Amiodarone
Addition to the list

Explanation for the addition:
According to IMS Brogan, Amiodarone is the 200th most prescribed medication.

CLEAN Meds agent used to treat atrial fibrillation:
· digoxin
· diltiazem
· labetalol
· bispprolol

Literature Review Question
Is amiodarone effective and safe when used for atrial fibrillation?

Literature search: PubMed, Cochrane
Brief search strategies: (systematic review filter) AND (atrial fibrillation) AND (amiodarone)

Lafuente-Lafuente, C., et al. Antiarrhythmics for maintaining sinus rhythm after cardioversion of atrial fibrillation. Cochrane Database of Systematic Reviews, 2015.  DOI: 10.1002/14651858.CD005049.pub4.

Aim
This systematic review looked at the effectiveness and safety of antiarrhythmic drugs used to prevent recurrences of atrial fibrillation.

Studies included
This review included 59 RCTs with concealed allocation testing various antiarrhythmic drugs and involving 21,305 patients. 30 studies compared an antiarrhythmic vs. placebo; 17 compared two or more antiarrthymics; 12 studies comparing two or more antiarrthymics and control. 

Medications included in the review
Drugs included in this review, for which at least one well designed randomised controlled trialwas found,were (a) class IA: quinidine, disopyramide; (b) class IB: aprindine, bidisomide; (c) class IC: flecainide, propafenone; (d) class II (beta-blockers): metoprolol; (e) class III: amiodarone, azimilide, dofetilide, dronedarone and sotalol. 



Results

Atrial fibrillation recurrence

“In this review, all class IA, class IC and class III drugs included in this review significantly reduced the recurrence of atrial fibrillation.

In direct comparisons between antiarrhythmics (Analysis 5.5), amiodarone reduced the recurrence of atrial fibrillation significantly more than the combined class I drugs (OR 0.36, 95% CI 0.26 to 0.50, P < 0.00001) and class III drugs including, dronedarone (OR 0.45, 95% CI 0.31 to 0.63, P < 0.00001, 1 trial, 504 patients), and more than sotalol (OR 0.43, 95% CI 0.33 to 0.56, P < 0.00001). No other significant differences were apparent in comparisons between antiarrhythmics.”
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Adverse Effects (withdrawals and pro-arrhythmia)
“All studied antiarrhythmics showed increased pro-arrhythmic effects (counting both bradyarrhythmias and tachyarrhythmias attributable to treatment) with the exceptions of amiodarone, dronedarone and propafenone (Analysis 3.1). 

Amiodarone produced significantly fewer withdrawals (OR 0.55, 95% CI 0.36 to 0.84, P = 0.006) and fewer pro-arrhythmic events (OR 0.28, 95% CI 0.13 to 0.59, P
= 0.0007) than class I drugs combined. However, compared to placebo, amiodarone had a high OR for increasing withdrawals (OR 5.55, 95% CI 2.24 to 13.7).”
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Mortality

“Results for mortality are summarised in Figure 6. The all-cause mortality rate was low (0% to 5.1% at 1 year). No other significant difference in mortality was apparent with respect to the remaining drugs analysed, beta-blockers, amiodarone, dofetilide and dronedarone. In direct comparisons between antiarrhythmics, no significant differences were found.”
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Complete search strategies
Pubmed (n=108)
(((((((systematic review [ti] OR meta-analysis [pt] OR meta-analysis [ti] OR systematic literature review [ti] OR this systematic review [tw] OR pooling project [tw] OR (systematic review [tiab] AND review [pt]) OR meta synthesis [ti] OR meta synthesis [ti] OR integrative review [tw] OR integrative research review [tw] OR rapid review [tw] OR consensus development conference [pt] OR practice guideline [pt] OR drug class reviews [ti] OR cochrane database syst rev [ta] OR acp journal club [ta] OR health technol assess [ta] OR evid rep technol assess summ [ta] OR jbi database system rev implement rep [ta]) OR (clinical guideline [tw] AND management [tw]) OR ((evidence based[ti] OR evidence-based medicine [mh] OR best practice* [ti] OR evidence synthesis [tiab]) AND (review [pt] OR diseases category[mh] OR behavior and behavior mechanisms [mh] OR therapeutics [mh] OR evaluation studies[pt] OR validation studies[pt] OR guideline [pt] OR pmcbook)) OR ((systematic [tw] OR systematically [tw] OR critical [tiab] OR (study selection [tw]) OR (predetermined [tw] OR inclusion [tw] AND criteri* [tw]) OR exclusion criteri* [tw] OR main outcome measures [tw] OR standard of care [tw] OR standards of care [tw]) AND (survey [tiab] OR surveys [tiab] OR overview* [tw] OR review [tiab] OR reviews [tiab] OR search* [tw] OR handsearch [tw] OR analysis [ti] OR critique [tiab] OR appraisal [tw] OR (reduction [tw]AND (risk [mh] OR risk [tw]) AND (death OR recurrence))) AND (literature [tiab] OR articles [tiab] OR publications [tiab] OR publication [tiab] OR bibliography [tiab] OR bibliographies [tiab] OR published [tiab] OR pooled data [tw] OR unpublished [tw] OR citation [tw] OR citations [tw] OR database [tiab] OR internet [tiab] OR textbooks [tiab] OR references [tw] OR scales [tw] OR papers [tw] OR datasets [tw] OR trials [tiab] OR meta-analy* [tw] OR (clinical [tiab] AND studies [tiab]) OR treatment outcome [mh] OR treatment outcome [tw] OR pmcbook)) NOT (letter [pt] OR newspaper article [pt]))))) AND amiodarone) AND atrial fibrillation[MeSH Terms]

