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Que indicacoes?
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v Miocardiopatia dilatada

* Prevencao secundaria

 Prevencao primaria

* Prevencao primaria em subtipos especificos

v' Outras miocardiopatias




v' A Miocardiopatia dilatada é definida pela presenca de dilatacao e disfuncao

sistélica do ventriculo esquerdo na auséncia de doenca arterial coronaria ou

sobrecarga (hipertensao arterial sistémica; doenga valvular) que as justifiquem.
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N

[ Familial/Genetic I \ Non-familial/Non-genetic |

Unidentified I Disease sub-type* ‘ | Idiopathic | ’ Disease sub-type* I
gene defect

Insuficiéncia cardiaca avang¢ada

Morte subita cardiaca

(Arritmias ventriculares)




v Miocardiopatia dilatada

* Prevencao secundaria

 Prevencao primaria

* Prevencao primaria em subtipos especificos

v' Outras miocardiopatias




v' Trés estudos estudaram a utilizagdo de CDI (vs anti-arritmicos) para prevengao

secundaria em doentes com histoéria de morte subita cardiaca abortada ou TV

sintomatica.

““ L .“mm
AVID MSC abortada (FV/TV) 1016 9,5 % 32 % Anti-arritmico Mortalidade v 31%

e TVm com sintope; (MCD: 19%) CDI

*  TVm sintomatica + FEVE < 40&
C I DS e MSCabortada (FV/TV) 659 10,8 % 34 % Anti-arritmico Mortalidade NS

e TVm com sincope; (MCD: 10%) CDI

*  TVm sintomatica + FEVE < 35&

e Sincope*
CASH * MSCabortada (FV/TV) 191 18 % 44 % Anti-arritmico Mortalidade NS

(MCD: 12%) DI

* Sincope ndo monotorizada com subsequente documentagdo de TV esponténea > 10s ou indugdo de TV monomérfica mantida (>30s) por EVP




v' Trés estudos estudaram a utilizagdo de CDI (vs anti-arritmicos) para prevengao

secundaria em doentes com histoéria de morte subita cardiaca abortada ou TV

sintomatica.

AVID Implantable Defibrillators for the Prevention

of Mortality in Patients
e With Nonischemic Cardiomyopathy

- A Meta-analysis of Randomized Controlled Trials

Akshay S. JAMA. 2004; 292(23):2874-9




v' Trés estudos estudaram a utilizagdo de CDI (vs anti-arritmicos) para prevengao

secundaria

sintomatica.

em doentes com historia de morte subita cardiaca abortada ou TV

Table. Baseline Patlent Characteristics

AVID

CIDS

CASH

N )
> -

Secondary Prevention Trials
I 1
Characteristic AVID' CASH® cinDs?
No. randomized 1016 288 659
[No. (96) with NICM 193 (19.0) 36 (12.5) 6396 |
Duration of follow-up, 182(122) 57 (34) 35
mean (S0), mo
Demographics
Age, mean (SD). y 65 (10.5) 58 (11) 64 (9.6)
Mse, % (No.) 79 808) 80 (230) 84.5 (557)
NYHA class IV, % No) 9.5 (95) 18 (52) 10.8 (71)
Duration of CHF, mean NR NR NR
LVEF, mean (D), % 32(13 46 (18) 34 (14)
Medications at baseline,
% (No.)
B-Blocker 29.4 (293 33.3 (96) 27.5(181)
ACE inhibitor/ARB 69.5 (590 434125 NR
i ICD ICD ICD
Design Vs i e i Y oo
82% (amiodarone/
amiodarons) metoprolol
propafencne)
Primary end point Total mortaity ~ Totalmortslty  Total mortality
Control 1-y mortsity, 18 (90/509) 15(28/189)  10.3(34/331)
% (No_/total)
ICD typs, % (No)
Transvenous 93 (472) 44 (44) 84 (277
Epicardial 5(25) 54 (55) 10(33)
Internal validity
Follow-up, % 100 100 100
Crossovers, % (No.)
ToICD 18.9 (96)* 6.1(6) 15.7 (52)
To pharmacologic 25.7 (130} 58 (11) 28.1(92)
Intent-to-treat Yes Yes Yes
Events committee Binded NR Independeant,
not binded

Flgure 2. All-Cause Mortality Among Patients With NICM Randomized to ICD vs Medical
Therapy In Secondary Prevention

Favors ICD ;| Favors No ICD
Years of No. of _ )
Study  Enroliment  Patients Risk Ratio (5% CI) 22 for Heterogeneity=0.198
AVD'  1003-1997 123 0.6 (0.29-1.33) _l__ -
I
CDS2  1990-1997 63 0.8 (0.33-2.00) _[L.__
0.1 10 20 10
Risk Ratio (95% Cl)

* A implantacao de CDI foi associada a
uma reducdao de 31% na mortalidade
global em relagdo a terapéutica médica.

