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Abstract

Ventricular arrhythmias are quite often recorded in people without structural pathology of
the heart. The application of current recommendations for the management of such patients
in real practice has a number of objective and subjective limitations. In this regard, further
studies aimed at clarifying the indications for the use of various treatment methods are
relevant.

The aim of the study is to study the immediate results of various approaches to the treatment
of frequent ventricular extrasystole (IE) and/or ventricular tachycardia (VT) in individuals
without structural heart pathology.

Material and methods. The study included 85 patients (21 men and 64 women; average age
44 [32; 56] years) with ventricular arrhythmias in the absence of structural pathology of the
heart. The average number of RE per day was 15,251 [8979; 23,642], unstable VT was
registered in 26 patients, stable VT in 5. Further management tactics were determined taking
into account the patient's preferences: 27 (32%) preferred performing an RF focus of
arrhythmia, 37 (43%) — antiarrhythmic therapy (AAT), 21 (25%) — dynamic observation
without treatment. Initially and after 1 month Holter electrocardiogram monitoring and
quality of life (QOL) assessment were performed using a questionnaire SF-36.

Results. The results of RFA and AAT were comparable (p>0.1): after 1 month, the criteria
for a positive antiarrhythmic effect were noted in 74.1% of patients in the RFA group, in
67.6% from the AAT group and in 38.1% from the follow—up group. Initially, the quality
of life of patients in the subgroups of RFA and AAT did not differ significantly. At the same
time, the quality of life of those who chose a wait-and-see tactic was significantly higher
compared to patients from the RF groups and AAT (p=0.033). After 1 month after effective
RF, QOL improved statistically significantly. If the procedure is ineffective, on the contrary,
a decrease in the average score on the mental health scale (p=0.034) was revealed. In the
AAT subgroup, the most often positive effect was achieved against the background of taking
the antiarrhythmic IC class etacizine (69.7%), and side effects were less likely to occur
during treatment with beta-blockers (8.5%). After 1 month, in patients with effective
therapy, QOL indicators significantly improved, and with the ineffectiveness of AAT, they
changed statistically insignificantly. In the group after 1 month of observation, none of the
indicators of QOL changed significantly. However, in 8 patients with a spontaneous
decrease in the number of RE, there was a significant increase in the average score on the
mental health scale (p=0.024).

Conclusions. In patients with ventricular arrhythmias that occur in the absence of structural
changes in the heart, a QOL assessment is advisable to choose the optimal management
tactics. In patients with high QOL levels, immediate initiation of treatment is not indicated.
Immediate results of AAT and RFA in idiopathic ventricular arrhythmias comparable. A
positive result of antiarrhythmic therapy or RF is accompanied by an improvement in
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indicators QOL corresponding to "mental health". Antiarrhythmic IC class etacizine in this
group of patients is the most effective antiarrhythmic drug (efficacy 69.7% of cases with a
frequency of side effects of 16.7%).

Keywords: ventricular extrasystole, ventricular tachycardia, idiopathic ventricular
arrhythmias, antiarrhythmic therapy, radiofrequency ablation, quality of life.

