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Masculino

65 anos

ECG — QRS 150mms
Fe 30%

Cardiopatia Dilatada

Insuficiéncia Mitral Severa
NYHA Il

Enalapril 20mg 2xdia, Carvedilol 25mg 2 xdia, Furosemida
120mg/dia, Espironolactona 25mg/dia




Masculino

65 anos

ECG — QRS 150mms

Fe 30%

Cardiopatia Dilatada
Insuficiéncia Mitral Severa
NYHA III

Enalapril 20mg 2xdia, Carvedilol 25mg 2 xdia, Furosemida 120mg/dia, Espironolactona 25mg/dia

Ha indicacao Valsartana/Sacubutril?
Terapia de ressincronizacao ? Com ou sem CDI?

Anticoagulacao? Se sim qual anticoagulante?
Quando e como abordar a insuficiéncia mitral
secundaria?

Suporte ventricular mecanico — terapia de
destino?

Quando e como encaminhar para o Tx?




A realidade pode ser tao complexa que as observacgoes

feitas de um determinado assunto, vistas de dngulos

diferentes, podem parecer bem contraditérias!







Complexidade dos Sistemas Biologicos







Devo trocar IECA por valsartana/sacubitril ?




Angiotensin—Neprilysin Inhibition versus Enalapril in Heart

Failure
PARADIGM-HF PARADIGMHF

A Primary End Point B Death from Cardiovascular Causes
1.04 1.05

Table 2. Primary and Secondary Outcomes.*

Hazard Ratio

LCZ696 Enalapril or Difference
Outcome (N=4187) (N=4212) (95% Cl) P Value
Primary composite outcome — no. (%) NNT: 21
Death from cardiovascular causes or first 914 (21.8) 1117 (26.5) 0.80 (0.73-0.87) <0.001
hospitalization for worsening heart failure
Death from cardiovascular causes | NNT:31 558 (13.3) 693 (16.5) 0.80 (0.71-0.89) <0.001
First hospitalization for worsening heart failure 537 (12.38) 658 (15.6) 0.79 (0.71-0.89) <0.001
Secondary outcomes — no. (%) NNT: 35
Death from any cause 711 (17.0) 835 (19.8) 0.84 (0.76-0.93) <0.001
Change in KCCQ clinical summary score at 8 mot -2.99+0.36 -4.63+0.36 1.64 (0.63-2.65) 0.001
New-onset atrial fibrillationz: 84 (3.1) 83 (3.1) 0.97 (0.72-1.31) 0.83
Decline in renal function§ 94 (2.2) 108 (2.6) 0.86 (0.65-1.13) 0.28
0.0 T T T T T T T 1 0.0 T T T T T T T 1
0 180 360 540 720 900 1080 1260 0 180 360 540 720 900 1080 1260
Days since Randomization Days since Randomization
No. at Risk No. at Risk
LCZ696 4187 3922 3663 3018 2257 1544 896 249 LCZ696 4187 4056 3891 3282 2478 1716 1005 280
Enalapril 4212 3883 3579 2922 2123 1488 853 236 Enalapril 4212 4051 3860 3231 2410 1726 994 279

N Engl J Med 2014, 371: 993 - 1004



Step 1
Establish Dx of HFrEF;
assess volume;
initiate GDMT

HFEF
NYHA class I-IV
(Stage C)

Implement indicated GDMT.
Choices are not mutually
exclusive, and no order is
inferred

Consider the following
patient scenarios

—

i

mL/min & K+<5.0 mEqg/L

NYHA class II-1V,
provided est. CrCl >30

A

A 4

—

AR )

ACEI or ARB*; No C/l to

NYHA class Il-Ill HF
Adequate BP on

ARB or sacubitril

A

Y

T

NYHA class llI-IV,
in black patients

i

A

A 4

NYHA class II-ll, LVEF

<35%; (caveat: >1y
survival, >40 d post MI)

A

Y

NYHA class II-IV, LVEF

<35%, NSR & QRS
=150 ms with LBBB
pattern

:

