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MORTALITY AND MORBIDITY IN PATIENTS RECEIVING ENCAINIDE, FLECAINIDE,
OR PLACEBO

The Cardiac Arrhythmia Suppression Trial

CAST-1:755 pts flecainide or
encainde vs 743pts placebo
CAST-Il: 502 pts moricizine vs 491
pts placebo

CAST-I discontinued in 1989 and
CAST-Il'in 1991 due to excess
mortality

Average 10 months of follow-up
Total mortality relative risk: 2.5;
95%Cl:1.6 to 4.5)

Arrhythmic deaths and nonfatal

. . . == Placebo (N = 725)
cardiac arrests relative risk: 3.6; — Encainide or flecainide (N = 730)

0

0 .
95% Cl: 1.7 10 8.5 0 50 100 150 200 250 300 350 400 450 500

Days after randomization

CAST Investigators. N Engl J Med. 1989;321:406-12




CAST Sub-analysis

Ouicome Variable

Congestive Heart Arrhiythmic Death or
Failure Cardiacz Arrast All Cause Maortality
in=5%1) in = 186) (n— 16}

Buseline Variable p Value Rel Risk p Value Rel Risk p Value Rel Risk

Age =65 years 0.002 2.4 0.032 2.9 0.068 21
WNo. of men 0.0 0.4 0.110 0.4 0.143 0.5
History of CHE =0.K ] 4.2 <0001 6.6 0.001 33
Histary of M1 0.063 1.7 0.104 2.2 0063 2.1
Divretic use <000 5.0 0.006 18 <(.001 3.7
Diabetes 0.006 2.3 0.186 1.1 <{.001 4.2
Digitalis use 0171 1.6 0.001 4.7 0.029 15
Hypertension 0.003 1.3 0.322 1.6 0.124 1.8
Thrombalysis 0.009 0.3 0019 0.0 0.003 0.0
EF <03 <0401 18 0.001 4.6 0.005 12
NYHA functional class <M1 0.09%9 D.003

Class 1 vs. po CHF 2.1 * 15

Class 2 vs. class ) 2.5 1.9
24-h ambh ECG

Mo, of VT runs . 2.4 1.1
Baseline ECO

Q wave M 1.0 . 45

QRS =100 ms . 2.2 . 2.

ST =1l mm 1.7 . . 2.7

Capone et al. ] Am Coll Cardiol. 1991;18:1434-8




Opie 2004

CLASS IV
Ca®* blockers

" (Class Il)

LASS |
a* blockers

N
S

CLASS I
B-blocker:

Ventricular Action Potential

Opie . Drugs for the heart
Aliot et al. Europace 2011;13:161-73.
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Aliot et al. Europace 2011;13:161-73



DappakoKLVNTIKA

* Auénuevn BlodlaBeoipotnta (90-95%)

* ApeAnteo dpoavopevo npwing Stodou

* Meta amo per os xopnynon tTng popdnc Ppaxetoc amodeopevons
N LEYLOTN CUYKEVIPWON OTO TMAAOHO ETILTUYXOVETOL OTLC 3 WPEC
(evpoc: 1-6 wpec)

* Meta amo per os xopnynon tTnc Lopdnc MaPATETOUEVNC
amoOECUEVONG N LEYLOTN CUYKEVTPWON OTO TIAACLO ETLTUYXAVETOLL

otic 10.5 ewc 15.5 wpsc.

Aliot et al. Europace 2011;13:161-73



DoappokoKvNTIKA

e O xpovo¢ nuioslac (wng Tou GAPHAKOU KUUOLVETOL METOED 12-
27wpwV Kal yLa Tg SVo popdec tou Gpappakou

e O XpOVOC MOV QTOLTELTAL YLaL TNV ETtiTEVEN 0TaBEPNC
OUYKEVTPWONG AVEPXETOL OE 3-5 NUEPEC yLa TN popdn Bpaxeiog
amoOECUEVONG KoL 3-7 NUEPEC YLa TN HOoPp DI TIAPATETAUUEVNC

amoOECUEVONG

Aliot et al. Europace 2011;13:161-73



DapuakoKLVNTLKN

*To 30% TtTng per os Ooong
amoBaAAetal  apetaBAnto amo Ta
oupa.

* To urtoAouto papuako petaPoAiletal
oto Nmop kKot amofaAAetor wg 1

avevepyocC (A) kat 1 HEPLKWC EVEPYOC

uetapBoAitne (B)

0

wher, B

Fllcdnlde

t,f

ocH,cr

m-0-Deelkyleted flecainide

LOSA U 1

m-0-Dealkylated flecainids lactam

Figure 1. Metabolization of flecainide (3).