* Tal reducdo ndo foi estatisticamente
significativa (RR, 0.69; 95% Cl, 0.39-1.24;
P=0.22

Akshay S. JAMA. 2004; 292(23):2874-9
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2015 ESC Guidelines for the management
of patients with ventricular arrhythmias
and the prevention of sudden cardiac death

The Task Force for the Management of Patients with Ventricular
Arrhythmias and the Prevention of Sudden Cardiac Death of the

European Society of Cardiology (ESC)

Implantacao de CDI é recomendado em doentes com miocardiopatia
dilatada e FV/TV hemodinamicamente instavel, com sobrevida

expectavel superior a 1 ano.




“Prevencéo secundaria - Récomendacoes ;

2016 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

The Task Force for the diagnosis and treatment of acute and chronic
heart failure of the European Society of Cardiology (ESC)

Implantacdo de CDI é recomendado para reduzir o risco de
mortalidade global e de morte subita em doentes que recuperaram de
uma disritmia ventricular com instabilidade hemodinamica, com
sobrevida expectavel superior a 1 ano com bom estado funcional




v Miocardiopatia dilatada

* Prevencao secundaria

 Prevencao primaria

* Prevencao primaria em subtipos especificos

v' Outras miocardiopatias




v Cinco estudos estudaram a utilizagao de CDI para prevencao de prevengao primaria

em doentes com miocardiopatia dilatada

MR ) I T TN

MCD + FEVE <30% 104 I/ 24 % Mortalidade
CAT TMP + CDI
MCD + FEVE <35% 103 1/1/11 23%  TMP + Amiodarona Mortalidade NS
AMIOVIRT + TVNM TMP + CDI
MCD + FEVE <35% 458 1/11/11 21 % TMP Mortalidade Vv 35% (NS)
DEFINITE + TVNM TMP + CDI Morte subita Vv 80%
Cl / MCD (48%) + 252 I/ 25 % TMP + Placebo Mortalidade Vv 23%
FEVE < 35% 1 TMP + Amiodarona (Cl = MCD)
SCD-HFeT TMP + CDI
Cl / MCD (44%) + 152 /v 22 % TMP Mortalidade Vv 26%
FEVE < 35% + QRS > 0 TMP + CRT-P (Cl < MCD)
COMPANION 120ms TMP + CRT-D



- Prexve ngé’o

v Cinco estudos estudaram a utilizagao de CDI para prevencao de prevengao primaria

em doentes com miocardiopatia dilatada

CAT

AMIOVIRE Implantable Defibrillators for the Prevention

of Mortality in Patients

RECIE With Nonischemic Cardiomyopathy
A Meta-analysis of Randomized Controlled Trials

SCD-HFeT

COMPANION

DesaiA. JAMA 2004.292(23):2874-2879




v Cinco estudos estudaram a utilizagao de CDI para prevencao de prevengao primaria

em doentes com miocardiopatia dilatada

Table. Baseline Patient Characteristics

CAT

AMIOVIRT

DEFINITE

SCD-HFeT

COMPANION

1
COMPANION

.
>

Charactenstic CAT*
No. randormized 104 (10 v placaba) (GRT-D vs modical 003
Na. (i) with NICM 104 (400) 307 (4.0
Durston of folow-p, 86 (264 FRorge, 148.165
maan S0}, mo
Domogrphics
Ao, maan (50) y 82 (1) &
Mo, % No) 083 &8 B11)
NHAdes WV X No) 34636 100 003)
Dusaton of CHF, mean 3mo 3by
LVEF, maan (50, % AM 2
Modicasions o berckre,
% No)
B-Hodkar A8 (4) &7 (508)
ACE inhibivr/ A 06.2 (400 #0B10
Deagn 0 Prevmacobogo vi CRT
pharmaccioge w CRTD
Pamery and port Totad mortaty Totd mortafty  Totd mortalty Totdmortalty  Totd morsity'l cxzo
shoepitdeaton
Control 1.y mortalty, 37 (254) 10 (50/208)
% NoAotd)
ICD typa, % No.)
Irnawmnos 100 50 100 (506)
Epcydal 0 0
intormad vty
Falowp, % 100 »05%
Cronzovers, % No)
To KD NR % B0t
To pharmaocloge NR NR
Irtort 20 troet Yeu You
Events; commitioo N Hindod