A

Y

NI

maximally tolerated dose

NYHA class II-1ll, NSR,

Ivabradine
(COR lla)

heart rate 270 bpm on

.

beta blocker

Y

Step 4
Reassess
symptoms

Refractory

NYHA class llI-IV
( (StageD) )
e N

Symptoms
improved
N\ J

Step 5

Consider
additional
therapy

LVADZ
(COR lla)

Investigational
studies§

2017 ACC/AHA/HFSA Focused Update of the 2013 ACCF/AHA Guideline for the Management of Heart

Failure



Theoretical Distribution of Randomized Controlled Trial

Results as Data Accumulate

Guyatt G. User’s guides to the medical literature. JAMA 2008



Outcomes Events in Truncated RCTs

Enalapril: 1117 (26.5%)
LCZ969: 914 (21.8%)
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Entresto sacubitril / valsartan

SACUBITRIL; VALSARTAN is a combination of 2 drugs used to reduce the risk of death and hospitalizations in people with long-lasting heart failure. It is
usually used with other medicines to treat heart failure. Compare angiotensin receptor neprilysin inhibitors.

Prescription Settings 97mg/103mg ~  60tablets ~ @ SAVE < SHARE -~

Prices and coupons for 60 tablets of Entresto 97mg/103mg

4%' Medicare o Set your location for drug prices near you | Hide mail order [ ] Prescription is for a pet
Savings Tips
O soresTor @1 Targer (cvS) sez228
with free coupon
(D Drug Info
A Side Effects Membership warehouse $423.14
Name cannot be shown. Why not? with free coupon
vl A - <o
" GET FREE DISCOUNT
% Latest News ﬂ with free discount
1,000 Safeway $426.89
d with free coupon
popular
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m Pay as little as $10 per month.
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Save even . .
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prescriptions
at Kranar VoS U [ O o S —— hann A~ A



Terapia de Ressincronizacao ?

Com ou sem CDI?




Cardiac Resynchronization Therapy for Patients With Left Ventricular

Systolic Dysfunction
A Systematic Review

Hospitalization for Heart
Failure, No./Total

3 -
Source Relative Risk Favors | Favors
CRT Alone vs Medical Therapy CRT Control (95% Confidence Interval) CRT : Control
MUSTIC-SR,? 2001 3/29 9/29 0.33 (0.10-1.11) —a.—
MIRACLE.? 2002 18/228 34/225 0.52 (0.30-0.90) ——
MUSTIC-AF,'! 2002 1/25 2/18 0.36 (0.04-3.67) —
RD-CHF,'* 2003 1/22 7/22 0.14(0.02-1.07) —
CARE-HF,'® 2005 72/409 133/404 0.53 (0.42-0.69) L3
Subtotal 95/713 185/698 0.51 (0.41-0.64) - Effect of CRT on Proportion of Patients Hospltallzed for
Test for Heterogeneity: x5 = 2.27; P =.69; I°=0% .
Test for Overall Effect: Z=5.88; P<.001 Heart Failure
CRT +ICD vs ICD Alone
CONTAK-CD, '? 2003 32/245 39/245 0.82 (0.63-1.26) —B-
MIRACLE-ICD, ™ 2003 85/187 78/182 1.06 (0.84-1.33) .
Subtotal 117/432 117/427 1.00 (0.80-1.24) “
Test for Heterogeneity: x5 = 1.1 =8.8%
Test for Overall Effect: Z=0.04
Total 212/1145 302/1125 0.63 (0.43-0.93) -
Test for Heterogeneity: x2 = 23.08; P<.001; I°=74.0% H
Test for Overall Effect: Z=2.34; P=.02 |
T T T T 1
0.01 0.1 1.0 10 100
Relative Risk (95% Confidence Interval)
All-Cause Mortaity,
No./Total
Source Relative Risk Favors | Favors
GRT Alone vs Medical Therapy GRT Gontrol (959% Confidence Interval) CRT | Gontrol
MUSTIC-SR ¢ 2001 1/29 0/29 3.00 (0.13-70.74) _
MIRACLE® 2002 12/228 16/225 0.74(0.36-1.53) —a—
MUSTIC-AF, ' 2002 1/25 o018 2.19(0.09-50.93) —_—
PATH-CHF, 2 2002 2/24 on7 3.60 (0.18-70.54) —_—
PATH-CHF Il,'® 2003 2/43 3/43 0.67 (0.12-8.79) ——
RD-GHF,'* 2003 2/22 4122 050 (0.10-2.45) e
GOMPANION, '* 2004 181/617 77/308 0.85 (0.66-1.09) -
GARE-HF, "% 2005 92/409 129/404 0.70 (0.56-0.89) L]
VECTOR 2 2005 1/59 1147 0.80 (0.05-12.40) —n
HOBIPACE, 7 2006 1/16 1/16 1.00 (0.07-14.64) —
H Subtotal 245/1472 231/1129 0.7 (0.66-0.91) *
Effect of CRT on All-Cause Mortality ooy - 0.72: P 51 =05 °
Test for Overall Effect: 3
CRT +1CD vs ICD Alone
GONTAK-CD, " 2003 11/245 16/245 0.69 (0.33-1.45) —
MIRAGLE-ICD, © 2003 141187 15/182 0.91(0.45-1.83) —a—
MIRACLE ICD 1L 2004 2/85 2/101 1.19(0.17-8.26) —
RHYTHM-ICD,2' 2005 6/119 2/60 1.51(0.31-7.27) -
Subtotal 33/636 35/588 0.86 (0.54-1.39) -
Test for Heterogeneity: 3= 0.97; P=81; /2=0%
Test for Overall Effect: Z=0.60; P = 55
Total 278/2108 266/1717 0.78 (0.67-0.91) *
Test for Heterogenei =0%
Test for Overall Effect:
T T T ]
0.01 0.1 1.0 10 100

