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The foxglove’s leaves, with caution given,
Another proof of favouring Heav'n

Will happily display;

The rapid pulse it can abate;

The hectic flush can moderate

And, blest by Him whose will is fate,
May give a lengthen’d day.

Listy naprstniku s opatrnosti podané
Stastné poskytuji dalsi diikaz
blahodarné Vule Nebes:

Rychly tep mohou zklidnit

Hekticky flush mohou zmirnit

A s poZehnanim Toho, jehoz viile je osudem
Mohou dat i prodlouzeny den




2014 AHA/ACC/HRS Guideline for
the Management of Patients With
Atrial Fibrillation: Executive Summary

“¥"Digoxin is effective to control resting heart rate with
HFrEF I C

“¥”Digoxin is effective to control resting heart rate in
patients with HF with reduced ejection fraction. I B

¥~ A combination of digoxin and a beta blocker (or a
nondihydropyridine calcium channel antagonist for
patients with HFpEF) is reasonable to control resting and
exercise heart rate in patients with AF IIaB.

JACC 2014; 64: 2246-80




Rate control
Data available

Digoxin

Digoxin a fibrilace sini
Studie AFFIRM

Rate-ConTrROL GROUP

USED DRUG
FOER INITIAL
THERADPY

1957
949 (48.5)

USED DRUG
AT ANY TIME

RuyTHm-ConTROL GROUP

USED DRUG
FOR INTTIAL
THERATY

no. of patients (%)

2027
1432 (70.6)

1266
417 (32.9)

USED DRUG
AT ANY TIME

2033
1106 (54.4)

Beta-blocker
Diltiazem
Verapamil

Cumulative Mortality (%)

915 (46.8)
o83 (29.8)
187 (9.6)

Rhythm control b= o0
- -

1380 (68.1)
935 (46.1)
340 (16.8)

- Rate control

No. oF DEaTHS
Rhythm control
Rate control

Years

number {percent)

80 (4) 176 (9 257 {13) 3141{18)
78 (4) 148 {7) 210 {11) 275{16}

352 (24)
306 (21)

276 (21.8)
198 (15.6)
56 (4.4)

N Engl ] Med 2002; 347:1825-1833

1008 (49.6)
610 (30.0)
204 (10.0)




Digoxin a fibrilace sini

Increased mortality among patients taking

digoxin—analysis from the AFFIRM study

Among patients with AF enrolled in the
AFFIRM trial, digoxin was associated
with increased all-cause mortality, CV
mortality, and arrhythmic deaths in a
propensity-adjusted analysis that
controlled for multiple comorbidities.
The increase in all-cause mortality was
consistently observed in men and women

3 ... Not on digoxin

Estimated survival
- ] o o o
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and in patients with and without ST T e day
underlying HF. Our study underscores

the importance of reassessing the role of

digoxin in the contemporary

management of AF in patients with or

without HF.

Whitbeck M.G. Eur Heart J 2013; 34: 1481-1488
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Lack of evidence of increased mortality among

patients with atrial fibrillation taking digoxin:

In patients with paroxysmal and

persistent AF enrolled in the AFFIRM 2 030 e 0 B3 1.7

trial, we found no evidence of an E R ol
increased risk of mortality or
hospitalization among those receiving
digoxin for rate control, either as
monotherapy or in combination with
other rate-control drugs. These findings
do not support the recent suggestion
that the use of digoxin in AF should be
questioned nor support that there is a
need to reassess the role of digoxin in the
management of AF in patients with and
without HF.

Digoxin use "

" No digoxin use

0 1 2 & & § 6
Follow-up (years)

Gheorghiade M. Eur Heart J 2013; 34: 1489-1497
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When ‘digoxin use’ is not the same as ‘digoxin
use’: lessons from the AFFIRM trial

Sabina A. Murphy*

Dtudy design

ime point digoxin used assessed

rimary HR for digoxin and all-cause

mortality association

lain conclusion from authors

Whitbeclk et al.