Figure 3. All-Cause Mortality Among Patients With NICM Randomized to ICD or CRT-D vs
Medical Therapy in Primary Prevention

) . Favors ICD | Favors No ICD
Yearsof  No. of Risk Ratio )
Study Enrollment Patients (95% CI) %3 for Heterogeneity = 1.969
pP=.74
CAT16 1991-1997 104 0.83(0.45-1.82) 1
AMIOVIRT7 1996-2000 108 0.87 (0.31-2.42)
DEFINITE'S ~ 1998-2002 458 0.65 (0.40-1.06) —!——
SCD-HeFT4  1997-2001 792 0.73 (0.50-1.04) ——
COMPANION2! 2000-2002 397 0.50 (0.29-0.88) ——
Combined 1854 0.69 (0.55-0.87) e
T —— ——— T
0.1 1.0 2.0 10
Risk Ratio (95% CI)

* A implantacao de CDI foi associada a
uma redugdo significativa de 31% na
mortalidade global em relagdo a
terapéutica médica (RR, 0.69; 95% ClI,
0.55-0.87; P=0.002)

DesaiA. JAMA 2004.292(23):2874-2879
VYIRS .. RS e T TSy T T sy



2015 ESC Guidelines for the management
of patients with ventricular arrhythmias
and the prevention of sudden cardiac death

The Task Force for the Management of Patients with Ventricular
Arrhythmias and the Prevention of Sudden Cardiac Death of the

European Society of Cardiology (ESC)

Implantacao de CDI é recomendado em doentes com IC sintomatica
(classe da NYHA II-lll), de etiologia nao isquémica, e F. Ej. < 35% apos
3 meses de terapéutica médica otimizada, em doentes com sobrevida

expectavel superior a 1 ano.




. Prevencéo primaria - Recomendacées

2016 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

The Task Force for the diagnosis and treatment of acute and chronic
heart failure of the European Society of Cardiology (ESC)

Implantacao de CDI é recomendado em doentes com IC sintomatica
(classe da NYHA II-ll1), de etiologia nao isquémica, e F. Ej. < 35% apods 3
meses de terapéutica médica otimizada, em doentes com sobrevida
expectavel superior a 1 ano.

Implantacao de CDI é recomendada em doentes assintomaticos com
disfungao ventricular esquerda (F. Ej. < 30%) de etiologia nao
isquémica, sob terapéutica médica otimizada.

Implantacao de CDI ndao esta recomendada em doentes em classe IV
da NYHA, refratarios a terapéutica nos quais nao exista indicagao para
CRT, VAD ou transplante cardiaco.




“Prevencio primaria - Novidades,(DANI

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Defibrillator Implantation in Patients with
Nonischemic Systolic Heart Failure

Kober L. NEJM 2016.375:1221-1230




s,(DANISH trial)

I OBIJETIVO

v" Avaliar o beneficio na mortalidade da implantagdo de CDI em doentes com IC crénica, com

F. Ej. reduzida, de etiologia ndo isquémica.

I METODOS

| v Estudo multicéntrico, aleatorizado, controlado, sem ocultagao.

CRITERIOS DE INCLUSAO CRITERIOS DE EXCLUSAO
* |Cde etiologia ndo isquémica v'FA com FC em repouso > 100cpm
* Classell, lll, IV (CRT planeado) da NYHA v'Estenoses valvulares significativas
*  F.E<35% v’ Miocardiopatia hipertréfica obstrutuva

*  NT-proBNP > 200pg/mL

*  Dose alvo de IECA e beta-blogueante

Kober L. NEJM 2016.375:1221-1230




I OBIJETIVO

v" Avaliar o beneficio na mortalidade da implantagdo de CDI em doentes com IC crénica, com

F. Ej. reduzida, de etiologia ndo isquémica.

I METODOS

CDI

[ CRT nao planeado ] 11

Controlo
2M A cada 6M

CRT-D

[ CRT planeado ] 1:1

CRT-P
Controlo

Kober L. NEJM 2016.375:1221-1230




;i"?‘l?,_e.“’engéo primaria - Novidades.