Relative Risk (95% Confidence Interval)

JAMA 2007; 297: 2502 — 2514



MADIT-CRT — 7 year follow-up

No. at Risk
ICD only
CRT-D

520
761

1 2 3 4 5 6 7
Follow-up (yr)

488 463 40 326 254 94 41
734 714 636 527 425 157 70

B Patients without Left Bundle-Branch Block

Probability of Death

No. at Risk
ICD only
CRT-D

1.00+
0.90+
0.80+
0.70+
0.60-
0.50+
0.40+
0.304
0.20+
0.10
0.00

0.35+
0.30 N
0.254 CRT-_D
0.20 ’
0.154 4

0.10 ~7

0.05 -

0.00 T T T T T T 1

0

209
328

Follow-up (yr)

197 189 156 115 95 24 10
312 292 240 182 136 39 13

Survival with Cardiac-Resynchronization Therapy in Mild Heart Failure

N Engl J Med 2014, 370: 1694 - 1701



Cardiac-Resynchronization Therapy for Mild-to-Moderate

Heart Failure
RAFT Trial

Years of Follow-up

Years of Follow-up

No. at Risk No. at Risk
ICD-CRT 708 640 488 315 181 70 15 ICD-CRT 186 150 127 114 97 60 26
ICD 730 638 465 299 146 57 6 ICD 174 132 107 85 68 44 13
C NYHA Class I, Death D NYHA Class Ill, Death
1.0+ 1.0+

5 08 ICD-CRT s 03

2 2

2 g ICD-CRT

& 0.6+ ICD @ 0.6+

s ‘s

2 = ICD

F 044 F 044

[} (v}

0 0

o <]

a 0.2 a 0.2

Hazard ratio, 0.71 (95% Cl, 0.56—0.91) Hazard ratio, 0.79 (95% Cl, 0.58—1.08)
P=0.006 P=0.14
00 T T T T T 1 OO T T T T T 1
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years of Follow-up Years of Follow-up

No. at Risk No. at Risk
ICD-CRT 708 679 530 361 206 89 20 ICD-CRT 186 170 155 141 127 78 33
ICD 730 687 533 366 189 83 13 ICD 174 154 137 116 100 66 22

N Engl J Med 2010; 363: 2385 - 2395



Anticoagulacao?

