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Percent deaths attributable to atrial fibrillation and flutter by region, 2010
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Rhythm vs rate

AFFIRM
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Occurrence and Characteristics of Stroke Events
in the Atrial Fibrillation Follow-up Investigation

of Sinus Rhythm Management (AFFIRM) Study

Variable Total Rate Conirol Group Sinus Rhythm Caontrol Group P Valuet
Patients Who Had Ischemic Strokes
Warfarin sodium use/INR at time of stroke 152 [ 77 N
Not receiving warfarin therapy 69 (45.4) 25 (33.3) 44 (57.1) 01
Receiving warfarin therapy
INR <210 44 (289) 27 (36.0) 17 (221)
INR =20 39 (25.7) 23 (30.7) 16 (20.8)
Rhythm at time of stroke 128 i1 i) <00
AF 67 (52 3) 47 (68.9) 25 (37.3)
Sinus riythm 61 (47.7) 19(31.1) 42 (62.7)
Patients Who Had Cardioembolic or Suspected Cardioembaolic Strokes
Warfarin use/INR at time of stroke 85 41 44
Not receiving warfarin therapy 42 (49.4) 16 (39.0) 26 (59.1) 16
Receiving warfarin therapy
INR=2.0 27 (31.8) 15 (36.6) 12 (27.3)
INR=210 16 (18.8) 10(24.4) 6 (13.6)
Rhythm at time of stroke M 32 39 001
AF 43 (60 .6) 26 (81.3) 17 (43.6)

inus riythm 28 (39.4) 6 (18.8) 22 (36.4)



Results-CASTLE AF
Primary Composite Endpoint

HR, 0.62 (95% Cl, 0.43-0.87);
P=0.007
Log-rank test: P=0.006

Conventional
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Marrouche et al, NEJM 2018
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@ Europace (2013) 15, 478—481 EP WIRE

EUROFEAN doi:10.1093/europace/eut063
SOCIETY OF
CARDIOLOGY®

Current practice of antiarrhythmic drug therapy
for prevention of atrial fibrillation in Europe: The
European Heart Rhythm Association survey
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EUROPEAN doi:10.1093/europace/eut063
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Current practice of antiarrhythmic drug therapy
for prevention of atrial fibrillation in Europe: The
European Heart Rhythm Association survey

Without Hypertension CAD and normal Heart failure in Advanced heart
structural heart and LV LVEE stable NYHA I/II failure (NYHA
disease hypertrophy class IV

Classlc  73%  f-blockers 43% p-blockers 51%  B-blockers 51%  Amiodarone73%
B-blockers 19%  Sotalol 24% Sotalol 35%  Amiodarone 35%  f-blockers 38%
Amiodarone 24% Amiodarone 19%  Sotalol 19%

Dronedarone11%  Dronedarone 11%

ous testing. The most widely applied regimen for this purpose was
oral flecainide (43%) with a initial dose of 100—-200 mg followed by
an additional dose of 100 mg after 1—2 h if the first one was not
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A prospective survey in European Society
of Cardiology member countries of atrial
fibrillation management: baseline results

of EuroObservational Research Programme Atrial
Fibrillation (EORP-AF) Pilot General Registry

Whole First Paroxysmal Persistent Long-standing Permanent Pvalue®
cohort detected AF persistent
Antiarrhythmic treatment (%)

Antiarrhythmic, yes 360 322 496 50.2 340 51 <0001
Amiodarone 215 1.2 234 3112 278 40 <0001
Dronedarone 0.3 0.0 07 0.3 0.7 00 0014
Propafencone 53 47 99 57 0.7 02 <0001
Disopyramide 0.0 0.0 01 0.0 0.0 00 0695
Fecinide 50 16 84 80 35 04 <0001
Quinidine 0.0 0.0 00 0.0 0.0 00 -
Sotalol 44 41 716 48 14 04 <0001

None 640 678 504 498 660 949 <0001



Europace (2011) 13, 329—345 CLINICAL RESEARCH

EUROPEAN doi:10.1093/europace/euq450 Atrial Fibrillation — Clinical Issues

SOCIETY OF
CARDIOLOGY ®

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

Aims

Methods
and results

Conclusions

Mixed treatment comparisons (MTC) were performed to assess the relative efficacy and tolerability of the main anti-
arrhythmic drugs used for the treatment of atrial fibrillation (AF)/flutter.