I RESULTADOS

1116 Patients were eligible
for andomization

- 626 Had indication 471 Did not have indication
19 Had preexisting CRT for CRT for CRT
645 Underwent randomization 471 Underwent randomization
322 Were assigned 323 Were assigned 234 Were assigned 237 Were assigned
to ICD group to control group to ICD growp to control growp

Controlo

CDI
560 doentes

556 doentes

Kober L. NEJM 2016.375:1221-1230




Htrial)

I RESULTADOS

Table 1. Characteristics of the Patients at Baseline.*

ICD Group Control Group
Characteristic (N=556) (N=560)
Median age (IQR) —yr 64 (56-72) 63 (56-70) |
Female sex — no. (%) 151 (27) 156 (28)

Median blood pressure (IQR) — mm Hg
Systolic
Diastolic
Median body-mass index (IQR)T
Median NT-proBNP level (IQR) — pg/ml
Median QRS duration (IQR) — msec

123 (110-139)
74 (65-81)

26.8 (23.9-30.5)

1244 (616-2321)
146 (114-166)

124 (111-138)
74 (66-82)

26.8 (23.8-30.1)

1110 (547-2166)
145 (110-164)

Median left ventricular ejection fraction (IQR) — % 25 (20-30) 25 (20-30) |
Median estimated GFR (IQR) — ml/min/1.73 m? 74 (58-91) 73 (58-92)
MNYHA class — no. (%)
I 297 (53) 300 (54)
1] 252 (45) 253 (45)
v 7 (1) 7 (1)
Median duration of heart failure {IQR) — mo 20 (8-72) 18 (8-60)
Coexisting conditions — no. (%6)
Hypertension 181 (33) 167 (30)
Diabetes 99 (18) 112 (20)
Permanent atrial fibrillation 135 (24) 113 (20)

Kober L. NEJM 2016.375:1221-1230
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I RESULTADOS CRT: 93% dos
doentes com BCRE
Table 1. Characteristics of the Patients at Baseline.* € Q RS 3 150 mseg
ICD Group Control Group
Characteristic (N=556) (N=560)
Means of exclusion of ischemic cause of heart failure — no. (%)
Nuclear study 5(1) 8 (1)
CT angiogram 18 (3) 11(2)
Catheterization 533 (9¢6) 541 (97)
Cause of heart failure — no. (%)
| Idiopathic 424 (76) 425 (76) |
Valvular 20 (4) 21(4)
Hypertension 62 (11) 55 (10)
Other 50 (9) 59 (11)
Medications — no. (%)
| ACE inhibitor or ARB 533 (96) 544 (97) |
| Beta-blocker 509 (92) 517 (92) |
| Mineralocorticoid-receptor antagonist 326 (59) 320 (57) |
Amiodarone 34 (6) 32 (6)
[T CRT—no. (%) 322 (58) 373 (58) |
Preexisting pacemaker or CRT pacemaker — no. (%) 56 (10) 46 (8)

Kober L. NEJM 2016.375:1221-1230
A



I RESULTADOS

A Death from Any Cause

1.0+
0.94
0.8
0.7
0.6
0.5
0.4
0.34
0.2+
0.14

Cumulative Event Rate

0.0

Hazard ratio, 0.87 (95% Cl, 0.68-1.12)
P=0.28

Control Group

ICD Group

Prevengéo primaria - Novidade

131 doentes
(23,4%)

120 doentes
(21,6%)

| |
/ 3

Kober L. NEJM 2016.375:1221-1230



" 'i’:..:eyengéo primaria - Novidade

I RESULTADOS

B Cardiovascular Death
1.0+
0.9
0.8
0.7

0.6
0.5 Hazard ratio, 0.77 (95% Cl, 0.57-1.05) 95 doentes

L [o)
04  P=010 (17%)

034 Control Group
0.2 - 77 doentes

0.1 ICD Group (13,8%)

Cumulative Event Rate

0.0+ I I I I I I I |
0 1 2 3 4 5 & 7 g

Kober L. NEJM 2016.375:1221-1230
L R
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I RESULTADOS

C Sudden Cardiac Death

1.0
0.9+

g 0.8+

Ly

= 0.7+

S 0.6+

W 55 Hazard ratio, 0.50 {95% CI, 0.31-0.82)