Introduction

Idiopathic ventricular arrhythmias, i.e. arrhythmias that occur in people without structural
pathology of the heart, are an urgent problem not so much because of their significance for
patients (it is believed that in most cases they are benign), but due to the lack of clearly
defined approaches to the management of such patients. It would seem that the available
recommendations allow you to choose the right tactics for managing patients with this
pathology. It is noted that it is necessary to treat only symptomatic arrhythmias, you need to
start treatment with beta-blockers, and if they are ineffective, depending on the intended
localization of the ectopic focus, use class IC antiarrhythmics (according to the E. Vaughan-
Williams classification), or perform radiofrequency catheter ablation (RF). However, in the
practical application of these recommendations, the doctor faces a number of unresolved
problems and questions. First, the criterion of "symptomality™ of arrhythmia in the case of
ZHE it is often blurred. Quite regularly, we have to observe a situation when, when detecting
frequent arrhythmia, a wide variety of patient complaints begin to be "written off". What
should be the degree of impairment of the patient's well-being in order to begin active
treatment? Secondly, the recommendations draw attention to the need to take into account
the patient's preferences when determining a surgical or medicinal approach. At the same
time, the patient's preferences are mainly formed on the basis of the medical information
that he receives from the doctor. So thus, the doctor himself must have a fairly clear idea of
what he recommends to the patient. Thirdly, the recommendation to start treatment with
beta-blockers, whose effectiveness in ventricular arrhythmias is 10-20%, and according to
some data, is comparable to placebo, actually means that RFA is the method of choice in a
number of patients with similar pathology (in particular, when the arrhythmogenic focus is
localized in the excretory part of the right ventricle). Fourth, which one should IC class
antiarrhythmics be preferred when choosing medication? Flecainide is often used abroad for
this purpose. This drug has not been registered in the Russian Federation, but there are
lappaconitine hydrobromide (allapinin) and
diethylaminopropionylethoxycarbonylaminophenothiazine (etacizine) synthesized in the
UZB and successfully used in the post-Soviet space.

Thus, this topic needs further study in order to determine the optimal management tactics
for a particular patient. The purpose of our research is to study the nearest the results of
various approaches to the treatment of frequent FE and/or ventricular tachycardia (VT) in
persons without structural pathology of the heart.
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MATERIALS AND METHODS

A prospective observational study included 85 patients (21 men and 64 women; mean age
44 [32; 56] years) who met the inclusion criteria, which included: 1) frequent RE (more than
2000 per day according to Xolter monitoring (XM)) and/or stable ((CT) or unstable (VT)
ventricular tachycardia, recorded on an electrocardiogram (ECG) or with XM; 2) age over
18 years; 3) signed voluntary informed consent to participate in the study, approved by the
local ethics committee. The exclusion criteria were: — structural pathology of the heart
(ischemic heart disease, heart defects, cardiomyopathy, left ventricular hypertrophy greater
than 12 mm, left ventricular ejection fraction less than 50%, infiltrative heart disease, acute
myocarditis, pericarditis); — channelopathy, the presence of additional atrioventricular
connections; — atrial fibrillation/flutter; — the presence of implantable antiarrhythmic
devices; — the presence of reversible or non-cardiac causes arrhythmias (electrolyte
imbalance, hyperthyroidism), as well as severe concomitant pathology affecting the quality
of life (QOL) of patients (oncological diseases, renal or liver failure, autoimmune diseases,
anemia with hemoglobin levels less than 100 g/l, diabetes mellitus); — pregnancy.