Electronic databases were systematically searched to identify randomized controlled trials (RCTs) examining amiodar-
one, dronedarone, flecainide, propafenone, sotalol, or placebo for the treatment of AF. Thirty-nine RCTs met inclusion
criteria and were combined using MTC models to provide direct and indirect comparisons in a single analysis. Results
are presented vs. placebo. Amiodarone had the largest effect in reducing AF recurrence (OR 0.22, 95% Cl 0.16-0.29).
Amiodarone was associated with the highest rate of patients experiencing at least one serious adverse event (OR 241,
95% Cl 0.96-6.06) and treatment withdrawals due to adverse events (OR 2.91, 95% Cl 1.66-5.11). Dronedarone
was associated with the lowest rate of proarrhythmic events including bradycardia (OR 1.45, 95% CI 1.02-2.08).
Dronedarone significantly reduced the risk of stroke (OR 0.69, 95% Cl 0.57-0.84). Trends towards increased mortality
for sotalol (OR 3.44, 95% CI 1.02-11.59) and amiodarone (OR 2.17, 95% CI 0.63-7.51) were found, which were
stronger when small studies randomizing <100 subjects per group were excluded.

Amiodarone has been demonstrated to be the most effective drug in maintaining sinus rhﬁhm. Differences in out-

comes between the anti-antiarrhythmic drugs were reported, with sotalol and possibly amiodarone increasing mor-
tality and dronedarone possibly decreasing the incidence of serious adverse events and proarrhythmia.
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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)

| | |

0.1 0.2 0.5 1



OALkn) Ovnrotnta

Dronadarone 0.86 (0.61, 1.22) P=0.378
Amiodarone 217 (0.63, 7.51) P=0.203
Sotalof 3.44 (1.02, 11.59) P=0.045
Flecainide 1.70(0.05, 58.18) P=0.754
Propafenone . 0.56 (0.06, 5.26) P=0.588
| | | | |

| 1
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Dronedarone I 145(1.02, 2.08) P=0.043
Propafanone . 4.06(1.13, 14.52) P=0.035
Amiodarone . 5.45 (0.69, 42.93) P=0.085
Sotalol . 6.44 (1.03, 40.24) P=0.047
Flecainide . B.77 (0.85, 54.02) P=0.067
| | | |

|
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Oronedarone

Amiodarone
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Flecainide
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@ Europace (2009) 11, 886—891 CLINICAL RESEARCH
EURQPEAN doi:10.1093/europace/eup119 Drug Therapy for Atrial Fibrillation

SOCIETY OF
CARDIOLOGY =

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

40 e Number  Mean Average Average All deaths Deaths Deaths within Annualized
of dosage (mg) duration of duration of during during 30 days of mortality
patients follow-up treatment follow-up treatment  initiating rates (per

ear ear %, treatment ear per 100
(year) (year) (%) (%) (%)  yearp
person years)
\ Flecainide 3356 2056 +56.1 58 24 492 (14.7) 160 (4.8) 14 (04)
30 - Propafenone 3745 4114 + 1170 55 23 877 (23.4) 342 (9.1) 20 (0.5)
» L Sotalol 23 346 1229 £497 52 17 6464 (27.7)  3145(135)  192(0.8)
© « Amiodarone 10376 2874+879 42 16 3247 (313) 1779 (17.1) 212 (2.0)
q>’, . \ Total cohort 141 500 62173 (43.9)
& \ No antiarrhytnmics
§ 20 A A\
o ; 2
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Flecardia vs Propafenone

MeyaAUTEPN ATTOTEAEOUATIKOTNTA
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Flecardia vs sotalol
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Focus on Flecainide
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HAektpoduololoyia

Flecainide

Ca?

