Sodium-Glucose Co-Transporter-2 Inhibitors in Patients With 

and Without Cardiovascular Disease 

Cavender, M.A. et al. J Am Coll Cardiol. 2018;71(22)! 2497-506 
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Ongoing trials SGLTi in heart 

failure/CKD 

Etude N I.C. 
Diabet

e 
End Point Fin 

EMPEROR Reduced 2 850 FE altered ± CVD / HFH 2020 

EMPEROR Preserved 4 126 FE preserved ± CVD / HFH 2020 

DAPA HF 4 500 FE altered ± 
CVD / HFH 

Urgent HF visit 
2019 

DERIVE 4 700 FE preserved ± 
CVD / HFH 

Urgent HF visit 
2021 

EMPA Kidney 5 000 eGFR 20-45 ± ESRD 2022 

DAPA CKD 4 000 eGFR 25-75 ± ESRD 2020 

SOLOIST 4 000 
 decompensed HF 

EF> < 50% 
+ CVD / HFH 2022 
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www.thelancet.com  Published online August 26, 2018 http://dx.doi.org/10.1016/S0140-6736(18)31924-X 
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Role of  Aspirin in primary prevention in 

people at moderate risk controversial. 

 Increased risk of  bleeding. 

ARRIVE : The Context  
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N = 12 546 patients 

 Inclusion :  

Male patients ≥ 60 years 

2  4 risk factors  

 Female patients ≥ 60 years 

3+ risk factors 

No diabetes /documented CVD  

Risk estimate : 10 – 20% CAD at 10 years 

ARRIVE 



  Groupe  hospitalier 

 Paris Saint-Joseph 

 

 Primary endpoint = CV death / myocardial 

infarction / stroke / unstable angina / TIA. 

 Bleeding events recorded. 

 Enteric coated Aspirin 100 mg vs Placebo 

 Follow up : 60 months 

ARRIVE 
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Efficacy endpoints in the intention-to-treat and  

per-protocol populations 

 Gaziano JM et al, The Lancet, Published online August 26, 2018 http://dx.doi.org/10.1016/S0140-6736(18)31924-X 
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Kaplan-Meier cumulative incidence of  primary outcome, original primary outcome,  

and components of  the primary outcome (intention-to-treat  population) 

 

 Gaziano JM et al, The Lancet, Published online August 26, 2018 http://dx.doi.org/10.1016/S0140-6736(18)31924-X 
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Serious adverse events in the 

intention-to-treat population 

 Gaziano JM et al, The Lancet, Published online August 26, 

2018 http://dx.doi.org/10.1016/S0140-6736(18)31924-X 

Data are number of participants with the serious adverse event. *At least 0·2% in any treatment group.  
†Male patients only 
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Primary outcome by prespecified subgroups (intention-to-treat population) 
Hazard ratios are unstratified.  

 Gaziano JM et al, The Lancet, Published online August 26, 2018 http://dx.doi.org/10.1016/S0140-6736(18)31924-X 
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CONCLUSION 

 Patients at moderate CV risk w/o diabetes or 

evident CV disease do not benefit of  Aspirin low 

dose. 

 Substantial increase in gastro-intestinal bleeding 

events. 

ARRIVE 
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N Engl J Med, 2018 Aug 26. doi: 10.1056/NEJMoa1804988 
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ASCEND : THE CONTEXT 

 Diabetes mellitus is associated with an 

increased risk of cardiovascular events. 

 Aspirin beneficial in secondary prevention. 

 Benefit in primary prevention? 

 Excess bleeding has been reported. 
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 Enteric coated aspirin 100 mg vs placebo. 

 Most patients (# 95%) ; type 2 DM 

 No evident cardiovascular disease. 

 F/U 7.4 years 

 Primary efficacy endpoint = CV death / myocardial infarction 

/ stroke / TIA. 

 Primary safety endpoint = major bleeding (intracranial / sight 

threatening bleeding / GI bleeding). 

ASCEND 

N = 15 480 patients 
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First Serious Vascular Event during Follow-up. 

