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v' Resume

Actuality. Arterial fibrillation (AF) is the most common cardiac arrhythmia that requires
treatment. The main points of treatment include relieving AF paroxysm and planned
antiarrhythmic therapy. The article summarizes the main antiarrhythmic drugs used to relieve AF
paroxysms and keep the sinus rhythm planned. Propafenone is unique in this series, available in
two forms — oral and intravenous, which allows the drug to be used at all stages of relieving AF
paroxysm and during planned antiarrhythmic therapy.

Keywords: antiarrhythmic treatment, arterial fibrillation, arterial fibrillation paroxysm relief

METO/JbI MPOPUTIAKTUKHN U JEYEHUS ®PUBPULIAIUN NPEICEPIUIA

Xoowcues bomup baxmuéposuu https://orcid.org/0009-0006-8320-7921

Byxapckwuii rocyqapcTBeHHBIH MEIUITMHCKUN WHCTUTYT UMeHN AOy Anmm n6H CuHbl, Y30eKucTaH,
r. Byxapa, yia. A. Hasoun. 1 Tem: +998 (65) 223-00-50 e-mail: info@bsmi.uz

v’ Pe3tome

Axkmyanvnocms. Quopunnayua npeocepouit (PII) — naubonee pacnpocmpaneHHoe HapyuieHue
cepoeunozo pumma, mpedyrouwee neuenud. K Kiiouegplm momenmam Je4eHUs OMIHOCAMCA
Kynuposanue napoxcusma @I u nnanosas anmuapummuyeckan mepanusa. B cmamve npeocmasnen
KpamKkuii 0030p OCHOGHBIX AHMUAPUMMUYECKUX NPEnapamos, NPUMEHAEMBIX OnA KYRUPOGAHUA
napokcusmoe @Il u 0na nnanoeozo yoeprcanus cUuHycoeozo pumma. B smom pady yHukanvHvim
ABNAEM CA RPONAPEHOH, 00CHYNHBLIL 8 08YX hOPMAX — NEPOPATLHOI U GHYMPUGEHHOIL, YN 0 NO380AEM
npuMeHAmsv npenapam Ha 6cex manax Kynupoeanus napokcusma @DPII u npu nnanoeoi
AHMUAPUMMUYECKOT mepanuu.

Knrouesvle cnoea: ammuapummuueckas mepanus, Quopunriayus npeocepouii, Kynupoeanue
napoxcuzma Quobpunrnayuu npeocepouil

APTEPUAJI ®PUBPWJIALIMAHA OJIIMHU OJIMII BA JABOJIAIII YCYJUIAPHU

Xoowcues Fomup Baxmuéposuu https://orcid.org/0009-0006-8320-7921

AGy ami u6n Cuno HoMuaaru Byxopo naBnat THGOHET MHCTHTYTH Y36ekucToH, Byxopo .,
A.HaBowuii xyuacu. 1 Tem: +998 (65) 223-00-50 e-mail: info@bsmi.uz

v’ Pestome

Honzaponuzu. Apmepuan gpuopunayusn (A @) oasoranuninu manad KUiaouzan IHZ KeH2 MapKaizaH
opak apummu xucooénanaou. /lagonawinune acocuii Hykmanapu A® napoKcuzmunu eH2UNIauiIm upu
64 percanauimupunzai GHMUAPUMMUK mepanuanu y3 uuuza onaou. Maxonaoa AD napoxcucmapunu
CHZUNIQUIMUPULL 84 SINUS PUMMUHU PeXCANAuiMUPUNZan yunad mypuul yyyn uuiiamuiaouzan
acocuii aHMUaApUMMUK 00punap XaKuoa Kuckaua maviymom oepunzan. Illponaghenon ymoy cepusoa
HOEOOUP, UKKU WIAKI0a MABXHCYO — 02U3 OPKAIU 64 MOomMup uuuza woopunadu, 6y npenapamnu AD
RAPOKCUIMUNU eHZUNIAWMUPUIHUNZ 0apia 00CKUYNAPUOA 64 PeXCanlauimupunzan AaHmuapummuK
mepanusa naimuoa UWIAMUWZa UMKoOH depaou.

Kanum cyznap: aumuapummuk oasonawi, amepuan Quopunayusa, amepuan uopunayus
nanpoxcuzmuoa époam.
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Relevance
Atrial fibrillation (AF) is the most common heart rhythm disorder found in 1-2% of the adult
population of the earth. The key issues in the treatment of AF are anticoagulant, planned
antiarrhythmic or pulse-reducing therapy and restoration of sinus rhythm in AF paroxysm. The article
examines the issues of antiarrhythmic therapy.
Relief of atrial fibrillation paroxysm in the first place, with AF paroxysm, the doctor must decide
whether it is advisable to restore the sinus rhythm and, if the decision is positive, choose a method for
its restoration.