Benijts et al. Journal of Anal Toxicology 2003;27:47-52



AMEZH ANMOKATAZTAZH ®PAEBOKOMBIKOY
PYOMOY



Flecainide is highly effective
in the acute cardioversion of AF

Meta-analysis of acute conversion of AF studies

Conversion rate No. of studies

Quinidine 11-86% (n=8)
Procainamide 63% {n=1)
Disopyramide 23% (n=1)
Flecainide 52-95% (n=8)
Propafenone 6-91% (n=15)
Amiodarone 25-92% (n=6)
Sotalol 8-52% {n=3)
Ibutilide 10-49% (n=3)
Control treatment 0-76% (n=23)

McNamara et al., 2001




ATIOTEAECLATIKOTNTA

*>tnVv ofela paon (300mg per os, N Ewc 150mg oe 10 Aemta iv)
KOPOLOUETATPOTIN EMLITUYXAVETAL OTOUC HlooU¢ aoBeveic evtoc 3
WPWV OTTO TNV OO TOU OTOUOTOC KAl EVTOC 1 wpac amo tnv
evOoPpAEBLa dOpTION.

Meta-analysis of 8 RCTs for the acute
treatment of AF

Conversion rate between 52% and
95%.

Consistently more effective (OR 24.7,
Cl 9.0-68.3) that the comparator

Q
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Favours comparison drug

04 0.6

Comparison drug proportion
Comparison drug group

@ control* (n=4) @ Fropafenone (n=3)

Amiodarone (n=1) Procainamide (n=1)

McNamara et al. Evid Rep Technol Assess 2000 May;(12):1-7




[MpoappuBuIKA 0p&on TWV IC VTIXPPUBUIKWV

YTTEPKOIAIOQKN TTOO0PPUBUIA.

H petatpotmi Tng KM oeg KT pe aywyn 1:1 Bewpeital rpoappubuia.
[MapdTI TO TTOC00O0TO TNG €ival PIKPO (0,2%) o1 KateuBuvTAplEC 0dnYieS
TTPOTEIVOUV TN ouyxopnynon B-avaoTtoAéa f un d10dpoTTupIdivng yia TNV
TTPOPUAAEN ATTO TNV AVWTEPW TTPOaPPUBuiIa.

Paolo Alboni et al. N Engl J Med 2004;351:2384-91.

Recommendations for rate and rhythm control of AF

Recommendations Class® Level® ) A

Rate control should be continued
throughout a rhythm control
approach to ensure adequate
control of the ventricular rate
during recurrences of AF.

2010 ESC AF Guidelines




.

Intravenous Pill-in-the-pocket
Ibutilide® (high dose oral)*
vernakalant® flecainide

propafenone

“foutilide should not be given when significant left ventricular hypertrophy
(214 cm) & present.

*Yernakalant should not be given in moderate or severe heart failure, 2ortic
stenosis, acute coronary syndrome or hypotension. Caution in mild

heart failure

“Pill-in-the-pocket’ tachnique — preliminary assessment in 2 madically safe
environment and then used by the patient in the ambulatory satting.

Camm et al. EHJ 2012:33:2719-47 .



AIATHPH2ZH ®AEBOKOMBIKOY PYOMOY



Mixed treatment comparison of dronedarone,
amiodarone, sotalol, flecainide, and propafenone,
for the management of atrial fibrillation

Niclkk Freemantle ', Carmelo Lafuente-Lafuente?, Stephen Mitchell 3,
Laurent Eckert?*, and Matthew Reynolds*®

Mixed treatment comparisons (MTC) were performed to assess the relative efficacy and tolerability of the main
antiarrhythmic drugs used for the treatment of atrial fibrillation (AF)/flutter. Thirty-nine RCTs examining

amiodarone, dronedarone, flecainide, propafenone, sotalol, or placebo met inclusion criteria and were combined
using MTC models to provide direct and indirect comparisons in a single analysis. Results are presented vs.

placebo

Dronedarone . 0.53 (0.40, 0.72, P=0.0002)

Propafenone . 0.36 (0.28, 0.48, P<0.0001)

Amiodarone . 0.22 (0.16, 0.29, P<0.0001)

Sotalol —.— 0.40 (0.31, 0.52, P<0.0001)

Flecainide . 0.31 (0.19, 0.49, P<0.0001)

I I I
0.1 0.2 05 1

Figure 5 Mixed treatment comparison analysis: effect of anti-arrhythmic drugs on atrial fibrillation recurrence. Odds ratios and 95%
dence intervals. Note—odds ratio lower than 1 describes a lower rate of atrial fibrillation recurrence for the active treatment.