A. First Serious Vascular Event 

B. First Serious Vascular Event 

according to year of follow-up 

N Engl J Med, 2018 Aug 26. doi: 10.1056/NEJMoa1804988 
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Effect of Assignment to Aspirin Group on Components of Serious Vascular Events,  

the Combined Outcome of Serious Vascular Event or Revascularization,  

and Major Bleeding and Its Components 

N Engl J Med, 2018 Aug 26. doi: 10.1056/NEJMoa1804988 
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Observed Absolute Effect of Assignment to Aspirin Group on Serious Vascular Events or 

Revascularization and on Major Bleeding, According to Vascular Risk 

N Engl J Med, 2018 Aug 26. doi: 10.1056/NEJMoa1804988 
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 Low dose Aspirin confers modest benefit on CV 

events in diabetes mellitus w/o evidence of CV 

disease. 

 This benefit is offset by an increase in bleeding. 

 Therefore, no indication of routine Aspirin low 

dose in primary prevention. 

ASCEND 

Conclusion 
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McNeill JJ, N Engl J Med. 2018 Sep 16. doi: 10.1056/NEJMoa1805819 
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Cumulative Incidence of  Cardiovascular Disease. 

McNeill JJ, N Engl J Med. 2018 Sep 16. doi: 10.1056/NEJMoa1805819 
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McNeill JJ, N Engl J Med. 2018 Sep 16. doi: 10.1056/NEJMoa1805819 

Cumulative Incidence of  Major Hemorrhage. 
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This article was published on August 26, 2018, at NEJM.org. DOI:  10.1056/NEJMoa1808721 
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CAMELLIA TIMI 61 : The Context 

Weight lowering pharmacologic agents have not 

shown cardio-vascular benefit. 

 Cardio-vascular and neuro-psychiatric safety 

concerns. 

 Lorcaserin is a selective agonist of  the 5-

hydroxytryptamin 2C serotonin receptor. 



  Groupe  hospitalier 

 Paris Saint-Joseph 

 

CAMELLIA TIMI 61 

N = 12 000 patients 

 Obese patients or overweight with BMI ≥ 27. 

 With atherosclerotic disease or multiple risk factors. 

 Lorcaserin 10 mg x 2/d or placebo. 

 Primary safety endpoint : CV death / myocardial infarction / 

stroke. 

 Primary efficacy endpoint : MACE + HF + stable angina or 

coronary revascularization. 
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Weight loss 

Panel A shows the change in weight from baseline (as 

least-squares means) among patients in the lorcaserin group 

and the placebo group. I bars indicate 95% confidence 

intervals.  

 

Panel B shows the percentage of patients with weight loss 

of at least 5% or at least 10% from baseline at 1 year in the 

lorcaserin group and the placebo group.  

 

The analyses included all the patients for whom data 

regarding weight were available at baseline and at 1 year 

(5135 patients in the lorcaserin group and 5083 in the 

placebo group). 

Bohula E.A. et al, NEJM, August 26, 2018. DOI:  10.1056/NEJMoa1808721 
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Major adverse cardiovascular outcomes 

Bohula E.A. et al, NEJM, August 26, 2018. DOI:  10.1056/NEJMoa1808721 
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CAMELLIA TIMI 61 

In a high risk population of  overweight / obese 

patients, Lorcaserin facilitated weight loss w/o 

higher rate of  CV events than that with placebo 

at 3.3 years of follow-up. 

Conclusion 
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Trends in management of chronic heart disease 
patients EUROASPIRE 

A comparison of EUROASPIRE IV and V surveys over 5 years in 21 
countries 

Patients with ACS or elective CABG/PCI 6mo-3yr prior 

Euroaspire IV – 2012-15 

Euroaspire V – 2016-18 

K. Kotseva (London, UK) 2974 

Persistent smoking 
p=0.08 

>30 min on 
average 

5 times/week 
p=0.03 

More fruit/vegs 
p=0.0004 

Overweight 
p=0.03 

Raised BP 
p=0.79 

LDL ≥2.5 
p=<0.0001 

48% 
53% 44% 

34% 

80% 

68% 
82% 81% 46% 45% 

43% 

36% 

Adverse lifestyle trends among European CHD patients are a major cause of concern  
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Are beta blockers and calcium channel blockers  
beneficial on clinical outcomes in chronic 
ischaemic heart disease? 