Se sim qual anticoagulante?




Anticoagulation versus placebo for heart failure in sinus @

rhythm

THE COCHRANE
COLLABORATION®

Based on current evidence, patients with heart
failure with poor cardiac function or idiopathic

dilated cardlomyopathy, atrladtoﬂb rillation and a Roto

Sudy or subgroup Warfarin Control Odds Rat Weight Odds Ratio
pgotruding, mobile Ieftpé{gﬁqyégygar thrombus on Feto Fixed 95%Cl

HELAS 2006 g@rdiac Imaging are y at highest risk.ang 030[ 042, 072]

. If patients agg,in 1231056, 271

S _should perh%_sopoe 0.66 [ 0.36, 1.18 ]
tients with severe

WASH 2004 Jgauire anfjgpagu- lant th

Total (95% Cl) fgnus rhythg, anticoagu
Totalevents:28(Warfarin),29(Contmserved espeCIaIIy for

Heterogeneity: Chi? = 549, df = 1 (Pecp@@ifies2%»im-  pairment, | the presence of
Test for overdl effect: 2 = 140 (P= 96fracard|ac thrombus,

Tedt for subgroup differences: Not gpplicab an d p revious
thromboembollsm or _stroke. Thus, until more

evidence becomes availabl elmscab decisions to
treat patients ™R AEArE " failure  with
anticoagulants must be made on an individual
basis, based upon individual benefits and risks.

The Cochrane Library 2014, Issue 3



Quando e como abordar a insuficiéncia

mitral secundaria?




Independent Prognostic Value of Functional Mitral

Regurgitation in Patients with Heart Failure

100 A { EF>30% L
1" EF<30% =
80 1
— ) NYHA I-11 . IR
£ NYHA HI-1V B
>~ 60 - o moderate FMR
ng 1 .
RMP
40 1
NO RM
a P =
20 - e FMR
FEMALE =
MALE =
0 -
-
q > 63 vears L
5‘55 Vears | |
CAD |
No-FMR 1
FMR %0D 14 NO CAD . . :
SeviFMR 13 1 > 3

Heart2011; 97: 1675 - 1680



Two-Year Outcomes of Surgical Treatment of (:’)
Severe Ischemic Mitral Regurgitation S TN

CARDIOTHORACIC SURGICAL,

CTS N TRIALS pefIA/ork

Patien

30
20+
10+
0- \} X \§ X \§ X
> & > & > &
&R (gf(\ & R &((\ R &d\
<7 7 Q° <

N3 * ¢ QC

30-Day Visit 6-Month Visit 12-Month Visit 24-Month Visit
MV replacement 125 103 100 92 65

N Engl J Med 2016;374: 344 - 353



Percutaneous Repair or Surgery for Mitral Regurgitation

EVEREST Il Trial

Table 2. Primary Efficacy End Point at 12 Months and Major Adverse Events at 30 Days in the Intention-to-Treat
Population.*
Percutaneous
Event Repair Surgery P Value
no. (%)
Freedom from death, from surgery for mitral-valve dysfunction, 100 (55) 65 (73) 0.007
and from grade 3+ or 4+ mitral regurgitationf

Surgery for mitral-valve dysfunction: 37 (20) 2(2) <0.001
Major adverse event at 30 days(
Any major adverse event 27 (15) 45 (48) <0.0019
Any major adverse event excluding transfusion 9 (5) 9 (10) 0.23
Death 2(1) 2(2) 0.89
Myocardial infarction 0 0 NA
Reoperation for failed surgical repair or replacement 0 1(1) 0.74
Urgent or emergency cardiovascular surgery for adverse event 4(2) 4 (4) 0.57
Major stroke 21| 2(2) 0.89
Renal failure 1(<1) 0 1.00
Deep wound infection 0 0 NA
Mechanical ventilation for >48 hr 0 4 (4) 0.02
Gastrointestinal complication requiring surgery 2(1) 0 0.78
New onset of permanent atrial fibrillation 2(1) 0 0.78
Septicemia 0 0 NA
Transfusion of =2 units of blood 24 (13) 42 (45) <0.001

N Engl J Med 2011;364:1395-406



Suporte ventricular mecanico — terapia de

destino?
Quando e como encaminhar para o Tx?