Neuronal cell
membrane

Na*

‘Oxidative stress’ (NFkB)

Vr—i': ‘L‘# | ‘V \::7 | t -
' ’ | / | =
/ / ) {] /] S
70l U Y =

v J A ) N =
k | // N Structural proteins
NI J[V /| // ) Geneexpression
S Apoptosis

Mitochondrion



Do ppoKOKIVNTIKN

BloolaBeoipotnta: 9o-95%

Peak plasm concetration -1-3 wpeq
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“Evapén pos Risk factors

GEPO(TIEUXQ Hle Wide QRS( 120 ms), E!.rugada ECGSIEI'I

Low LVEF, CHF
Structural heart disease, CAD

omgx2 High rate (use-dependent effect)
High dose

EAeyxog QRS (<150%  Hypokalaemia

Severe renal failure (creatinine dearance < 35 mUmin/1.73 m?)
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e Interventricular conduction delay — QRS > 100 ms in lead I
e Right axis deviation of the terminal QRS:

¢ Terminal R wave >3 mm in aVR

e R/Sratio>0.7inaVR

e —
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The M EW ENGLAND JOUENAL of MEDICIMNE

ORIGINAL ARTICLE

Outpatient Treatment of Recent-Onset
Atrial Fibrillation with the “Pill-in-the-Pocket”

Characteristic Valuer D I° OaCh

Age—yr se-11 | A total of 268 consecutive patients with atrial fibril-
Male sex — no. (%) 122 (58) ’ , " .

T —— 224 |lation of recent onset received an in-hospital oral
History of atrial fibrillation — yr

Mean 415

Median 3
Symptomatic episodes of atrial fibrillation in previous year 3.3+26

— no./patientT

Emergency room contacts in previous year — no./patienty 2.7£23
Hospitalizations in previous year — no./patienty 09+1.1
Duration of target episode before in-hospital treatment — min

Mean 280+368

Median 120
Previous prophylactic treatment — no. of patients (%) 72 (34)
Left ventricular ejection fraction — % 595
Left atrial diameter — mm 3945

ﬁfan, 10). The drug was eftective (i.e., palpitations
ere interrupted within six hours) in 534 of 569 ar-
rhythmic episodes (94 percent; corrected efficacy,

95). The mean time to the resolution of symptoms
after the ingestion of the drug was 113+84 minutes
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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=6)
Procainamide 63% (n=1)
Disopyramide 23% (n=1)
Flecainide 52-95% (n=8)
Propafenone 6-91% (n=15)
Amiodarone 25-92% (n=86)
Sotalol 8-52% (n=3)
Ibutilide 10-49% (n=3)
Control treatment 0-76% (n=25)
McNamara et al., 2001
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Flecainide versus ibutilide for immediate
cardioversion of atrial fibrillation of recent onset
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Amiodarone Versus Placebo and
Class Ic Drugs for Cardioversion of

Recent-Onset Atrial Fibrillation: A Meta-Analysis

Philippe Chevalier, MD, PHD,* Alexis Durand-Dubief, MD,* Haran Burri, MD,* Michel Cucherat, MD,¥
Gilbert Kirkorian, VMIDD.,* Paul Touboul, MD*

Lyon, France

S$inus Bhythn 1-2 Hrs $inus Rhythm 24 Hrs
I '
BORIANI, 1998 | LG, 1999 I
DONOUAN, 1995 = :
i KOCHIADAKIS, 1998 ——1
MART INEZ, 2000 :
NEGRINI, 1994 |
NEGRINI, 1994 : ;
. TREGLIA, 1994 |
TREGLIA, 1994 | - '
Total —}—0.35 nco.001 Total 0.95 p=0.50 —}+—
Cochran O het. p=0.12 Cochran O het. p=0.39 |
R N L . T ' T ' ——————