First-line anti-ischaemic agents use and long-term 

clinical outcomes in stable coronary artery disease.  

Insights from the CLARIFY registry 
 

E. Sorbets, P.G. Steg, R. Young, N. Danchin, N. Greenlaw, I. Ford, M. Tendera, R. Ferrari, C. Reid,  

A. Parkhomenko, B. Merkely, J.C. Tardif, K.M. Fox, for the CLARIFY investigators  

Emmanuel SORBETS, MD, PhD 
25th August 2018 



Available data on the prognostic effect of -blockers and calcium antagonists in 

stable CAD 

➥   Need for contemporary data 

 -blockers: 
 

     . No RCT (or post-hoc) 

 

     . Metanalyses of old RCT in acute MI 

 

     . Recent observational studies with limitations 

 

 

Lack of effects? 
 

      

 Calcium Antagonists: 
 

     . “Old” RCT 

 

     . Metanalyses of old RCT 

 

     . No large observational studies 

 

 

No prognostic effect 
 



HR 95% CI P value 

       Overall 1.02 (0.91-1.13) 0.76 

       MI ≤ 1 year prior to enrollment 1.24 (0.92-1.67) 0.16 
  

       MI 1 to ≤ 3 years prior to enrollment 1.09 (0.80-1.50) 0.58 

       MI > 3 years prior to enrollment 0.95 (0.80-1.13) 0.56 

HR 95% CI P value 

       Overall 0.94 (0.84-1.06) 0.30 

       MI ≤ 1 year prior to enrollment 0.68 (0.50-0.91) 0.01 
  

       MI 1 to ≤ 3 years prior to enrollment 1.09 (0.76-1.56) 0.63 

       MI > 3 years prior to enrollment 0.91 (0.84-1.10) 0.33 

1 1.2 1.4 0.8 0.6 1.6 

 -blockers better  -blockers 

worse 

 -blockers use and all-cause mortality 

 Calcium Antagonists use and all-cause mortality 

1 1.2 1.4 0.8 0.6 1.6 

Calcium antagonists 

better 

Calcium 

antagonists  

worse 

Survival analysis from Cox proportional hazards models 

Multivariable adjustment for SBP, DBP, LVEF, histories of PCI, CABG, PAD, asthma/COPD and the REACH 

cardiovascular event risk score  

-blockers and Calcium antagonists in CLARIFY 



No -blockers 

-blockers 

HR: 0.68; 95% CI (0.50-0.91); p=0.01 

MI ≤1 year  

prior to 

enrollment 
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Follow-up (years) 

Cumulative hazard of all-cause mortality according to -blocker use at baseline  

in patients with previous MI ≤1 year prior to enrollment 
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Survival analysis from Cox proportional hazards models 

Multivariable adjustment for SBP, DBP, LVEF, histories of PCI, CABG, PAD, asthma/COPD and the REACH 

cardiovascular event risk score  

All-cause death 
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Contents 

● Devices and technology 
> Telemonitoring again TIMHF 2 

● Diabetes mellitus 
> Is insulin safe in HF? 

> Risk factors control and HF 

● Trials  
> Commander HF : rivaroxaban in HFrEF in sinus rhythm 

> ATTR-ACT cardiac amyloidosis 
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TIM-HFII TRIAL –  

REMOTE PATIENT MANAGEMENT IN HEART FAILURE 
F r i e d r i c h  K o e h l e r  

HEART FAILURE & CARDIOMYOPATHIES 
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Koehler F, et al. Lancet, 2018 Aug 24. pii: S0140-6736(18)31880-4. doi: 10.1016/S0140-6736(18)31880-4 
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TIMI HF2 : THE CONTEXT 

Remote distance monitoring in HF shows 

inconsistent results. 