2z ., | {50005

= 46 doentes
0.3

= (8,2%)

v 0.2

Control Group
'D'.l_ _r
0.0 . " ICD Group | 24 doentes
0 1 2 3 4 5 6 7 8 (4,3%)
Years
MNo. at Risk
Control 560 540 517 438 344 248 169 Eg 12
Group

ICD Group 556 540 526 451 358 272 186 107 17

Kober L. NEJM 2016.375:1221-1230
AT A . .. RS, e T ST T e sy



I RESULTADOS

Subgroup

Age
<S9yr
=59 to <E8yr
=68 yr
Sex
Female
Male
NT.proBNP
<1177 pg/mi
=1177 pg/mi
LV ejection fraction
<25%
=25%
Estimated GFR
<73 mi/min/1.73 m?
=73 ml/min/1.73 m?
NYHA functional dass
L}
-V
Heart fallure duration
<18 mo
=18 mo
Hypertension
No

Permanent atrial fibrillation
No
Yes
Cause of heart faillure
Idiopathic
Vahular
Hypertension
Other
Presxisting pacemaker
No

ICD Group

Control Group

mo. of evertsfictal no.

17/167
36/173
67216

22/151
98/405

32/266
57/202

70/264
50292

75/272
45/283

52297
68/259

31/254
$9/301

78/375
£2/181

87/457
33/99

83/421
37/135

90/424
420

13/62

13/50

108/500
12/56

58/234
62312

34/181
50/202
a7

23/156
108/404

74/268
88290

65/242
&/318

80y278
50/280

54/300
77/260

3g277
95/283

87392
44167

95/448
3g/112

91/447
4113

100/425
5/21
1/55
14/59

120514
146

€5/237
6633

——
—i—

Hazard Ratio (95% CI)

051 (029-0.92)
075 (048-1.16)
1.19 (0.81-1.72)

1.03 (057-1.87)
045 (0.54-1.12)

059 (038-091)
099 (0.73-136)

047 (0.62-1.22)
079 (0.54-1.14)

018 (0.54-1.21)
042 (0.55-1.23)

092 (0.63-135)
041 (0.58-1.13)

058 (0.54-1.43)
041 (0.51-1.09)

090 (066-1.22)
079 (051-121)

015 (0.63-131)
092 (0.57-1.50)

092 (0.68-1.24)
0.76 (0.4%-1.20)

058 (0.66-1.17)
059 (0.13-2.71)
068 (029-163)
1.02 (0.47-2.20)

018 (0.68-1.14)
018 (0.36-2.20)

043 (0.58-1.19)
091 (0.64-1.29)
047 (0.68-1.12)

P Value

0.02
019
038

092
024

0.02
096

0.42
021

0.42
033

068
021

061
017

048
027

026
074

058
024

037
050
039
096

034
079

031
059
028

P Value for
Interaction

0.009

0.66

0.06

0.6

0.86

071

073

0.63

0.60

0.30

0.80

071

073

Kober L. NEJM 2016.375:1221-1230




I RESULTADOS

Subgroup

Age
<50 yr
=50 to <68 yr
=68 yr

LV ejection fraction
<25%
=225%

NYHA functional class
1]
-1

CRT
MNo
Yes

Overall

ICD Group  Control Group
no. of events/total no.

Hazard Ratio (95% Cl)

17167 34181 i {
36/173 50/202 —
67216 47177 —
70/264 65/242 ——
50/292 66/318 _
527297 547300 ——
B8/259 77260 _
58/234 65/237 ———
62/322 66/323 —
| | | |
0.25 0.50 1.00 2.00
ICD Better Control Better

0.51 (0.29-0.92)
0.75 (0.43-1.16)
1.19 (0.81-1.72)

0.87 (0.62-1.22)
0.79 (0.54-1.14)

0.92 (0.63-1.35)
0.81 (0.58-1.13)

0.83 (0.58-1.19)
0.91 (0.64-1.29)
0.87 (0.68-1.12)

Kober L. NEJM 2016.375:1221-1230

.' - - . ‘\‘ "
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P Value

0.02
0.19
0.38

0.42
0.21

0.68
021

0.31
0.59
0.28

PValue for
Interaction

0.009

0.69

0.71

073
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I DISCUSSAO

v' A implantacdo de CDI em doentes com IC com F. Ej. reduzida de etiologia nao

iIsquémica ndo resultou em diminuicdo da mortalidade;
v' A taxa de morte subita cardiaca foi reduzida com a implantacéo de CDI;

v’ Verificou-se interacdo importante com a idade, sugerindo que doentes mais jovens

podem apresentar beneficio na sobrevida;

v Os resultados foram independentes da classe funcional, da fracao de ejecao e da

implantacao de CRT.

