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Figure 1. Biomarkers Indications for Use
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9.5.2. Treating Hypertension in Stage C HFrEF: Recommendation

Recommendation for Hypertension in Stage C HFrEF
COR LOE Recommendation Comment/Rationale
Patients with HFrEF and hypertension should be NEW: Recommendation
I CEO prescribed GDMT titrated to attain systolic blood | has been adapted from
pressure less than 130 mm Hg (191). recent clinical trial data
See Online Data but not specifically tested
Supplements E and F. per se in a randomized
trial of patients with HF.

Clinical trials evaluating goal blood pressure reduction and optimal blood pressure-lowering agents in the setting
of HFyEF and concomitant hypertension have not been done. However, it is apparent that in those patients at
higher risk. blood pressure lowering is associated with fewer adverse cardiovascular events. GDMT for HErEF
with agents known to lower blood pressure should consider a goal blood pressure reduction consistent with a
threshold now associated with improved clinical outcomes but not yet proven by RCTs in a population with HF.

Circulation. 2017; DOI: 10.1161/CIR.0000000000000509
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August 25, 2017

Biomarker-Guided HF Drug Management: No
Advantage in Large Randomized Trial

oo EPREMRS LN TBHWATNEROALS

care group (FP=0.21).

Patients in the two groups hit the NT-proBNP target of <1000 pg/mL at 12
months at similar rates, 46% in the guided-therapy group and 40% in the usual-

Care Group
End points
Primary end point*
CV death

Death by any cause

*First HF hospitalization or CW death

Adjusted HR (95% CI) for Outcomes In Blomarker-Guided Group vs Usual-

HR (95% Cl) P
0.98 (0.79-1.22) 0.88
0.94 (0.65-1.37) 0.75
0.86 (0.62-1.20) 0.37

ESC 2017, Aug 25
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Cowverage from the
European Society of Cardiology (ESC) Congress 2017

High Salt Intake Linked to Increased Heart-
Failure Risk

— SEBARIEME O HREA X

August 28, 2017

National health records were then examined to determine the rate of incident
heart failure over a mean 12-year follow-up, based on causes of death, hospital
discharge summaries, and drug reimbursements.
Hazard Ratlios for Incldent Heart Fallure

Salt intake (quintiles) Fully adjusted hazard ratio

=6. 77 glday 1.0 (reference)

6.77—8.80 g/day 113

8.81-10.95 g/day 1.45

10.96-13.73 g/day 1.56

>13.73 g/day 1.75

Ffor trend 0.009

ESC 2017, Aug 28
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The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Defibrillator Implantation in Patients with
Nonischemic Systolic Heart Failure
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Death from Any Cause

Hazard ratio, 0.87 (95% Cl, 0.68-1.12)

P=0.28
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Remote management of heart failure
using implanted devices and formalized
follow-up procedures (REM-HF)

Martin R Cowie

Professor of Cardiology, Imperial College London (Royal B
London, UK
&

John M Morgan
Professor of Cardiology, University of Southamg

On behalf of the REM-HF Investiga

EWROPEAN
SOCIETY OF
CARDRUGY ®

European Journal of Heart Failure (2016)
doi: 10,1002 ejhf 626

REM-HF 1 MORE-CARE P T
AR EPEYr R ICD/CRT
2, CRT-D FI.LFEEEF, NMHA
RENEBERTREENRGEHRE B
ZREZ, FRPAEMNIEIT,
Bl — PN EEE I

JG o

ESC 2016

Effects of remote monitoring on clinical
outcomes and use of healthcare resources in
heart failure patients with biventricular
defibrillators: results of the MORE-CARE

multicentre randomized controlled trial

Giuseppe Boriani?*, Antoine Da Costa3, Aurelio Quesada?, Renato Pietro Ricci®,
Stefano Favale®, Gabriele Boscolo’, Nicolas Clementy®, Valentina Amori’,

Lorenza Mangoni di S. Stefano, Haran Burri'?, on behalf of the MORE-CARE Study
Investigators

iniversity of Modena and Reggio Emilla, Policinico di Modera, Modera, Ialy; *University of Bologna, 5. Crsob-Malpight University Hospital, Bologna, lty; *University Hospital,
St Brlernie, Framoe; “Univarsicy General Hespital, Yalencta, Spain; *San Filppo Merl Hospital, Rome, lealy; $Universicy Hespital, Ban, haly, "Chioggla ULSS 14, Chioggia, Ialy;
2Tours University Hospil, Tours, France; * Mederonic EMEA Reglonal Clinkal Center, Rome, ltaly, and " University Hospial of Geneva, Geneva, Swizerland

Racenad 5 fuly 20 16; revtsad 27 July 2016; accepted 27 July 2076
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1001 Study arm — Standard
= Remaote