Decisions on the relief of atrial fibrillation paroxysm

When deciding on the relief of AF paroxysm, the doctor should be guided by the following
considerations: 1) the presence of complications associated with paroxysm; 2) the probability of
maintaining a sinus rhythm after recovery; 3) the patient's tolerance of arrhythmia. If AF paroxysm leads to
life—threatening complications for the patient: acute coronary syndrome, acute heart failure, clinically
significant hypotension (blood pressure - BP), let's take a closer look at these recommendations. We should
divide all patients with AF paroxysms into 2 groups: with and without severe organic heart lesions.
According to experts, in relation to the relief of AF, we should attribute to severe organic heart lesions the
unstable course of coronary heart disease (CHD), a marked decrease in systolic function of the left ventricle
(LV) [ejection fraction (EF) 14 mm. In these situations, class 1A and 1C drugs (propafenone,
procainamide) cannot be used. (1,3,4) At the same time, with pronounced organic lesions of the heart, the
expediency of restoring the sinus rhythm is generally questionable, especially at the prehospital stage. If the
AF paroxysm proceeds without significant complications, the issue of maintaining arrhythmia and
conducting pulse-reducing therapy should be resolved. In patients with complicated AF, EC is the optimal
choice. In this situation, anticoagulant therapy should be initiated as soon as possible to prevent
normalization of embolism (2,5,6). Anticoagulant therapy should begin with the appointment of low
molecular weight heparin (LMH), for example enoxaparin, in combination with warfarin or new oral
anticoagulants (NOAC): dabigatran etexilate, rivaroxaban or apixaban. LMH is canceled only after
achieving the target INR of 2.0to 3.0 in two consecutive analyses on warfarin therapy, which confirms the
beginning of the effective action of warfarin. Due to the rapid onset of action, when prescribing NOAC, the
paranteral administration of LMH is not required. If the patient is in a stable condition, a medical
cardioversion is performed. If the duration of AF paroxysm is over 48 hours, it is possible to restore the
sinus rhythm only in patients who are taking anticoagulant drugs on a planned basis (7,8).

Drug-induced cardioversion Schemes for the relief of AF paroxysm at the prehospital stage and in the
hospital, presented in the National Guidelines for the treatment of AF (9). Let's take a closer look at these
recommendations. We should divide all patients with AF paroxysms into 2 groups: with and without severe
organic heart lesions. According to experts, in relation to the relief of AF, we should attribute to severe
organic heart lesions the unstable course of coronary heart disease (CHD), a marked decrease in systolic
function of the left ventricle (LV) [ejection fraction (EF) 14 mm. In these situations, class 1A and 1C drugs
(propafenone, procainamide) cannot be used. At the same time, with pronounced organic lesions of the
heart, the expediency of restoring the sinus rhythm is generally questionable, especially at the prehospital
stage. If the AF paroxysm proceeds without significant complications, the issue of maintaining arrhythmia
and conducting pulse-reducing therapy should be resolved. In patients with complicated AF, an ECG s the
optimal choice. The use of amiodarone at the prehospital stage is ineffective due to the delayed action of
the drug. In this situation, the use of propafenone is practically no alternative due to the solid evidence base
confirming the high level of efficacy and safety. And the presence of two forms — oral and intravenous —
makes it possible for the patient to use the drug independently (“tablet in his pocket™), by an outpatient
doctor or an ambulance. Intravenous administration of the drug allows you to get a faster result compared
to the oral form. With intravenous administration, it usually takes from 30 minutes to 2 hours to restore the
rhythm, when taking the drug orally at a dose of 450-600 mg — 2-6 hours. T he effectiveness ranged from 41
to 91% [1]. The drug should not be prescribed to patients with severe LV dysfunction (LV 14 mm) and
unstable coronary heart disease. Propafenone has weak p-adrenoblocking activity, therefore it is advisable
to avoid its use in patients with severe bronchial obstruction (2,10).