Rel. Risk 0.0 0.2 0.4 0.6 0.8 1.0 pgey, Risk 0.4 06 0.8 L0 1.2
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Conversion to sinus rythm
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Response to Flecainide Infusion Predicts
Long-Term Success of Hybrid Pharmacologic and
Ablation Therapy in Patients With Atrial Fibrillation

Giuseppe Stabile, MD,* Antonio De Simone, MD,* Pietro Turco, MD,* Vincenzo La Rocca, MD,*
Pasquale Nocerino, MD,* Costantino Astarita, MD,T Francesco Maresca, MD,} Carmine De Matteis, MD #
Tommaso Di Napoli, MD,§ Eugenio Stabile, MD),|| Dino Franco Vitale, MDY

Maddaloni, Sorrento, Arienzo, Polla, Napoli and Telese, Italy
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Guidelines for the management of atrial

fibrillation

Table 12 Drugs and doses for pharmacological conversion of (recent-onset) AF

Drug Dose Follow-up dose Risks
Amiodarone 5 mglkg i.v.over | h 50 mg/h Phlebitis, hypotension. Wil slow the ventricular rate. Delayed
AF conversion to sinus rhythm.
Flecainide 2 mg/kg i.v. over N/A Not suitable for patients with marked structural heart
10 min, disease; may prolong QRS duration, and hence the QT
or interval; and may inadvertently increase the ventricular rate
200-300 mg p.o. due to conversion to atrial flutter and I:1 conduction to the
ventricles.
|butilide | mg i.v. over | mg i.v.over 10 min after Can cause prolongation of the QT interval and torsades de
10 min waiting for 10 min pointes; watch for abnormal T-U waves or QT prolongation.
Will slow the ventricular rate.
Propafenone 2 mg/kg i.v. over Not suitable for patients with marked structural heart
10 min, disease; may prolong QRS duration; will slightly slow
or the ventricular rate, but may inadvertently increase the
450-600 mg p.o. ventricular rate due to conversion to atrial flutter and |:|
conduction to the ventricles.
Vernakalant 3 mglkg i.v. over Second infusion of 2 mg/kg i.v. So far only evaluated in clinical trials; recently approved. %7
10 min over |0 min after|5 min rest




Guidelines for the management of atrial
fibrillation

ble 16 Suggested doses and main caveats for commonly used antiarrhythmic drugs

Main contraindications and precautions | ECG features prompting AV nodal slowing
lower dose or discontinuation

Disopyramide 100-250 mg t.i.d. Contraindicated in systolic heart failure. QT interval >500 ms
Caution when using concomitant therapy
with QT-prolonging drugs.
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METATPOTIT) KOATILKT|G LOPLOPUYTIG OF 1:1
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KAWIKEG peEAETEG DAEKALVIONG

Trial Treatments Patients Trials design and methods
flecainide vs no treatment

Van Gelder , 1988 Flecainide 200-300 mg/d Any persistent AF or AF] Paralle] groups

n=337 VErEUS open

follow-up: 12 months no trestment

flecainide vs placebo

Carunchio [Aecainide + Flecainide 200 mg/d
placebo) | 1965 versus
n=2)/28 placebo

follow-up: 12 months

patients with recurrent AF with =3
episodes in previous 1 year

Paralle] groups
open

flecainide vs digoxin

Steinbeck (fecainide v
ligouin | , 1968
a=15/15

follow-up: 12 months

Paroxysmal symptomatic AF of any
duration

Paralle] groups
open

Hecainide vs propafenone

Aliot , 199 Flecainide 100-200mg/d patients with paroxysmal AF documented  Parallel groups
n=48/49 versus any time before open
follow-up: 12 months Propafencne 800 mg/d

fHecainide vs quinidine

Naccarelli , 1996 Flecainide 200-300 myg/d Any documented symptomatic AF Paralle] groups
n=117/122 versuy double blind

follow-up: 12 months Quinidine 1-1,5 g/d




Prevention of Symptomatic Recurrences of
Paroxysmal Atrial Fibrillation in Patients
Initially Tolerating Antiarrhythmic Therapy
A Multicenter, Double-Blind, Crossover Study of Flecainide

PROPORTION REMAINING EVENT FREE
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Flec SL — Primary outcome (ITT) M

1.0 .