Post-hoc analysis of  TIM HF suggests benefit 

in patients w/o depression. 
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TIMI HF2 

NYHA Class II / III 

EF < 45% or > 45% + Diuretics 

Without depression 

Previous HF hospitalization within 12 months 

N = 1 538 patients 
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RPM Intervention used in TIM-HFII 

F. Koehler 370 

Usual Care 

General 

Practitioners 
Cardiologist 

Daily review 

of vital 

parame- 

ters 

Emergency call 

Immediate 

reaction 

PATIENT‘S HOME HEART FAILURE CARE 

Telemedical Centre 

with physicians and nurses 
Inpatient and outpatient care 

Vital parameters 

Hospital / Emergency Care 

EHR 
Electronic Health Record 

RPM 

intervention 

(Threshold  

crossing) 

Telemedical Centre 

24h/7d 
Immediate reaction 

Measuring devices 
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TIM HF 2 

Primary endpoint :  

All cause death / percentage of  days lost 

due to unplanned cardiovascular 

hospitalization   
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Primary and key secondary 

outcomes 

Koehler F, et al. Lancet, 2018 Aug 24. pii: S0140-6736(18)31880-4. doi: 10.1016/S0140-6736(18)31880-4 
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Kaplan-Meier cumulative event curve for all-cause death 

Koehler F, et al. Lancet, 2018 Aug 24. pii: S0140-6736(18)31880-4. doi: 10.1016/S0140-6736(18)31880-4 
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Unplanned HF hospitalization 

● Secondary: % days lost due to unplanned HF hospitalisation:  
Ratio: 0.797 (0.67, 0.95), p=0.007 

 

 

 

F. Koehler 370 



  Groupe  hospitalier 

 Paris Saint-Joseph 

 

TIM HF 2 

TIM HF 2 shows that in CHF w/o depression 

remote monitoring has positive results. 

A monitoring center 24 hours / 7 days is 

key for success. 
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TREATMENT WITH INSULIN IS ASSOCIATED 

WITH WORSE OUTCOME IN PATIENTS 

WITH CHRONIC HEART FAILURE AND 

DIABETES 
Franco Cosmi, Li Shen, Michela Magnoli, William T. Abraham, Inder S. Anand, John G. Cleland, Jay N. Cohn,  Deborah Cosmi, Giorgia De 

Berardis, Kenneth Dickstein, Maria Grazia Franzosi, Lars Gullestad, Pardeep S. Jhund, John Kjekshus, Lars Køber, Vito Lepore, Giuseppe 

Lucisano, Aldo P. Maggioni, Serge Masson, John J.V. McMurray, Antonio Nicolucci, Vito Petrarolo, Fabio Robusto, Lidia Staszewsky, Luigi 

Tavazzi, Roberto Teli, Gianni Tognoni, John Wikstrand, and Roberto Latini 

HEART FAILURE & CARDIOMYOPATHIES 
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Insulin, chronic heart failure, diabetes and outcomes 

F. Cosmi 3381 

CORONA 
● 5011 patients 

● 1477 (29.5%) with diabetes 

● 403 (27.3%) taking insulin 

● Follow-up: 2.73 years 

GISSI-HF 
● 6975 patients 

● 1974 (28.3%) with diabetes 

● 542 (27.5%) taking insulin 

● Follow-up: 3.87 years 

Val-HeFT 
• 5010 patients 

• 1276 (25.5%) with diabetes 

• 440 (34.5%) taking insulin 

• Follow-up: 1.96 years 

ATMOSPHERE 
• 7016 patients 

• 1944 (27.7%) with diabetes 

• 475 (24.4%) taking insulin 

• Follow-up: 3.06 years 
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RESULTS: PROPENSITY SCORE 