Europace (2011) 13, 329-345




Minimal or no structural Significant structural heart disease
heart disease i

Treatment of underlying condition and prevention
of remodelling — ACEI/ARB/statin

l

Sl

Y

dronedarone/flecainide/
propafencne/sotalol

I

ACEl = angiotensin-converting enzyme inhibitor; ARE = angiotensin-receptor blocker; HHO = hypertersive heart disease; CHD = coronary heart disease; HF = heart filure;
L'VH = left ventricular bypertrophy, NYHA = Mew York Heart Association. Antiarrhythmic agesits are listed in alphabetical order within each treatment bow.

dronedarone

Camm et al. EHJ 2012:33:2719-47 .



Amiodarone prevents recurrent AF better than propafenone
and sotalol. The number of patients needed to treat is 3 with amio-
darone, 4 with flecainide, 5 with dofetilide and propafenone, and 8

with sotalol.’"’

Recommendation for choice of antiarrhythmic drug for
AF control

The following antiarrhythmic drugs
are recommended for rhythm control
in patients with AF depending on
underlying heart disease:

- amiodarone [ ] 46; '} 11,25
= dronedarone | 95, 99
- flecainide | - B 127
- propafenone 1 A 11, 125
- d,lI-sotalol I A 4?'|8|3'
Amiodarone is more effective in
maintaining sinus rhycthm cthan =
sotalol, propafenone, flecainide (by
analogy). or dronedarone (LoE A), 1 46, 111,
. i ici * 121, 125

should generally be used when

ther ag s =
contraindicated (LoE C).




Flecardia vs Propafenone

MeyaAuTePN ATTOTEAEOUATIKOTATA

Aev avtevdeikvutal oe acBua, XArll

CR popon (1 d6on vs. 2 1 3 dO0EIQ)

Agv etTnpeadleTal Ao TNV TPOcANYN
TPOPNG (TTpoTTaPAIVOVH UOVO PETA
PaynTo)

H mrpotrag@aivévn deopeveTal atro TIg
TTPWTEIVEC TOU TTAAOPATOC OE TTOOOOTO
95% (Sintrom, Digoxin), evw n @Aekaividn
o€ TocooTo 40%

BiodiaBeoiuotnta 90% atro tnv mpwTtn
dooon. Npotragaivovn 50% kai 100% oTIC
4 uEPEG

NIYOTEPO IKAVOTTOINTIKO rate
ole]plife]




Flecardia vs sotalol

[Mio amrotreAeopaTtik) (NNT 4 vs 8)
Aev TTpoKOaAEi Bpadukapdia

Agv avtevdeikvuTal o€ doBua,
XA, TTepIpePIKN ayyeloTTadela.

H cotaAdAn mTapareivel
onuavTika 1o QT Kal EXEl
auc¢nuévo Kivouvo torsade de

pointes

NAIYOTEPO IKAVOTTOINTIKO rate

control

AvVTEVOEIKVUTAI ETTI

OTEPAVIAIOC VOOOU




Flecainide is safe over the long-term in patients
without structural heart disease

Meta-analysis of cardiac adverse events

1.4 M Flecainide M Control Mean exposure time: 8 months

*o = 0.05

#*

=l
"0
-
S
o
kol
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o

Angina

failure/dyspnea branch block
Palpitations Syncope Sinus node

AV-block
dysfunction bloc

Wehling, 2002




Flecainide produces a low incidence
of extra-cardiac adverse events

Patients (%)

Meta-analysis of adverse events

‘0 n- Flecainide B Control *p = 0.001, *p < 0.05

9.0
8.0
7.0
6.0
5.0
4.0
3.0
2.0
1.0

0

total diarrhea nausea total headache dizziness vertigo ~ visual
disturbances

Gastrointestinal Central Nervous System
Wehling, 2002




Antiarrhythmic therapy and risk of death in
patients with atrial fibrillation: a nationwide study

Europace (2009) 11, 886—891
A total of 141.500 patients admitted with AF in Denmark from 1995 to 2004.