Kober L. NEJM 2016.375:1221-1230
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Prevencao primaria - N

v SEIS estudos estudaram a utilizagado de CDI para prevencao de prevengao primaria

em doentes com miocardiopatia dilatada

CAT

AMIOVIRT

DEFINITE

SCD-HFeT

COMPANION

DANISH

~icuati

RESEARCH LETTER

Implantable Cardioverter-Defibrillator for Non Ischemic Cardiomyopathy:
An Updated Meta-Analysis

Golwala H. Circulation 2017.135(2):201-203



CRT

Prevencao priny
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v' SEIS estudos estudaram a utilizagao de CDI para prevencao de prevengao primaria

em doentes com miocardiopatia dilatada

CAT

AMIOVIRT

DEFINITE

SCD-HFeT

COMPANION

DANISH

2970 doentes

STUDY HR (95% CI)
Combined I

CAT A implantacdao de CDI foi associada a uma |, 1.52)
g:f::; reducdo significativa de 23% na mortalidade :; f:g
SCD-HeFT gIObaI (H R, 077, 95% CI, 064'091, P=0-003) 50 1.07)
COMPANION I —— : 0.50 (0.29, 0.88)
DANISH b 0.87 (0.68, 1.12)
Subtotal (I-squared = 0.0%, p = 0.585) g 0.77 (0.64, 0.91)
e A implantagao de CDI foi associada a uma

UR1T only ~ - . . .

COMPANION reducao NAO significativa de 34% na | oes,
DANISH (CRT} mortalidade global. 84,1.29)
Subtotal (l-squared = @ - = =39, 1.26)
ICD only

ey A implantacdo de CDI foi associada a uma [** %
AMIOVIRT oL . . 31,242)
DEEINITE reducgao significativa de 24% na mortalidade |.; ;
SCD-HeFT global (HR, 0.76; 95% Cl, 0.62-0.94; P=0.003) |%. 107
DANISH (No CRT) —— .58, 1.19)
Subtotsl (I-squared = 0.0%, p = 0.937) <> 0.76 (0.62, 0.94)

NOTE: Weights are from random effects analysis

<— Favors Device Favors No Device —>

Waeight (%)

7.92
278
12.36
20.28
9.53
47.14
100.00

43.28
56.72
100.00

11.98
421
18.71
30.70
34.40
100.00

I I I I
2 8 1 18 5.0

Golwala H. Circulation 2017.135(2):201-203




v Miocardiopatia dilatada

* Prevencao secundaria

 Prevencao primaria

* Prevencao primaria em subtipos especificos

v' Outras miocardiopatias




Prevehgﬁo’ Prii

v Poucos estudos estudaram o prognostico e tratamento de subtipos especificos de MCD familiar.

v' A MCD familiar especifica melhor caracterizada é a causada por mutagdes no gene LMNA (5-10%).

Doenc¢a do musculo esqueletico — Distrofia muscular (ED)

Doenca metabdlica — Lipodistrofia parcial familiar com diabetes resistente a insulina

Inicio precoce

Arritmias auriculares

Disturbios da conducao AV
MSC
Arritmias Ventriculares -
IC avancada
IC por MCD (morte, VAD, Tx)




Prevencao Primaria -

v Poucos estudos estudaram o prognostico e tratamento de subtipos especificos de MCD familiar.

v' A MCD familiar especifica melhor caracterizada é a causada por mutagdes no gene LMNA (5-10%).

Risk Factors for Malignant Ventricular Arrhythmias
in Lamin A/C Mutation Carriers
A European Cohort Study

Rijsingen 1A. JACC 2012.50 (5): 493-500




Prevehgﬁd Primaria -

v Poucos estudos estudaram o progndstico e tratamento de subtipos especificos de MCD familiar.

v' A MCD familiar especifica melhor caracterizada é a causada por mutagdes no gene LMNA (5-10%).