Cochrane (n=58)
#1	MeSH descriptor: [atrial fibrillation] explode all trees
#2	MeSH descriptor: [amiodarone] explode all trees
#3	amiodarone
#4	(#1) and (#2 or #3)
Limited to reviews and Cochrane reviews
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V.11 W Summary of Recommendations for Rate Control

Recommendations

Control ventricular rate using a beta blocker or nondihydropyridine calcium channel antagonist for
paroxysmal, persistent, or permanent AF

1V beta blocker or nondihydropyridine calcium channel blocker is recommended to slow ventricular
heart rate in the acute setting in patients without pre-excitation. In hemodynamically unstable
patients, electrical cardioversion is indicated

For AF, assess heart rate control during exertion, adjusting pharmacological treatment as necessary

A heart rate control (resting heart rate <80 bpm) strategy is reasonable for symptomatic
management of AF

1V amiodarone can be useful for rate control in critically ill patients without pre-excitation

AV nodal ablation with permanent ventricular pacing is reasonable when pharmacological therapy
is inadequate and rhythm control is not achievable

A lenient rate-control strategy (resting heart rate <110 bpm) may be reasonable when patients
remain asymptomatic and LV systolic function is preserved

AV nodal ablation should not be performed without prior attempts to achieve rate control
with medications

Nondihydropyridine calcium channel antagonists should not be used in decompensated HF

With pre-excitation and AF, digoxin, nondihydropyridine calcium channel antagonists, or
amiodarone should not be administered

Dronedarone should not be used to control ventricular rate with permanent AF

COR LOE References
(93-95)

(96-99)

N/A

(95,100)

(101-103)
(104-106)

(100)

N/A

N/A

N/A
(107)

(108,109)

AF indicates atrial fibrillation; AV, atrioventricular; bpm, beats per minute; COR, Class of Recommendation; HF, heart failure; IV, intravenous; LOE, Level of Evidence; LV, left

ventricular; and N/A, not applicable.
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Figure 8. Recurrence of atrial fibrillation.

Figure: Atrial fibrillation recurrence
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Drug/s studied s No/Total Peto Odds Ratio (95% CI) P
Anti-
Comparing an antiarrhythmic versus control arrhythmic ~ Control 0.10 1 10
Class 1A disopyramide 2 40/75 49/71  052(0.27-1.01) === 0.05
quinidine 7 741/1106 417/518 0.51(0.40-0.65) - <0.001
all class IA 8 781/1181 449/564 051 (0.40-0.64) E2 <0.001
Class IB all: aprindine, bidisomide 2 639/781 453/540 0.84 (0.63-1.13) - ns
Class IC flecainide 3 31/7 56/78 0.31(0.16 - 0.60) G <0.001
propafenone 5 376/720 276/378 0.37(0.28-0.48) - <0.001
all class 1A 9 443/843 342/466 0.36(0.28-0.45) - <0.001
Class Il me!oirolol 2 172/280 203/282 0.62(0.44-0.88 —-— 0.008
azimilide 4 604/797 656/805 0.70 (0.55-0.90) - 0.005
dofetilide 3 448/752 363/431 0.30(0.23-0.39) - <0.001
dronedarone 2 648/982 353/461 0.59 (0.46-0.75) - <0.001
sotalol 12 1197 /1791 955/1211 0.51 (0.43-0.60) - <0.001
all class Il 22 3097 /4750 2536 /3153 0.46 (0.42-0.51) - <0.001
Comparing two antiarrhythmics Drug A Drug B
disopyramide versus other class | drugs 2 26/60 27/53  0.76 (0.36 — 1.60) e i ns
quinidine versus flecainide 2 103/132 99/137 1.38(0.79-241) B ns
other class | drugs 4 176/258 168/268 1.30(0.90-1.87) T— ns
sotalol 6 715/1109 556/869 0.92(0.76-1.11) ns
flecainide versus propafenone
dronedarone 1 116/255 163/249 045 (0.31-0.63) —- <0.001
sotalol 3 218/463 303/447 043 (0.33-0.56) - <0.001
sotalol versus class | except quinidine 4 150/243 157 /251 0.98 (0.67 —1.45) —-— ns
dofetilide 1 74/108 196 /321 1.38 (0.88-2.16) -— ns
beta-blockers 2 88/103 83/130 1.10 (0.64 - 1.90) ——— ns