0-8-%

—— Control group
—— Short-term treatment

— Long-term treatment

2
B 0
_rga 0-6 , “”'-'ﬁ 56.4% sz,.208i] |
= * 48.4% for non-inferiority
©
.g 0.4_ x % ) ’.e“-g
a
024 = Short-term therapy not non-inferior to long-term therapy
= Short-term therapy conveyed 80% of the effect of long-term
therapy
0 I | 1 1
0 50 100 150 200
itk Time to event (days)
Control group 81 31 29 28
Short-term 273 161 145 135
treatment group
Long-term 281 166 162 152
treatment group



European Heart Journal (1995) 16, 1943-1951

Safety of flecainide versus propafenone for the long-term

management of symptomatic paroxysmal supraventricular
tachyarrhythmias

Report from the Flecainide and Propafenone Italian Study (FAPIS) group

Day
0 15 30 9% 180 270 360
iy , No.of patients 77 71 70 62 58 53 |50
DAF Flecainide 100 mg b.id. { Probability 093 093 08 084 079 079 o
brorafenone 150 ma tid { No. of patients 82 69 63 53 S0 48 45
pa gl1d Probability 084 079 070 069 067 063

MNpoappuBpieg
1. [lpomtadevovn 0.6%- 1 aoBevriq pe kolhakr] Tayukapdia-172 oP/A-NAEKTPLKT) avAToEN

1.DAekawvion 1.2%- 2 aoBevelg pe Tayeior KOATILKT) TOYUKOPOLO/TITEPUYLOUS 1:1



The Value of Class IC Antiarrhytbmic Drugs for Acute Conversion of
Paroxysmal Atrial Fibrillation or Flutter to Sinus Rhythm

MAARTEN J. SUTTORP, MD, ], HERRE KINGMA, MD, PuD, EMILE R. JESSURUN, MD,
| ORAINE LIE-A-HUEN, PuarmD, NORBERT M. van HEMEL, MD, PuD,

KONG 1. LIE, MD, PuD*

Niewwegein and Groningen, The Netherlands

DAekaivion vs lNMpotragpevovn
89% 63%



Twenty-five years in the making: flecainide
is safe and effective for the management
of atrial fibrillation

Etienne Aliot'*, Alessandro Capucci?, Harry J. Crijns3, Andreas Goette4,
and Juan Tamargo?®

Table 2 Relapse rates for different antiarrhythmic
drugs reported in the literature®

Mean relapse rate (range) Studies (n)
No drug 69% (44—85) 10
Quinidine 59% (46—89) 11
Disopyramide 51% (46-56) 3
Propafenone 61% (54-70) 3
Flecainide 38% (19-51) 3
Sotalol 58% (51-63) 3
Amiodarone 47% (17-64) 4

*Minimum é-months follow-up.
Adapted from Levy et al.'®






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




MAKPOINPOOEZMH A2Z®QAAEIA

Flecainide produces a low incidence
of extra-cardiac adverse events

Patients (%)

B Flecainide B Control

10.0

9.0
8.0
7.0
6.0
5.0
4.0
3.0
2.0

1.0
0

Meta-analysis of adverse events

**p <0.001, "p <0.05

total diarrhea nausea total headache dizziness vertigo visual
disturbances

Gastrointestinal Central Nervous System
Wehling, 2002




The New England
Journal of Medicine

©Copyright, 1991, by the Massachusetts Medical Society

Volume 324 MARCH 21, 1991 Number 12

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

The Cardiac Arrhythmia Suppression Trial

DeBra S. Ecut, M.D., PuiLip R. Lierson, M.D., L. BRent MitcueLL, M.D., RoBert W. PETERS, M.D.,
DuLce Osias-Manno, RN, Arcan H. BARker, M.D., DaniEL ARENsBERG, M.D., ANDREA BAker, R.N,
Lawrence Friepman, M.D., H. LEoN Greeng, M.D., MeLissa L. HUTHER,