Table 1

Basellne Characteristics of 269 Persons
Carrying a LMNA Mutation (N = 269)

| Age, yrs 36 (27-45)
Male 148(55)
Symptoms

Unexplained syncope (n = 260)* 28(11)
NYHA classification =3 (n = 260)* 39(15)
Dysrhythmias
Atrial tachyarrhythmias (n = 239)* 86(36)
Sinus node dysfunction (n = 259)* 34(13)
| AVblock (n = 244)* 114(47) |
Nonsustained VT on Holter monitoring (n = 227)* 85 (37)
Cardiomyopathies
| LVEF <45% (n = 243)* 89(37) |
LVEF, % (n = 242)* 55 (35-63)
LV enlargement (n = 236)* 41(17)
Comorbidities
Coronary artery disease (n = 267)* 5(2)
Hypertension (n = 269)* 21(8)
Diabetes mellitus (n = 267)* 4(1)
Medication
Beta-blocker (n = 260)* 50(19)
ACE inhibitor or ARB (n = 260)* 66 (25)
Type of mutation
Missense (n = 269)* 149 (55)
Muscular dystrophy (n = 198)* 41(21)
Family history of sudden cardiac death (n = 262)* 213(81)
Unaffected (n = 248)*1 56(23)

Values are median (Interquartile range) or n (%). *Number of persons for whom there were

avaliable data. tNumber of carriers with LVEF =45%, no dysrhy andno ystrophy.

ACE = angl g enzyme; ARB = angl ptor blocker; AV = atrioven-
tricular; LV = left ventricular; LVEF = left ventricular 9]90”0“ fraction; NYHA = New York Heart
Assoclation; VT = ventricular tachycardia.

Table 2

| Malignant ventricular arrhythmias |

Cardiopulmonary resuscitation (n = 262)*

Appropriate ICD treatment (n = 117)*
Sudden cardiac death

End-stage heart fallure
Heart transplantation

Death during or after heart transplantation (n = 36)*

Death due to end-stage heart fallure

Other causes of death

Malignant Ventricular Arrhythmias
and End-Stage Heart Failure (N = 269)

11 (4)
28 (24)
14 (5)

36 (13)
6 (17)

21 (8)
4(1)

Values are n (%). *Number of persons for whom there were available data.

ICD = implantable cardioverter-defibrillator.

Rijsingen 1A. JACC 2012.50 (5): 493-500
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v Poucos estudos estudaram o progndstico e tratamento de subtipos especificos de MCD familiar.

v' A MCD familiar especifica melhor caracterizada é a causada por mutagdes no gene LMNA (5-10%).

Identification of Risk Factors for Composite Malignant Ventricular Arrhythmias in 269 Persons Carrying a LMNA Mutation
Characteristics at Time of Al Rhythm Events* p Value p Value
First Cardiologist Visit (N = 269) (% of Subgroup) (Log-Rank) HR (95% C1) (Muitivariable Cax Model)
VT on Hoter g (n = 227)1 <0.001 0.0032
No 142 8(8) 10
Yes 8s 30(35) 4.4(19-10.4)
LVEF (n = 243)1 «0.001 0.0213
=45 154 8(5) 10
<45 89 33@En) 4.4(17-110)
Sex ~0.001 0.0303
Female 121 10(8) 10
Male 148 38(26) 29(12-7.0)
LV enlargement (n = 236)t <0.001§
No 195 25(13)
Yes 41 14(34)
Probands 0.041§
No 160 21(13)
Yes 109 27(25)
Atrial tachyamiythmias (n = 239)1 0.043§
No 153 18(12)
Yes 88 27(31)
AV block (n = 244)1 0.104
No 130 13(10)
Yes 114 29(25)
Family history of SCO (n = 2621 0.119
No 4 12(24)
Yes 213 35(16)
Diagnosis of MD or family history of MD (n = 268)t 0.474
No 214 37 (17)
Yes 54 10(19)
Unexplained syncope {n = 265)1 0510
No 227 37(16)
Yos 28 2(25)
Type of mutation 0.623
Missense 149 21(14)
Noo-missense 120 27(23)
NYHA functional classification =3 (n = 260)1 0.836
No 221 3s(17)
Yes as 6(15)
Valuas are n (%) iniess otharwiss Indicatod. *Riwthm ovents ware Sefined 2s appropeate ICD P or susden cardiac death. Numder of persons for whom thers wens
avaliabio data. $After bockward stopwisa rogy ot sigy Inthe Cox moda. =mvps~acwmm:5oammm candiologist and famlly clustaring.