       All-cause death 

      Hospitalisation for HF 

F. Cosmi 3381 
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REAL WORLD DATA 

● 4 million subjects of the Administrative Registry of Puglia Region in 

Italy 

● Insulin treatment was associated with a significantly higher risk 

of: 

> All cause death: OR=2.02 95%CI [1.87-2.19] 

> Hospitalisation for heart failure: OR 1.42 95%CI [1.32-1.53] 

 

 

F. Cosmi 3381 
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COMMANDER HF 
F a i e z  Z a n n a d   

HEART FAILURE & CARDIOMYOPATHIES 
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Zannad F et al, N Engl J Med, 2018 Aug 27. doi: 10.1056/NEJMoa1808848 
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COMMANDER HF : THE CONTEXT 

 Heart failure is associated with a prothrombotic state. 

 The benefit of anticoagulation in patients with HF in sinus 

rhythm is unknown. 

 An increase in the risk of bleeding has been reported with 

Warfarin. 
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COMMANDER HF 

 Is Rivaroxaban low dose (2.5 mg x 2/d) associated 

with improved outcomes in HFrEF in sinus rhythm 

of ischaemic origin? 

 Is it safe? 
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COMMANDER HF 

N = 5 022 patients with HFrEF, coronary artery 

disease, elevated natriuretic peptides after an 

episode of decompensation within 21 days. 

 F/U = 21 months. 
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COMMANDER HF 

 Primary endpoint :  

All cause death / myocardial infarction / 

stroke. 

 Safety endpoint : 

Fatal bleeding / critical bleeding. 
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Zannad F et al, N Engl J Med, 2018 Aug 27. doi: 10.1056/NEJMoa1808848 
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Zannad F et al, N Engl J Med, 2018 Aug 27. doi: 10.1056/NEJMoa1808848 
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COMMANDER HF 

 No central adjudication of events. 

 No electrocardiographic monitoring. 

 Limited duration of follow up. 

 

Limitations 
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CONCLUSION 

Atherothrombotic events are uncommon in 

HF. 

New oral anticoagulants not  routinely 

recommended in ischemic HF in sinus 

rhythm. 
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ATTR-ACT TRIAL 
C l a u d i o  R a p e z z i  

HEART FAILURE & CARDIOMYOPATHIES 
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Maurer MS, et al, New Engl J Med, 2018 Aug 27. doi: 10.1056/NEJMoa1805689 
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ATTR – ACT : THE CONTEXT 

 Transthyretin amyloïd cardiomyopathy is caused by 

deposition of misfold transthyretin proteins in the 

myocardium. 

 Restrictive cardiomyopathy associated with poor 

prognosis. 

 No treatment has been shown to improve outcomes in this 

condition. 
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ATTR – ACT 

 2 categories of TTR cardiac amyloïdosis : 

 Wild type 

 Autosomal dominant 

 Tafamidis binds to transthyretin thyroxin binding 

sites and limits cardiac deposition. 
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ATTR – ACT 

 2 doses of Tafamidis : 20 mgs and 80 mgs. 

 30 months F/U. 

 Primary endpoint : all cause death then 

cardiovascular hospitalizations. 

 6 minutes walking distance & KCCQ.  

N = 441 patients 
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Maurer MS, et al, New Engl J Med, 2018 Aug 27. doi: 10.1056/NEJMoa1805689 

ATTR-ACT 
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Maurer MS, et al, New Engl J Med, 2018 Aug 27. doi: 10.1056/NEJMoa1805689 
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Maurer MS, et al, New Engl J Med, 2018 Aug 27. doi: 10.1056/NEJMoa1805689 
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T A K E  H O M E  M E S S A G E S  

HEART FAILURE & CARDIOMYOPATHIES  

● Technology: Remote monitoring has favorable effects (TIM 
HF2)  

● Insulin associated with poor outcomes in HF: causality or risk 
marker? 

● Risk factors control in type 2 DM not associated with 
prevention of HF 

● Rivaroxaban low dose does not improve outcomes in HFrEF 
in sinus rhythm 

● Tafamidis slows down progression of TTR amyloidosis 
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