55 &5 8

30
25
20
15
10

Incidence of primary composite endpoint (%)

b T T T 4I- T T T Ia T T T 1I2 T T T 1Isl T T 2Inl T T 2I4
Time since randomization (months)
Mo, at Risk

Standard 428 269 324 285 243 217 150
Remote 437 265 | 288 260 223 145

Table 2 Results of the primary outcome and its components
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HR 1.02
95% CI 0.80-1.30
P=0.89

Remote
(n=437)
Primary composite endpoint, n (%)
Death or first CV or device-related hospitalization (=48 h stay) 130 (29.7)
Components, n (%)
Death from any cause 40 (9.2)
First CV hospitalization 100 (22.9)
First device-related hospiralization 17 (3.9)

Standard Hazard ratio
(n= 418) (95% CI)

123 (28.7) 1.02 (0.80—-1.30)
34 (7.9) 1.13 (0.71-1.80)
97 (22.7) 0.96 (0.73-1.28)
18 (4.2) 0.89 (0.44-1.79)

0.889

0.594
0.796
0.742

Cl, confidence interval; CV, cardiovascular.

ESC 2016
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Levosimendan In Patients
With Left Ventricular Systolic
Dysfunction Undergoing Cardiac

Surgery With Cardiopulmonary Bypass
PRIMARY RESULTS OF THE LEVO-CTS TRIAL

John H. Alexander, MD, MHS, FACC - ,Jlilﬂlhﬁ" ‘

Rajendra H. Mehta, Jeffrey D. Leimberger, Stephen Fremes, John Luber, Wolfgang Toller, Matthias Hennglake, Jerrold H. Levy, Robert A. Harnngton, Kevin J. Anstrom TS
(M

on behalf of the LEVO-CTS Investigators

o : FROM THOUGHT LEADERSHIP
m Duke Clinical Research Institute | 1o cunicaL pracTice TE_NAX

THERAPEUTICS

ACC 2017
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Infusion started before surgery
0.2ug/kg/min x 1 hour
0.1ug/kg/min x 23 hrs

CABG, MV, CABG

+ MV or AoV surgery prYYyr—spFsLhFr s 1 s

w/ CPB, LV EF <35%
Pre-Op  Surgery ICU Discharge —— 30-Day 90-Day

b b db, A bd hd

Randomization

Pre-op
L E \) O - Other therapies standard of care
-CTS
R — SN, Mehta RH, et al., Am Heart J 2016;182:62-71

ACC 2017
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Cardiac Output

Cardiac Index (mls/min/m?) Mean (SD)
Levosimendan (n=359) 2.86 (0.61)

p<0.0001
Placebo (n=340) 2.68 (0.65)

—

| ~- ._.-.\'

TS

X, £,
levosimandan in cardio thoracic surgery

ACC 2017
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Co-Primary
Qutcomes

Quad Outcome = death, dialysis, Ml
or mechanical assist device use

Dual Outcome = death or
mechanical assist device use

L ENO G

n in cardio thoracic =

30%

25%

20%

15%

10%

5%

0%

B Levosimendan m Placebo
245% 24.5%

13.1%

Odds ratio (99% Cl)
1.01 (0.66-1.54)
p=0.98

Odds ratio (96% Cl)

1.18 (0.76-1.82)
p=0.45

QUAD OUTCOMET DUAL OUTCOMET

TAdjusted for covariates: type of surgery, LVEF, age, sex

ACC 2017
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Cowverage from the
Eurcopean Society of Cardiclogy (ESC) Congress 2017

Dysfunction, AF

Susan Jeffrey
August 29, 2017

CASTLE-AF: Ablation Reduces Mortality in LV

CASTLE-AF: Primary and Secondary End Points

End point Hazard
ratio
All-cause mortality and worsening heart 0.62
failure
All-cause mortality 0.53
Worsening heart-failure admissions 0.56
Cardiovascular mortality 0.49
Cardiovascular hospitalization 0.72

295% CIl

0.42-0.87

0.32-0.86

0.37-0.83

0.29-0.84

0.52
—0.99

0.007

0.0Mm

0.0004

0.008

0.041

ESC 2017, Aug 29




CASTLE-AF

179 pts

3013 pts
Eligibility

Assessment

21 pts excluded

200 pts
Follow-up:
3,6,12, 24, 36,
48, 60 months

Enrolled/

LCULEIUEEEN Run-in 5 weeks
197 pts
13 pts excluded )

184 pts

397 pts

153 pts
(26 cross-overs)

Primary
Endpoint
All-cause
mortality

+
Worsening
heart failure
admissions

165 pts
(18 cross-overs)