According to the results of small studies, the effectiveness of procainamide in eliminating a recent
attack of AF is low — about 40-50% in the first 8-12 hours after its administration and does not significantly
differ from placebo (1,4,7). The drugis not used for the relief of AF in Western Europe and North America.
In addition, intravenous administration of the drug is often complicated by hypotension, which requires,
from our point of view, limiting the use of this drug; propafenone should replace it. Amiodarone has a
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pronounced but delayed effect in the relief of AF, which makes it inappropriate to use it at the prehospital
stage of treatment. In the first hours, only the beta-adrenoblocking effect of the drug is realized. The
antiarrhythmic effect increases during the day. Amiodarone is administered intravenously at a dose of 5 mg
/ kg for an hour (300-450 mg / h), then 50 mg / h (1000-1200 mg per day). The daily dose should not
exceed 1200 mg. Amiodarone should not be mixed with other drugs or other drugs should be administered
simultaneously through the same venous access. The drug is administered only in diluted form and only in
5% glucose solution. The drug often causes phlebitis. Nitrophenyldiethylaminopentylbenzamide
(nibentane)® is a natural drug that is not registered in Western Europe and America. According to National
recommendations, it can be used as a means of medical cardioversion, including in the presence of
structural heart disease, if LVEF is >40%, including with persistent arrhythmia. Serum electrolyte levels
and the QTc interval should be within the normal range (ardia (Torsades de pointes), according to various
data, can occur in 3-12% of cases (5,6,8). Thus, from our point of view, the risk of using the drug is too
high for its widespread use. EC is more effective and safe and does not require long-term monitoring of the
patient after restoration of the sinus rhythm. The doses of antiarrhythmic drugs for the relief of AF
paroxysms are presented in Table 1

Table 1. Doses of antiarrhythmic drugs for the relief of atrial fibrillation paroxysms [6]

Medicaments Doses
Procainamide 500-1000 mg for 15-20 minutes under blood pressure control
Propafenone 450-600 mg orally once (maximum daily dose 900 mg) or 2 mg /

kg intravenously (4 ampoules — 140 mg) for 10-15 minutes. Repeated
intravenous administration is possible after 90-120 minutes (the
maximum daily dose for intravenous administration is 560 mg)

Amiodarone 5 mg / kg (300 mg) for 15-20 minutes. Further drip administration:
360 mg/ 6 h, 540 mg/ 18 h (maximum daily dose — 1200 mg)

Nitrophenyldiethylamino 0.065-0.125 mg / kg intravenously for 3-5 minutes. If there is no

pentylbenzamide effect, repeated infusions at the same dose with an interval of 15

minutes (up to a total dose of 0.25 mg/ kg)

Allapinin, etacizine, sotalol, which are used as planned to maintain sinus rhythm, are not recommended
for the relief of AF paroxysms (3). If antiarrhythmic drugs are ineffective, the method of choice is EC, the
effectiveness of which exceeds 90% (2.9).

SELF-TREATMENT OF ATRIAL FIBRILLATION PAROXYSM BY A PATIENT - "A PILL
IN YOUR POCKET"

The issue of restoring the sinus rhythm in AF paroxysm is extremely important, as this leads to
emergency calls, an increase in the frequency of hospitalizations and, as a result, a decrease in the quality
of life. However, it is possible to restore the sinus rhythm on an outpatient basis and at home, using the
"pill in your pocket" tactic. The only drug in Russia recommended as a "pill in your pocket" is
propafenone. The cupping effect of the drug develops within 2-6 hours after taking it (1), and this is very
convenient when used on an outpatient basis or at home. Important data on the use of propafenone were
obtained in Russian studies that confirmed the high efficacy and safety of the drug in the relief of AF
paroxysms (1). The first use of the drug is recommended under the supervision of a doctor (2, 5). The
results of a Russian study [7] showed that the effectiveness of 600 mg of propafenone in the relief of AF
paroxysms was 84%. The high safety of the drug in a wide category of patients was also shown in the
Russian study PROSTOR [1]. The drug Propanorm® ("PRO.MED.CS Praha a.s.") was used in the studies.
According to the data provided in the Russian recommendations for the treatment of AF, the effectiveness
of propafenone in relieving AF paroxysm varies from 41 to 91% (2). P. Alboni et al. (8) the effectiveness
of propafenone is estimated at 94%, provided that the drug is used early. In this study, the average time of
taking the drug after the onset of AF paroxysm was 36 minutes (6). My own experience of using
propafenone (Propanorm) for 5 years in a hospital with ECG monitoring in 106 patients did not reveal any
clinically significant proarrhythmic effect. Isolated cases of bradycardia were temporary, clinically
insignificant and did not require treatment. Examples of sinus rhythm restoration during ECG monitoring
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are shown in Fig. 3. Based on the above, the following protocol for the use of propafenone in patients with
AF can be used. The conditions for restoring sinus rhythm with AF paroxysm in outpatient settings using
propafenone are the duration of AF <48 hours or constant intake of warfarin with INR 2.0-3.0 or NOAC
(dabigatran etexilate, rivaroxaban or apixaban). There should be no irreversible causes of AF or a
complicated course of paroxysm. The availability of data on the effectiveness of antiarrhythmic therapy in
previous sinus rhythm restorations is an additional argument in favor of interrupting AF paroxysm.