Davip W. Ricuarpson, M.D., ANp THE CAST INVESTIGATORS*

3



CAST: Cardiac Arrhythmia Suppression Trial

- TRIAL DESIGN -

Design
Multicenter, multinational; initial phase open; main phase randomized, double-
blind, placebo-controlled

Patients

1725 patients with >6 ventricular premature depolarizations/h
(24h Holter recording) and left ventricular ejection fraction <0.55
at <90 days after MI or <0.40 at >90 days after MI

Follow up and primary end point
Mean 10 months follow up. Primary endpoint death from arrhythmia

Treatment

Open titration phase (mean 15 days) to select patients in whom drug
(encainide, flecainide or moricizine) suppressed arrhythmias

Selected patients then randomized to three-times daily placebo, encainide 35-
50 mg, flecainide 100 mg or moricizine 200-250 mg (results for moricizine not
reported here)



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

The Cardiac Arrhythmia Suppression Trial

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

CAST-I discontinued in 1989 and
CAST-1l in 1991 due to excess
mortality

(o]
()]

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

Arrhythmic deaths and nonfatal — e T

cardiac arrests relative risk: 3.6; | — Encainide or flecainide (N = 730)
95% Cl: 1.7 to 8.5 .

0O 50 100 150 200 250 300 350 400 450 500

o
o

Survival (%)

Days after randomization

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




v :'l

JOHN MANU“

FLECAINIDE AC
100 MG TRAN

AKE 1 TABLE
TWICE DAILY

Heart Rhythm Society

Heart Rty F18C2INICE Treatment Linked to Sudden Cardiac Death
et
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Flecainide Treatment Linked to Sudden Cardiac Death
-=Doctors Lounge

h www.doctorslounge.com

Ml THURSDAY, June 16 (HealthDay News) -- Patients with

g atrial fibrillation (AF) i

ncreased risk of sus
proarrhythmic even a study published
online June 2 in the nal Medicine.

& Like - Comment - Share

1 3 people like this.

Write a comment...

The safety of flecainide treatment of atrial fibrillation:
long-term incidence of sudden cardiac death and
proarrhythmic events

Subjects. A total of 112 patients with paroxysmal (51%)
or persistent (49%) AF (meanage 60 £ 11 years) were
included after identifying all patients with AF who




2€ TTOIOUC XoBeveiC dev TIPEMEI VO XOPNYEITAI N PAEKKIVION?

Aouikn Kapdlakn vOoo.
KOATToKOIAI0KO aTTOKAEIONO dEUTEPOU ) TpiTOU BaBuou, atroucia
BnUaTodoTn

ApPIOTEPOG OKEAIKOG ATTOKAEIOMOG

Ag10G OKEAIKOG ATTOKAEICHOG OTAV CUVUTTAPXEI APIOTEPOG
NMIOTTOKAEIONOG, aTToudida BNUATOOOTH

ACUUTTTWHATIKEG TTPWIHMES KOIAIOKES EKTAKTOOUOTOAES KA/
OQOUMTITWHMATIKA NN EMMEVOUCA KOIAIOKN TaXUKOpOia, M€ ouvod o
douIKn duoAsiToupyia.

2NMAVTIKN NTTATIKA EKTTTWOT EKTOG AV TO OQEAN €ival HEYAAUTEPO
QTTO TOV KivOUVO.




Clinical Care/Education/Nutrition
O RIGINA AL ARTICLE

Impact of Dosage Frequency on Patient
Compliance

Dosage Compliance (%) Range (%) 95% CI
Twice daly 83.1 = 24.9 9-109 74.7-91 5

Three times daily 65.8 1 30.] 7-102 49.1-82.5



Comparative Efficacy of Two Different
B-Blockers on 24-Hour Blood Pressure Control

Pantelis Sarafidis MD, PhD; "2 Zvezdana Bogojevic, MD;' Emad Basta, MD;' Emily Kirstner, PhD;3
George L. Bakris, MD?3

JCH 2008

Efficacy and safety of twice- vs once-daily dosing of lisinopril
for hypertension

Miranda E. Kroehl MS, PhD? | Steven M. Smith PharmD, MPH® |

Tiffany Tsai PharmD? |
| Isabella Y. Dai’ | Katy E. Trinkley PharmbD?4

Angela M. Thompson PharmD?
JCH 2017



Impact of reducing dosing frequency
on adherence to oral therapies: a literature
review and meta-analysis Patent Preference and Adherence 2013:7 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.