Non-randomized, observational analysis using
data from randomized AFFIRM trial

Time-varying covariate, throughout study
Full cohort (n = 4058)

Adjustment

HR 1.41, 95% Cl 1.19-1.67; P < 0.001

Digoxin associated with significant increase in
all-cause mortality in patients with AF

Gheorghiade et al

MNon-randomized, observational analysis using
data from randomized AFFIRM trial

Fixed, at baseline only

Selected cohort (n = 1756)

Matching”

HR 1.06, 95% Cl 083-1.37; P= 0640

No evidence of increased mortality associated with
digoxin use as baseline initial therapy in patients with AH

Murphy S.A. Eur Heart J 2013; 34, 1465-1467
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When ‘digoxin use’ is not the same as ‘digoxin

use’: lessons from the AFFIRM trial

Sabina A. Murphy*

Y Interpretace jedné a téze studie prineslo zcela rozdilné
vysledky

Jde o retrospektivni hodnoceni

¢ Ani sofistikované metody, jako je propenzity analyza
nemohou nahradit dvojitou slepou randomizaci.

¢ Neni jasné, co stoji za zvySenim celkové mortality
@ Vyznam ,statistickych her”

Murphy S.A. Eur Heart J 2013; 34, 1465-1467




Increased Mortality Associated With

Digoxin in Contemporary Patients
With Atrial Fibrillation
Findings From the TREAT-AF Study

PHASE 1:
IDENTIFYING 122,465 STUDY COHORTS

Initial criteria:

Patients included if they met the following:

» Newly diagnosed Atrial Fibrillation/Atrial Flutter
(AF)

* In U.S. Department of Veterans Affairs Health
Care System (VA), between October 1, 2003 —
September 30, 2008

» At least 1 primary visit and receipt of any
prescriptions within 90 days after diagnosis date

Secondary criteria:

Patients excluded if they met any
of the following:

* Prior AF diagnosis

« History of valve disease, repair, or replacement
« Thyroid disease

« Kidney transplant

J Am Coll Cardiol 2014;64:660-8 - Cardiac surgery within 30 days




Increased Mortality Associated With

Digoxin in Contemporary Patients
With Atrial Fibrillation
Findings From the TREAT-AF Study

J Am Coll Cardiol 2014;64:660—8

PHASE 2:
NARROWING TO 53,406 STUDY COHORTS

Patients meeting
initial and secondary criteria:

total of 122,465 patients
-

Treated
with Digoxin:
28,679

1-to-1 propensity-
matched cohorts:
total of 53,406 patients




Increased Mortality Associated With
Digoxin in Contemporary Patients

Wlth Atl’lal Flbrlllatlon Cumulative Incidence of Death (%)
Findings From the TREAT-AF Study

50

B Treated with Digoxin
B Not treated with D goxi

HR: 1.21, 95%CI: 1.17-1.25, P<0.001

500 1,000 1,500 2,000
Days After New AF Diagnosis

CONCLUSIONS Digoxin was associated with increased risk of
death in patients with newly diagnosed AF, independent of drug
adherence, kidney function, cardiovascular comorbidities, and

concomitant therapies.
J Am Coll Cardiol 2014;64:660—8




EDITORIAL COMMENT
Outcomes With Digoxin in Atrial Fibrillation

More Data, No Answers*
Matthew R. Reynolds, MD, MSc

The main implication of the Turakhia et al. paper
and related data is that digoxin should be used
selectively and with care in AF patients. This
view is reflected in the recently updated AF
treatment guidelines, where beta-blockers and
non-dihydropyridine calcium channel blockers
were given a Class [ recommendation for rate
control, and digoxin received no specific
recommendation at all.

J Am Coll Cardiol 2014;64:669—671




EDITORIAL COMMENT
Outcomes With Digoxin in Atrial Fibrillation

More Data, No Answers*
Matthew R. Reynolds, MD, MSc

Should the use of digoxin for rate control in AF
be abandoned altogether? Such a
recommendation cannot be made on the basis of
this kind of observational data. Going forward,
the role of digoxin in AF treatment may continue
to diminish. For now, there are still clinical
circumstances (HF, difficult rate control, low
blood pressure) where this old herbal

remedy remains useful.