ns = not significant. Some studies compared more than two drugs, so the total number of studies and

patients in the table is superior to the absolute number of studies and patients included.
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Figure: Withdrawals due to adverse effects and Proarrhythmia.
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* PAFAC and SOPAT trials in both cases. which showed heterogeneity compared with other studies on

quinidine or on sotalol

1 When the number of studies pooled was differert forthe two outcomes, the number combinedto
evaluate withdrawals is given first. the number of studies combinedto evaluate pro-arrhythmia second.

$ Odds ratio calculated by random effects model. as test for heterogeneity between pooled studies was

significant.

Some studies compared more than two drugs. so the total number of studies in the table is superior to the
absolute number of studies and patients included.
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Figure 6. Overall mortality.

Figure: Overall mortality
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Summary of Recommendations for Electrical and Pharmacological Cardioversion of AF and Atrial Flutter

Recommendations COR LOE References
Prevention of thromboembolism
With AF or atrial flutter for =48 h, or unknown duration, anticoagulate with warfarin for at least 3 wk (110-113)
before and 4 wk after cardioversion
With AF or atrial flutter for >48 h or unknown duration, requiring immediate cardioversion, N/A
anticoagulate as soon as possible and continue for at least 4 wk
With AF or atrial flutter <48 h and high stroke risk, IV heparin or LMWH, or factor Xa or N/A
direct thrombin inhibitor, is recommended before or immediately after cardioversion,
followed by long-term anticoagulation
Following cardioversion of AF, long-term anticoagulation should be based on thromboembolic risk N/A
With AF or atrial flutter for =48 h or unknown duration and no anticoagulation for preceding 3 wk, it is (114)
reasonable to perform TEE before cardioversion and then cardiovert if no LA thrombus is identified,
provided anticoagulation is achieved before TEE and maintained after cardioversion for at least 4 wk
With AF or atrial flutter =48 h or unknown duration, anticoagulation with dabigatran, rivaroxaban, or (115-117)
apixaban is reasonable for =3 wk before and 4 wk after cardioversion
With AF or atrial flutter <48 h and low thromboembolic risk, IV heparin, LMWH, a new oral (118)
anticoagulant, or no antithrombotic may be considered for cardioversion
Direct-current cardioversion
Cardioversion is recommended for AF or atrial flutter to restore sinus rhythm. If unsuccessful, (119)
cardioversion attempts may be repeated.
Cardioversion is recommended for AF or atrial flutter with RVR, that does not respond to N/A
pharmacological therapies
Cardioversion is recommended for AF or atrial flutter and pre-excitation with hemodynamic instability N/A
It is reasonable to repeat cardioversion in persistent AF when sinus rhythm can be maintained for a N/A
clinically meaningful time period between procedures
Flecainide, dofetilide, propafenone, and IV ibutilide are useful for cardioversion of AF or atrial flutter, (120-125)
provided contraindications to the selected drug are absent
‘Amiodarone is reasonable for pharmacological cardioversion of AF (126,127)
Propafenone or flecainide (“pill-in-the-pocket”) to terminate AF out of hospital is reasonable once (120)
observed to be safe in a monitored setting
Dofetilide should not be initiated out of hospital (124,128)

AF indicates atrial fibrillation; COR, Class of Recommendation; IV, intravenous; LA, left atrial; LMWH, low-molecular-weight heparin; LOE, Level of Evidence; N/A, not applicable; RVR,