The presence of hypertension was allowed (detected in 36 (42%) patients) without
pronounced hypertrophy of the left ventricle. Initially, complaints and anamnesis were
collected. Particular attention was paid to the relationship of patient complaints with cardiac
arrhythmia, as well as the degree of arrhythmia exposure on the patient's well-being. Based
on the survey, it was concluded that the relationship of complaints with arrhythmia was
"there", "absent" or "fuzzy", and the violation of well-being was assessed in the form of the
following options: “the patient does not feel a rhythm disturbance”, "arrhythmia worries",
"arrhythmia interferes with life". The average duration of arrhythmia was from 1 to 320
months (an average of 27 [8; 60] months), in 3 patients, the duration of the occurrence of IE
could not be established. anamnesis regarding antiarrhythmic therapy was carefully
collected: the experience of taking various antiarrhythmic drugs and their effectiveness were
clarified, causes of withdrawal and side effects of drugs. The examination of patients was
aimed at excluding structural pathology of the heart and included mandatory
echocardiographic examination. The average left ventricular ejection fraction was 64+5%,
the final diastolic volume of the left ventricle was 95+24 ml, the average thickness of the
interventricular septum was 921 mm. An MRI of the heart was performed in 29 (34%)
patients, which revealed no significant structural pathology. In persons over 50 years of age
or with complaints of back pain Coronary artery disease was excluded by stress tests in 29
(34%) patients, by multispiral computed tomography of the coronary arteries in 6 (7.1%)
patients, and by coronary angiography in 12 (14.1%) patients. All patients underwent XM
with an assessment of the number of single, paired VE, episodes of SVE. The average
number of single RE per day was 15,251 [8979; 23,642]. Paired RE were registered in 48
(56%) patients in an average number 15 [3; 149] per day. In 5 patients, the number of FE
was less than 2000 per day, however, they were included in the study based on the
registration of episodes of SVE. In general , episodes of IVT from three QRS complexes
were recorded in 18 patients, and of longer duration in 8 patients. UHT served as the basis
for the inclusion of 5 patients in the study. In addition, the quality of life of patients was
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initially assessed using the Short Form Medical questionnaire Outcomes Study (SF-36).
Scores were calculated on the scales of physical functioning (FF), role -playing activity
(PA), bodily pain (BP), general health (GH), vitality (V), social functioning (SF), emotional
state (ES) and mental health (MH), as well as the total indicator of physical health (FZsum),
which is the average score on the first four scales and the total indicator of mental health
(PZsum), the average score on scales 4-8. The average score on all scales was an average
indicator of quality of life (KZHSR). A conversation was held with each patient explaining
the essence of the disease and discussing possible methods treatment. Special attention was
paid to the benign nature of arrhythmia, as well as the possibilities and limitations of
medicinal and surgical approaches. Thus, the patient was not given "strict"
recommendations on the use of one or another approach as the only correct one. Further
management tactics were determined taking into account the patient's preferences, patients
They were divided into three groups: they preferred the implementation of RF The focus of
arrhythmia was 27 (32%) patients, 37 (43%) — antiarrhythmic therapy (AAT) (in this group
of patients, the most effective antiarrhythmic drug was selected taking into account previous
experience of taking medications), 21 (25%) refrained from active treatment, preferring the
tactics of dynamic observation. 1 month after the selection of the drug or from the moment
of performing RF in active treatment groups or after 1 month from the moment of inclusion
in the study, the dynamics of arrhythmic syndrome, according to repeated XM data, and
changes in quality were evaluated in the observation group life using the SF-36
questionnaire. The result of treatment was assessed as positive with a decrease in the daily
amount of RE by 75% or more, a decrease in paired RE by more than 90%, and complete
elimination of UHT or IVT. Statistical processing of the results was carried out using the
SPSS software version 17.0. For a normal distribution, the data are presented as an average
value * standard deviation, in other cases the median [25th; 75th percentile] or a percentage
of the total number of patients is indicated. The validity of the differences They were
evaluated using the Mann—Whitney criterion, the Wilcoxon criterion , and the y2 criterion
. The probability of p<0.05 was considered sufficient to conclude that the differences
between the variation series were reliable. At p>0.05, the difference between the values was
regarded as having a tendency to statistical differences.

RESULTS

Initially, 24 (28%) patients noted that they did not feel arrhythmia, 50 (59%) indicated that
rhythm disturbances bothered them, and only 11 (13%) patients believed that arrhythmia
"interferes with life.” Among 61 symptomatic patients, the association of complaints with
arrhythmia was found in 39 (64%) patients, in 18 (30%) this relationship was unclear, and
in 4 (6%) there was no association of complaints with rhythm disturbances. Thus, in the
general group of patients, ventricular arrhythmias were unambiguously symptomatic in only
46% of cases. The difference in the distribution of patients in terms of symptoms of
arrhythmia between groups with different treatment tactics it was statistically insignificant,
however, all patients who believed that "arrhythmia interferes with life" preferred active
therapeutic tactics.
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The average number of RE per day in the RF subgroup was initially significantly higher
compared to the subgroup AAT (24 487 [14 425; 33 236] against 14,916 [8560; 20,932],
p=0.003) and with a subgroup of observation (9605 [5394; 16,213], p<0.001). The
differences in the initial number of RE in the AAT subgroups and the observation group
were trending (p=0.077).

Patients who preferred wait-and-see tactics, They were younger compared to patients who
chose AAT (38 [25; 50] years versus 51 [39; 58] years, p=0.012).