Hazard ratio (95% confidence interval) for flecainide 0.38 (0.32—-0.44), propafenone
0.65 (0.58-0.71), sotalol 0.65 (0.63—0.67), and amiodarone 0.94 (0.89—1.00).

40 -

30 \

b No antiarrhythmics
i A\ \\

\ Amiodarone G

Deaths per 100 person years

Sotalol A—,._\’ _-— o
10 = K ~ ‘.\\ -
® Propafenone e T - -
® NE— P Tl o el e e e 1 -
N \'1_——T——*-——-Q-———Q-———t—-ﬁ.-‘-..

0 60 120 180 240 300 360 420 480 540 600 660 720 780
Days

Figure | Incidence rates for deaths in all treatment groups and in the population receiving no antiarrhythmics. Time starts from the day of
prescription claim. For patients receiving no antiarrhythmic drugs, time starts 60 days following discharge.



2 € TTOIOUC 0XaOevelc OV TIPETEI VO XOPNYEITAI N PAEKXIVION?

Aouikn kKapdiakn vooo.

KOATTOKOIAIOKO aTTOKAEIONO OeUTEPOU i TPpiTOU BaBuOU, atTouCia
BnuaTtodoTn

ApIOTEPOG OKEAIKOG ATTOKAEIOHNOG

Agg160G OKEAIKOG ATTOKAEICNOG OTAV CUVUTTAPXEI OPICTEPOGS
NUIOTTOKAEIOHOG, aTToUuCia BNUATOOOTN

ACUNUTTTWHATIKEG TTPWIMEG KOIAIOKEG EKTOKTOOUOTOAEG KaI/N
OCUUTTTWHMATIKN MN EHHEVOUO A KOIAIOKK TaXukapdia, ue cuvodo
douik SucAsiToupyia.

2NHAVTIKA NTTATIKA EKTTTWON EKTOG AV TA OPEAN gival NEYAAUTEPO
aT1rd TOV KivOouVvo.



Wide QRS (>120 ms), Brugada ECG sign
Low LVEF, CHF

Structural heart disease, CAD

High rate (use-dependent effect)

High dose

Hypokalaemia

Severe renal failure (creatinine clearance < 35
mL/min/1.73 m?)

Excessive QRS increase (>150% from baseline)



Drug therapy with b-blockers and/or
calcium channel blockers (and/or IC agents
in RVOT VT) can be useful in patients with
structurally normal hearts with symptomatic
VT arising from the RV.

(Class lla - LoE: C)

Prystowski et al. ] Am Col Cardiol 2012;59:1733-44

ACC/AHA/ESC 2006 guidelines for management of patients with ventricular arrhythmias
and the prevention of sudden cardiac death



Pharmacodynamic Equivalence of Two Flecainide Acetate
Formulations in Patients With Paroxysmal Atrial Fibrillation by
QRS Analysis of Ambulatory Electrocardiogram

*Philippe Coumel, MD, *Pierre Maison-Blanche, MD, fEliane Tarral, MD, Antoine Périer, MPhil,
*Paul Milliez, MD, and *Antoine Leenhardt, MD
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Impact of reducing dosing frequency
on adherence to oral therapies: a literature
review and meta-analysis Patient Preference and Adherence 20137 419434

Conclusion: Current meta-analyses suggested that across acute and chronic disease states,

reducing dosage frequency from multiple dosing to OD dosing may improve adherence to
therapies among patients. Improving adherence may result in subsequent decreases in health

care costs.

systematic review of the associations between dose regimens and
medication compliance. Clin Ther. 2001 Aug;23(8):1296-310.

CONCLUSIONS: A review of studies that measured compliance using electronic

monitoring confirmed that the prescribed number of doses per day is inversely
related to compliance. Simpler, less frequent dosing regimens resulted in better

compliance across a variety of therapeutic classes.

Adherence and dosing frequency of common medications for cardiovascular patients.
Am J Manag Care. 2012 Mar;18(3):139-46.

Analysis consisted of 1,077,474 patients aged >18 years

CONCLUSIONS: In this large analysis, the OD dosing regimen was related to

greater adherence versus a BID regimen.



http://www.ncbi.nlm.nih.gov/pubmed/11558866
http://www.ncbi.nlm.nih.gov/pubmed/22435907

Flecainide OD vs BID.
[Moia pop®n va XPnNCIHOTTOINCW
Yid TOUG aoBeveic pou?

Avaracn Makpoxpovia

Pill in the pocket oiatripnon ®A.
PuBpuou.