J Am Coll Cardiol 2014;64:669—671
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Digoxin use in patients with atrial fibrillation and adverse
cardiovascular outcomes: a retrospective analysis of the

Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition
Compared with Vitamin K Antagonism for Prevention of
Stroke and Embolism Trial in Atrial Fibrillation (ROCKET AF)

¢ 14 171 nemocnych
Y Retrospektivni hodnoceni
¢ Digoxin uzivalo 37% nemocnych

¢ Vice digoxin uzivaly Zeny, nemocni se srde¢nim
selhanim, s DM a fi si

Lancet 2015;385(9985):2363-70.
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— Baseline digoxin (n=5239)

g Digoxin treatment was
el associated with a significant
e increase in all-cause mortality,
vascular death, and
sudden death in patients with
AF. This association was
independent of other measured
prognostic factors, and although
residual confounding could
I o ccount for these results, these
data show the possibility of
digoxin having these effects. A
randomised trial of digoxin in
treatment of AF patients with
and without heart failure is
G e o m i needed.
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Lancet 2015;385(9985):2363-70.



COMMENT

Digoxin use in atrial fibrillation: a critical reappraisal
Sadiya S Khan, *Mihai Gheorghiade

The available data suggest a need to redefine
how digoxin i1s used in patients with AF. We
recommend that digoxin should continue to
be used in patients with AF. However,
dosing should be adjusted with a goal to
maintain an SDC with an upper limit of 1 0
ng/mL and not to target ventricular rate.

Lancet 2015;385(9985):2330-2331




Jaka je soucasna role digoxinu
u fibrilace sini ?

Doporuceni ohledné kontroly srde¢ni frekvence

Doporuceni

Beta-blokatory, digoxin, diltiazem nebo Dlouhodobé kontrola frekvence u FS

verapamil jsou doporucovany k dosazeni l
kontroly frekvence u FS pfi EFLK > 40 %.

Beta'bl?kétory a/neb(? digoxin Jsou Provedte echokardiografické vysetreni (IC)
doporucovany k dosazeni kontroly

u 0 Zvolte inicialni terapii sméfujici ke kontrole frekvence (IB) a kombinovanou lé¢bu, je-li nutna (llaC)
frekvence u FS pfi EFLK < 40 %. Inicidlni cilova hodnota klidové srdeéni frekvence < 110 tepl/min (l1aB), vyvarujte se bradykardie

: :

EFLK < 40 % EFLK =40 %
[

v -

»
Beta-blokator ‘@ D!It[apzaenr:;flvera] [ Beta-blokator ]
| \ \_

r P - I GE2 2 ; g ;
Zvaite Casnou kombinovanou lécbu RoZiifte terapii s cilem dosahnout Zadouci frekvence,
nizkymi davkami eventualné pfi trvani symptoma

I . — I I

Pridejte Pidejte beta- Sl S PYEGH iikanain,
P! blokat Pfidejte digoxi Pridejte digoxin verapamil nebo
‘ . sl o s \ beta-blokator
Doporucené postupy ESC 2016 pro lécbu fibrilace sini formulované ve spolupraci s EACTS. Cor et
Vasa 58 (2016) e636—683




Digoxin — dnes IIb B
Digoxin muze byt zvazovan u nemocnych se sin. rytmem
ke snizeni rizika hospitalizaci u symptomatického selhani

* Pro 1é¢bu HFrEF a FiS s rychlou odpovédi komor je
pouze doporucen, kdyzZ ostatni lécebné volby nemohou
byt pouzity

* Klidova frekvence komor je doporuc¢ena 70-90/min,
ackoliv 1 klidova frekvence do 110/ min je jeSté akceptovana
* Digitalis by mél vzdy byt pfedepisovan za kontroly
specialisty.

Pozornost vyzaduji Zeny, starsi a nemocni se snizenymi
ledvinnymi funkcemi

2016 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure. Europ Heart ] 2016; 37: 2129-2200