G ~ confidence Intenvak HR ~ hazand ratio; MD ~ mescular dystroplry: SCO ~ sudden cardlac death; other abbreviations 2s In Table 1
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v Poucos estudos estudaram o progndstico e tratamento de subtipos especificos de MCD familiar.

v' A MCD familiar especifica melhor caracterizada é a causada por mutagdes no gene LMNA (5-10%).

1.0 0 RF/1RF

0.8 4

061 | — Este estudo confirma o elevado risco de arritmias
ventriculares malignas (AVM) e identifica 4
fatores de risco que facilitam a identificacao de
doentes com maior risco de AVM

0.4

Cumulative probability of event-free survival

0.2 4

Log-Rankp < 0,001

4 RF 13 RF
T T T T T T 1
0 10 20 30 40 50 60 70
Follow-up (Years)

No.atrisk
0RF 30 30 28 24 15 10 3 1
1RF 67 67 63 41 30 1 8 3
2RF 65 65 62 55 39 23 5 2
3 RF 40 40 39 32 26 18 5 0
4 RF 13 13 13 9 5 3 0 0

m Kaplan-Meier Event-Free Survival All 4 Risk Factors
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2015 ESC Guidelines for the management
of patients with ventricular arrhythmias
and the prevention of sudden cardiac death

The Task Force for the Management of Patients with Ventricular
Arrhythmias and the Prevention of Sudden Cardiac Death of the

European Society of Cardiology (ESC)

Implantacao de CDI deve ser considerada em doentes com
miocardiopatia dilatada com mutacao patogénica confirmada no gene

LMNA e fatores de risco clinicos.




v Miocardiopatia dilatada

* Prevencao secundaria

 Prevencao primaria

* Prevencao primaria em subtipos especificos

v' Outras miocardiopatias \




2014 ESC Guidelines on diagnosis and
management of hypertrophic cardiomyopathy

The Task Force for the Diagnosis and Management of Hypertrophic
Cardiomyopathy of the European Society of Cardiology (ESC)

2015 ESC Guidelines for the management
of patients with ventricular arrhythmias
and the prevention of sudden cardiac death

The Task Force for the Management of Patients with Ventricular
Arrhythmias and the Prevention of Sudden Cardiac Death of the
European Society of Cardiology (ESC)

PRIMARY PREVENTION

Recommended assessment

2DVDoppler echocardiogram
48-howr ambulatory ECG

SECONDARY PREVENTION

Life expectancy > year

ICD
recommended

ICD generally not ICD may be
indicated® ?

ICD shoudd be
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@ 2015 ESC Guidelines for the management
of patients with ventricular arrhythmias

I PREVEN CAO SECUN DARIA and the prevention of sudden cardiac death

The Task Force for the Management of Patients with Ventricular
Arrhythmias and the Prevention of Sudden Cardiac Death of the
European Society of Cardiology (ESC)

Implantacao de CDI é recomendado em doentes com MSC abortada ou
TV com compromisso hemodinamico

Implantacao de CDI deve ser considerada em doentes com MAVD com
TV hemodinamicamente tolerada, ponderando o risco de CDI (longo
prazo) e o beneficio para o doente

I PREVENCAO PRIMARIA

Implantacao de CDI pode ser considerada em doentes com MAVD com
um ou mais fatores de risco reconhecidos para arritmias
ventriculares, com sobrevida expectavel superior a 1 ano e apods
ponderacao oo risco de CDI (longo prazo) e o beneficio para o doente

» CLINICOS: Sincope inexplicada, Histéria Familiar de Morte Subita precoce;

* ECG: QRS alargado, TVnm frequente;

* IMAGEM: Doenga extensa do VD, Disfungao do VE, RT (++ envolvimento VE);
e EEF:TV indutivel




Outras miGeagdiopatia

@ 2015 ESC Guidelines for the management
of patients with ventricular arrhythmias

I PREVEN CAO SECUN DARIA and the prevention of sudden cardiac death

The Task Force for the Management of Patients with Ventricular
Arrhythmias and the Prevention of Sudden Cardiac Death of the
European Society of Cardiology (ESC)

Implantacao de CDI é recomendado em doentes com MR e MSC

abortada ou TV com compromisso hemodinamico, com sobrevida C
expectavel superior a 1 ano com bom estado funcional.

Implantacao de CDI deve ser considerada em doentes com amiloidose

de cadeias leves ou associada a transtiretina e MSC abortada ou TV C

com compromisso hemodinamico, com sobrevida expectavel superior
a 1 ano com bom estado funcional..
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