NMAEONEKTHMATA BPAAEIAZ ATIOAEZMEYZHX

Understanding Sustained
Release Dosage Forms
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Flecainide OD vs BID.
[lola pop@n va XpNOIHOTTOINCW
yia TOUG aoBEVEIG Hou?

Avaragn Makpoypévia

Pill in the pocket dlathpnan GA.
PuBuou.
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Usual headaches

1. 2uvOuaouoOg e GAAD QVTIOPPUBUIKA QApUOKa

2. 2Te@aviaia vooog

3. Adon @opTiIonG o€ aocBevr) TTou dev £XEl CavaTTAPEI
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[1lpoTEPAIOTNTA PJOC TIPETTEI VA €ival N OlATAPNON
Tou OKP
O1 eMAOYEC TWV AVTIAPPUBUIKWY OEV €ival ATTEPIOPIOTE

Oa TTPETTEI VA ETTIAEYETAI TO PAPUAKO ME TNV
KOAUTEPN I0COPOTTIA ATTOTEAECUATIKOTNTAG-ATPAAEIAC

H BiBAloypa@ia Kal KAIVIKA EUTTEIPIA OEIXVEI OTI N
DAekavidn €xel auTA T XAPOKTNPIOTIKA






AoBevn 55 eTwv pe 10TopIkO PAF og OAekaivion,
aoupTITWUATIKN oTeEvwon LAD 90% Kal ayyeloTTAQCTIKN




AcOBevnc 45 etwv pe PAF, 1oTopikO AY
KOl OpIaKn utrepTpo@ia Ap KolAiag- 14 mm

L ]
' IVSd 1.5
NVSs 1.5
LVIDd 46
LVIDs 3.7
LVPWda 186
LVPW's 1.9
EDV(Teich) 87
ESV|Teikch) 60
EF{Teich) 38 B
SV(Teich) 37 ~

%FS 19




ID: 21-DEC-
) Vent. rate 58 BPM WIDE QRS RHYTHM
Female  Caucasian PR interval * ms LEFT AXIS DEVIATION
QRS duration 178 ms LEFT BUNDLE BRANCH BLOCK
Room: QT/QTe 642/630 ms NON-SPECIFIC INTRA-VENTRICULAR CONDUCTION BLOCK
Loc: P-R-T axes * .54 34 ABNORMAL ECG
NO PREVIOUS ECGS AVAILABLE
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injury
injury

Marked ST abnormality, possible anteroseptal subendocardial

#* # ACUTE M| ** **
Abnormal ECG

tachycardia with 1st degree AV block
infarct, possibly acute

Low voltage QRS

Lateral

Marked ST abnormality, possible inferior subendocardial

Sinus

101 bpm
82 ms

300 ms
268/347 ms

Vent. rate

PR in

QRS duration

P-RT axes 111 79 72

QT/QTe

e T

Female
Loc:

Technician:

Reviewed by:

Referred by: ER MD
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AoBevnc 52 eTwyv, KATTVIOTAGC, 2A,
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[TapOEUOMIKN KOATTIKA papuapuyn atro 3unvou

2.UVEXN ETTEICOOIA DIAPKEIAC 2-3 WPWV
1 €TTEI000I0 PE NAEKTPIKA AvATACN
PuBuovopu 150 1x2

Etreioodio diapkeiag 5 wpwyv  PuBuovopu 150 x1
MeTa atrd 2 WPEC PuBuovopu 150 x2
MeTa atrd 2 WPEC PuBuovopu 150 x1