N. Marrouche (Salt Lake City, USA) 1148



CASTLE-AF
Inclusion Criteria CASTLE-AF

Symptomatic paroxysmal or persistent AF

Failure or intolerance to 2 1 or unwillingness to take AAD
LVEF < 35%
NYHA class 2 I

ICD/CRT-D with Home Monitoring capabilities already implanted due

to primary or secondary prevention

N. Marrouche (Salt Lake City, USA) 1148



Results-CASTLE AF

AF Burden Derived from Memory of Implanted Devices CASTLEAF
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Results-CASTLE AF =
Absolute change in LVEF from baseline

Ly p*=0.001 p=0.055 p*=0.005
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Results-CASTLE AF
Primary Composite Endpoint
1
ol x.q-hﬂh*"_ | Ablation

? HR, 0.62 (95% Cl, 0.43-0.87);

P=0.007 e
0’4 Log-rank test: P=0.006 ColVEnEOHS
0,2
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Patients at Risk

Ablation 179 141 114 76
Conventional 184 145 111 70

CARMA

N. Marrouche (Salt Lake City, USA) 1148



Results-CASTLE AF
All-Cause Mortality

CASTLE-AF

—_—

Ablation

&l
o

; HR, 0.53 (95% Cl, 0.32-0.86); Conventional

04 P=0.011

Log-rank test: P=0.009

0.2 Risk Reduction: 47%
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Patients at Risk

Ablation 179 154 130 94
Conventional 184 168 138 o7

CARMA

N. Marrouche (Salt Lake City, USA) 1148



Results-CASTLE AF =

Worsening Heart Failure Admissions
08 | .' vy — _ Ablation

| HR, 0.56 (95% Cl, 0.37-0.83);
O 4 | P=0.004 Conventional
Log-rank test: P=0.004

0.2 1 Risk Reduction: 44%
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Patients at Risk

Ablation 179 141 114 76
Conventional 184 145 111 70
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N. Marrouche (Salt Lake City, USA) 1148
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AND ATRIAL FIBRILLATION
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DO BETA-BLOCKERS IMPROVE ONE-YEAR SURVIVAL IN
HEART FAILURE PATIENTS WITH ATRIAL FIBRILLATION? —
RESULTS FROM THE ESC-HF REGISTRY

17 1
80 -109 b.p.m
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AAAAAAAAAAAAAAA DO BETA-BLOCKERS IMPROVE ONE-YEAR SURVIVAL

IN HEART FAILURE PATIENTS WITH ATRIAL FIBRILLATION? -
RESULTS FROM THE ESC-HF REGISTRY

0.8 +

0.7 +

0.6

Survival probability

0.5 1
P=0.00

0.4

HF-AF without beta-
blockers

1
T HF-AF with beta-blockers
0.9 - 0.9

0 100

Time to primary endpoint (days)

200 300

400

1

Survival probability
o © ©
o)} ~ o

o
o

©
N

HF-AF with beta-blockers

HF-AF without beta-
P=0.02 blockers

100 200 300 400

Time to secondary endpoint (days)

Beta-blockers

0.52 (0.31-0.89)

0.02

0.74 (0.49-1.11) 0.14

AF — atrial fibrillation, HF — heart failure

K. Ozieranski (Warsaw, PL) 4899
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ASSOCIATION BETWEEN SERUM POTASSIUM
AND CLINICAL OUTCOMES IN UK PATIENTS WITH

HEART FAILURE

O Primary care data for
Patients in CPRD
2006-2015 extracted (N=378,601)
from the Clinical
Practice Research ity S

Datalink (CPRD) !

- Electronic database of
. . inal analysed HF sampl¢
anonymous longitudinal (n=23,541)
records for >11m

patients from 674
primary care practices
across UK

HF diagnosis before the
study period (n=15,978)

CKD diagnosis before the
study period (n=10,120)

Follow-up date on or
before the index date
(n=1989)

L. Qin (Gaithersburg, US) 4901



ASSOCIATION BETWEEN SERUM POTASSIUM
AND CLINICAL OUTCOMES IN UK PATIENTS WITH
HEART FAILURE

o)

This real-world analysis indicates U-shaped patterns of association

between K+ and incidence of mortality and MACE

< K+ levels outside the normal range were associated with greater risks of mortality
and MACE

- Results support the need for close monitoring of K+ and prompt treatment of

- 1

o _50- Mortality 20 - MACE !
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<40 <45  (Referefif} Range) <55 <0 <40 <45 (Refe@e Range) 5 <60 1

Serum K* (mEq/L) Serum K* (mEq/L) :

1

Risk of mortality is 3.5 times greater for patients with
K+ 26 mEq/L compared to those with normokalaemia

L. Qin (Gaithersburg, US) 4901
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