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0 12 24 36 48 60
Months of Follow-up
No. at Risk
Ablation 179 141 114 76 58 22
Medical therapy 184 145 111 70 48 12
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Withdrawal of pharmacological treatment for heart failure
in patients with recovered dilated cardiomyopathy

éE ‘% *ﬁ RCT (n:5 1 ) (TRED-HF): an open-label, pilot, randomised trial

Brian P Halliday, RebeccaWassall, Amrit S Lot Zohya Khalique, John Gregson, Simon Newsome, Robert Jackson, Tsveta Rahneva, Rick Wage,

~N TN Gillian Smith, Lucia Venneri, Upasana Taya, Dominique Auger, William Midwinter, Nicola Whiffin, Ronak Rajani, Jason N Dungu,
E F 4 ) O J/\ 7S f - }:FIJ \ Y Antonis Pantazis, Stuart A Cook, James S Ware, A John Baksi, Dudley ] Pennl, Stuart D Rosen, Martin R Cowie, John G F Cleland, SanjayK Prasad
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Summary
Background Patiel twnhdlaed diomyopathy whose s and cardiac function have recuvred often ask

NT BNP< 250 whether their medications can be stopped. The safty fwllhdnwmg‘- tment in this situation is n.
pro Methods We did a pelabelpllt domised trial to i th effect fphasedwnhd wlfheartfl

med uonsmpa nts with previous s dilated cardiomyopathy who were now asymptomati whosel ft v ntric Ia

50— Eventrate 45-7% (95% Cl 28-5-67-2); p=0-0001
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| 0
| | | I |
0 1 2 3 4 5 6
Niiabes stk Months since randomisation
Controlgroup 26 26 26 26 26 26 26
Treatment 25 22 22 21 16 16 13
withdrawal group
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MECHANISM OF ACTION
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Natriuretic Peptide

pro-BNP

R i) Angiotensinogen
(ventricular N~ (liver secretion)
» 2% ey ) P N T I
secretion) ) ﬁ‘w-h”ﬁ*
oo, SN HY ] .
. I'\;,J\_ o 1’,% i (l, e 3Na+e 2 12H.,0
AN Mot s )
M/«“* \*’*a ‘T’ ARNI.““{ I C Angiotensin | )
% f % Il i e o O I /
W &4 L NT-proBNP 9
s /™ (not a substrate LCZ696
ANP BNP CNP y |
+ Adrenomedulir Sacubitril  Valsartan [
. \?ubzet:—n ce P (AHU377) rlr‘-'r‘-IrT"" I C Angiotensin Il )
* Bradykinin . SN NH A
* Angiotensin “ 3 i ' ‘ =]
e Others S N ~ b g
: o, G N [ o
— ~ o « ~ < ap - - . v
‘qijjpt,j7’1'>/—/7b‘ c;,l o HOG GAL:
BNPEIELTLE 'S B
0 -

SDZEET S

Vasodilatation
4 Blood pressure
. Sympathetic tone

4 Aldosterone levels

4 Myocardial fibrosis
and hypertrophy
T Natriuresis/Diuresis

W Y
Heart Fa

P

1

(Neprilysin Inhibitor)

Inactive fragments

P\
llure
(HFpEF)

AVA BTV,
-;”;" -

3

a

- Sacubitrilat-LBQ657

Renin Angiotensin-

Aldosterone System

t (RAAS)

N i . AT+ RECEPTOR

RAASZH#IZ %

Vasoconstriction
T Blood pressure
T Sympathetic tone

T Aldosterone levels
T Myocardial fibrosis
T Ventricular hypertrophy

JACC Heart Fail. 2017. 5(7):471-482.
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ARNI/ZEnalapriliZ bt U CHFrEF O P 1% 2 9 %

1.0-
s Hazard ratio, 0.80 (95% Cl, 0.73-0.87)
A4 P<0.001

2 0.6-
:E > 2 N 7/ - .
8 05 TIRTZFARA b LB LARISL D AR
a g4
> Enalapril
s 03
-
E  0.2- LCZ696
O

0.1-

| I | |
0 180 360 540 720 900 1080 1260

Days since Randomization

No. at Risk
LCZ696 4187 3922 3663 3018 2257 1544 896 249
Enalapril 4212 3883 3579 2922 2123 1488 853 236

McMurray et al N Engl J Med. 2014; 371: 993-1004
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DapagliflozinlIDMOAF HEIZ 373> 6§ HErEF O F1% 2 20359 5

, — R RARA > b D IME S+ DA EE
A Primary Outcome

100 %9 Hazard ratio, 0.74 (95% Cl, 0.65-0.85)
o0l 25 P<0.001

T s 20 placebo ur 18 Ll | (Y £1667%)

S 704 5 {2 X 2R409% VLT

s 6] o NYHA I~V

% 50 " /%apaghﬂozm BNP%’{@%'DK%AE}% ! L‘?J\I_‘
= 40—

g

Months since Randomization

No. at Risk
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210
Dapagliﬂozin 2373 2305 2221 2147 2002 1560 1146 612 210

McMurray et al N Engl J Med. 2019 e-pub
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