Table 2. The main antiarrhythmic drugs used for the planned therapy of atrial fibrillation

Medication Moderate daily dose Features of the drug
Metoprolol succinate 50-200mgin 1 or2 Is inferior in effectiveness to
doses other antiarrhythmic drugs. The

drug of choice for severe organic
heart disease, severe chronic heart

failure
Propafenone 150 mg 3 times, 300 Should not be used in severe
mg 2 times organic heart disease. It is the drug

of choice for moderate LV
hypertrophy (<14 mm). It can be
used with stable coronary heart
disease; in this situation it is better
to combine with beta-blockers

Diethylaminopropionylethoxy 50 mg 3 times Should not be used in severe
carbonylaminophenothiazine a organic heart disease
hydrochloride

Sotalol 80-160 mg 2 times Should not be used in severe

organic heart disease

Amiodarone 200 mg 1 time Can be used in patients with

severe organic heart disease. Due to
a number of severe extra-cardiac
complications, it is a reserve drug
Dronedarone 400 mg 2 times Should not be used in severe
organic heart disease. It is inferior in
effectiveness to other antiarrhythmic
drugs. High price

SCHEME FOR THE RELIEF OF ATRIAL FIBRILLATION PAROXYSM IN a POLYCLINIC

1. ECG to confirm AF, assessment of the corrected Q—T interval (<460 ms)

2. Propafenone (propanorm®) 600 mg once at a body weight of 70 kg and above, if the body weight is
<70kg-450mg (1, 7, 9).

3. Observation in a day hospital for 4 hours .

4. When the sinus rhythm is restored, repeated ECG removal, blood pressure monitoring.

5. If the AF paroxysm is not stopped, decide on further tactics: hospitalization to restore sinus rhythm in
a hospital or the appointment of pulse-reducing therapy.

6. Assessment of the risk of thromboembolic complications on the CHA2DS2 VASc scale. Prescribing
anticoagulants if the risk is 1 point or more.

7. Assessment of the risk of hemorrhagic complications on the HAS BLED scale. With a risk of 3 points
or more, it is necessary to adjust treatment tactics, for example, prescribe anti-ulcer therapy or cancel drugs
that increase the risk of bleeding.

8. In a stable condition, the patient leaves the clinic with a second consultation with a cardiologist the
next day to resolve the issue of planned antiarrhythmic and anticoagulant therapy. At home 1. Strict bed
rest for 6 hours 2. Monitor blood pressure and heart rate (HR) before taking the drug. With a heart rate <70
per minute and blood pressure < 110/70 mmHg, taking the drug is not recommended. 3. Take 300 mg of
propafenone (propanorm®). 4. After 1 hour, blood pressure and heart rate control. 5. If the sinus rhythm
does not recover, and blood pressure and heart rate indicators meet the above criteria, take another 300 mg
of propafenone. 6. If the AF paroxysm is not stopped within 6 hours, you should consult a doctor to
determine further treatment. 7. With the effectiveness and good tolerability of the drug, a single dose of
propafenone (propanorm®) at a dose of 600 mg is recommended in the future to relieve AF paroxysm.
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Attention is drawn to the need to monitor blood pressure and heart rate and to observe bed rest after taking
the drug.
INDICATIONS FOR MANDATORY HOSPITALIZATION IN CASE OF ATRIAL
FIBRILLATION PAROXYSM

1. The first recorded paroxysm of AF.
2. The development of complications (anginal pain, ECG ischemia, heart failure, neurological symptoms,
etc.).
3. Heart rate >150 per minute In other cases, it is possible to restore the sinus rhythm on an outpatient
basis.

CONTRAINDICATIONS FOR THE USE OF PROPAFENONE

1. Marked decrease in LV systolic function (LV >14 mm).

2. Unstable course of coronary heart disease.

3. Pronounced LVH (>14 mm)

4. ECG prolongation of the corrected Qt interval >460 ms.

5. Sinus node dysfunction.

6. Conduction disturbances.

7. Bronchoobstructive diseases.

8. Glycoside intoxication. The above protocol has been used in our center for outpatient patients for
more than 3 years.
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