Long Term of A Left Ventricular Assist Device for End-Stage

Heart failure

REMATCH Study Group
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N Engl J Med 2001;345:1435 - 1443



Outcomes in Advanced Heart Failure Patients with Ventricular

Assist Devices for destination Therapy

100

90 -
LVAD Destination Therapy (HMII Trial)
80 -

70 - 73%

60 63%
50 A

Survival (%)

40 -
Medical Management
30 - (REMATCH, NEJM 2001)

20 - 27%

10 -

8%

Months

Circ Heart Fail 2012; 5:241 - 248



Survival Rate — Left Ventricular Assist Device

Cleveland Clinic L‘

Cleveland Clinic

Left Ventricular Assist Device Implantation, Survival Rate

Survival (%)
100
— Prigr 0 2010 (N = 71, deaths = 32)
a0 — — 2010 =-2011 (N = 54, deaths = 21)
— 2012 -2015 (N = 164, deaths = 29)
60 Log-rank P = 0.002
s w|
20 - LL
o U 1 1 | I I
0 12 24 36 48 a0

Months After Device Implant

Percent Suevival {Number at Risk)

HL al 38 1]

o 27 18 13 1 €
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Diretriz Brasileira Transplante Cardiaco

Indicacoes

Classe de Indicacées Nivel de
Recomendagao ¢ Evidéncia
IC refrataria na dependéncia de drogas
inotrépicas e/ou de suporte circulatério C
e/ou ventilagcdo mecanica;
VO, pico < 10 ml/Kg/min; C
Classe | Doenga isquémica com angina refratéria c
sem possibilidade de revascularizagéo;
Arritmia ventricular refrataria;
Classe funcional Ill/IV persistente.
Teste da caminhada dos 6 minutos < c
300 metros;
Uso de BB com VO, pico < 12 ml/Kg/ c
min;
Classe lla
Sem uso de BB com VO, pico < 14 ml/ C
Kg/min;
Teste cardiopulmonar com relagéo VE/ c
VCO, > 35 e VO, pico < 14 mi/Kg/min.
Presenca de disfungéo sistélica isolada; C
Classe Ill Classe funcional Ill ou IV sem c

otimizag&o terapéutica.

VO, - consumo de oxigénio; BB - betabloqueador.

Arq Bras Cardiol ; 2009



Diretriz de Assisténcia Circulatoria Mecanica

» (Nao se sabe status para Tx) <
P&'&E\E v ; TERAPIA
TRANSPLANTE 1 ACM de curta duragéo . DE DESTINO
PONTE
PARA
DECISAO
v v v
ACM de longa duragéo
v v v
TRANSPLANTE & TERAPIA DE DESTINO
POSSIVEL TERAPIA DE DESTINO REEUFERAGAD POSSIVEL TRANSPLANTE

Arq Bras Cardiol ; 2016



Demonstrated benefits of guideline-recommended heart

failure therapies

Relative risk
S reductions Number needed to Relative risk
in pivotal treat for mortality reduction in
recommended - i
- randomized | penefit (standardized meta-
era - . .
py clinical trial to 12 m) analysis
(s) (%)

Angiotensin 17 77 20%
converting
enzyme inhibitor
OR angiotensin II
receptor blocker
Beta-blocker 34 28 31%
therapy
(carvedilol,
bisoprolol,
extended release
metoprolol
succinate)
Aldosterone 30 18 25%
antagonist
Hydralazine plus 43 21 Not available
nitrate
Cardiac 36 24 29/22%
resynchronization
therapy
Implantable 23 70 26%
cardioverter
defibrillator

Am Heart J 2011, 161:1024






