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PARADIGM-HF study design*

- _EEMRaER
=R 30
There were two 36-hour washout °

SINGLE=BLIND RUN-IN PERIOD" DOUBLE-BLIND PERIOD® periods during the PARADIGM-HF run-in g NYH A . I I ~~ IV
(§to 8 weeks) (duration was event driven; median period to minimize the potential risk of

e e angioedema due to overlapping ACE-

—— neprilysin inhibition—the first after ° EF << 40%
MEDIAN EXPOSURE MEDIAN EXPOSURE s . completing the enalapril run-in period —

15 BAYS 29 DAYS )3 mg g twice daily !
M=10513) H=3419) 4209 and the second after completing the . .
. ENTRESTO run-in period* ° P °

Enalapril ENTRESTO ENTRESTO rl m a r n 0 I n o
10mg 4351 mg (100mg) 2 97/103 mg (200 mg) (1:1 RANDOMIZATION) y p
twice daily twice daily twice daily

v I MESE
vV IDAZ AP

ACEi=angiotensin-converting enzyme inhibitors; ARB=angiotensin receptor blockers

rA\I patients viere on an ACEi or ARB prior to the run-in period.”
Patients were treated for up to 4.3 years *
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A Primary End Point

L0
} Hazard ratio, 0.80 (95% Cl, 0.73-0.87)
P=0.001
= 0.6
a8
JE 0.5
=8 0.4
_g Enalapril
& 034
=
E  D2- LCZ696
v
0.1
1}.{"- T 1] I 1 I | 1
0 180 360 540 720 900 1080 1260
Days since Randomization
No. at Risk
LCZ696 4187 3922 3663 3018 2357 1544 B96 249
Enalapril 4212 3883 3579 2023 2121 1488 853  23&

B Death from Cardiovascular Causes

Cumulative Probability

No. at Risk
LCZ696
Enalapril

PARADIGM-HF

l.ﬂl
i

0.6
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0.2 5

0.1+

0.0~
0

4187
4212

MESE

Hazard ratio, 0.80 (95% CI, 0.71-0.89)

P<0.001

Enalapril
LCZ696
1 I | 1 I I 1
180 360 540 720 900 1080 1260
Days since Randomization
4056 3891 3282 2478 1716 1005 280
4051 3EB&0 3331 2410 1716 qo4 270
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Clinical Investigation and Reports

Comparative Effects of Low and High Doses of the
Angiotensin-Converting Enzyme Inhibitor, Lisinopril, on
Morbidity and Mortality in Chronic Heart Failure
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John D. Horowitz, MD; Barry M. Massie, MD; Lars Rydén, MD; Kristian Thygesen, MD;
Barry F. Uretsky, MD; on behalf of the ATLAS Study Group*
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JOURNAL o MEDICINE

ESTABLISHED IN 1812 FEBRUARY 1, 2018 VOL. 378 NO.S5

Catheter Ablation for Atrial Fibrillation with Heart Failure

Nassir F. Marrouche, M.D., Johannes Brachmann, M.D., Dietrich Andresen, M.D., Jiirgen Siebels, M.D.,
Lucas Boersma, M.D., Luc Jordaens, M.D., Béla Merkely, M.D., Evgeny Pokushalov, M.D.,
Prashanthan Sanders, M.D., Jochen Proff, B.S., Heribert Schunkert, M.D., Hildegard Christ, M.D.,
Jurgen Vogt, M.D., and Dietmar Binsch, M.D., for the CASTLE-AF Investigators*
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A Death or Hospitalization for Worsening Heart Failure

Probability of Survival Free
of Hospital Admission

No. at Risk
Ablation
Medical therapy

1.0

0.9+
0.8+
0.7
0.6

blatfon

==ttt

0.5+ T

0.4 Medical therapy

0.3

0.2 Hazard ratio, 0.62 (95% Cl, 0.43-0.87)

' P=0.007 by Cox regression

0.14 P=0.006 by log-rank test

0.0 1 1 ! I 1
0 12 24 36 43 60

Months of Follow-up

179 141 114 76 58 22

184 145 111 70 43 12

B Death from Any Cause

Probability of Survival
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Medical therapy
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0.9+
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0.2+
0.1+
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{74

Hazard ratio, 0.53 (95% Cl, 0.32-0.86)
P=0.01 by Cox regression
P=0.009 by log-rank test
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C Hospitalization for Worsening Heart Failure l&*iiﬁ%d)lﬁ
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3_%_ 0.5+ Medical therapy
% w 0.4+
ST 03-
& g 0.2 Hazard ratio, 0.56 (95% Cl, 0.37-0.83)
& 7| P=0.004 by Cox regression
0.19 P=0.004 by log-rank test
0.0 1 1 1 1 1
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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Usual care group

m v—/J_/_l_/_)

0.31

Intervention group

Accumulative incidence of composite endpoints

0.14
/ Adjusted HR (95% CI): 0.506 (0.339-0.754), p<0.001
0.04
| I T | I
0 3 6 9 12
No. at risk Follow up (Month)
Usual care 133 107 86 77 71
Intervention 144 128 121 114 98

Figure 1 Cumulative event curves for the composite end points for patients in the usual care and intervention groups. Cumulative
event curves were adjusted for age and sex. HR: Hazard ratio. Cl: Confidence interval.
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