The average age of patients who chose RFA was intermediate in relation to the average age
of patients of the other two subgroups — 44 [30; 58] years and differed from it unreliably.
The arrhythmic history was maximal in the RF subgroup and averaged 52 [19; 94] months,
which was significantly more than in the observation subgroup — 12 [3; 46] months
(p=0.01) and tended to higher values compared with the AAT subgroup — 20 [7; 59] months
(p=0.055). The prescription of the occurrence of arrhythmia. The difference between the
AAT and follow-up subgroups was unreliable (p>0.01). According to the survey, patients
who chose active therapeutic tactics in the RFA and AAT subgroups initially did not differ
in QOL indicators, with the exception of the SF scale, according to which patients who chose
RFA had an average lower score (p=0.033).

After 1 month, the criteria for a positive antiarrhythmic effect were noted in 74.1% of
patients in the RFA group, in 67.6% from the AAT group and in 38.1% from the follow—
up group. Thus, in terms of efficiency, RFA and AAT turned out to be comparable (p>0.1)
and, of course, had a better result compared with the observation group: the average number
of RE in the RFA group decreased to 573 [3; 9345] compared with the baseline (p<0.05), in
the AAT group to 1014 [7; 7736] (p<0.05) and amounted to 7,653 [192; 14,834] (p>0.05)
in the observation group. However, it is important to note that more than 1/3.

In an invasive electrophysiological study performed in the RF group, in 23 (85%) patients,
the arrhythmogenic focus was localized in the right ventricle: in 19 (70%) patients in the
excretory tract and in 4(15%) — in the field of the supply department. In 15% of cases, left
ventricular ectopia was diagnosed: in 2 cases, the source of arrhythmia was localized in the
area of the left sinus of Valsalva, in 1 case — in the area of the tributary department of the
left ventricle, in 1 case epicardial localization was diagnosed. Complications in the form of
hemopericardium (in 1 case requiring drainage) developed in 2 (7.4%) of patients.

1 month after RFA, there was a significant improvement in QOL on the W scale from 55
[30; 65] to 60 [50; 75] points (p=0.048) and a tendency to increase the average score for The
scales of SF (p=0.068), PP (p=0.09) and PSUM (p=0.072).

At the same time, in patients with effective RFA, quality of life improved statistically
significantly on the scales of F (p=0.03) and PP (p=0.017), and the average score on the
scales of PSUM (p=0.064) and FGM (p=0.053) increased at the trend level. At the same
time, if the procedure is ineffective, on the contrary, a decrease in the average score on the
PP scale from 60 [36; 70] to 56 [32; 64] (p=0.034), the remaining indicators of QOL changed
unreliably. In the AAT group, after 1 month, the effectiveness of therapy it was evaluated
in 20 patients on the background of etacizine (in 4 cases in combination with beta-blockers),
in 6 — on the background of isolated administration of beta-blockers, in 3 cases on the




Spectrum Journal of Innovation, Reforms and Development

[EEN
w
w

background of taking propafenone, in 3 more on the background of taking allapinine (in one
case in the form of isolated administration, in one more case in in combination with sotalol
and beta-blocker), in 3 patients while taking sotalol and in 2 patients while taking
amiodarone (in one case in combination with a beta-blocker). We did not set ourselves the
task of evaluating the effectiveness of a single drug during a month of follow-up, but in each
When prescribing the drug, we proceeded from a specific situation, taking into account
previous experience of taking antiarrhythmics, their side effects and the age of patients. At
the same time, we analyzed the anamnesis of all patients (from all three subgroups) included
in the study, summarizing the data on previously used drugs with the results of the therapy
we undertook. Of all the patients, only 15 (17.6%) people (from the RF

or follow-up groups) have never used AAT.

In other patients, we analyzed the effectiveness of the drug, the frequency of side effects,
and also, the proportion of patients who were able to continue taking

the drug (i.e. either had no side effects, or the side effects did not require the withdrawal of
the antiarrhythmic drug).

Thus, taking into account the anamnesis data, patients with ventricular arrhythmias were
most often prescribed beta-blockers were well tolerated by patients (the lowest percentage
of side effects), but their effectiveness was low. Most often, a positive effect was achieved
against the background of taking etacizine. The percentage of side effects of the drug was
slightly lower, compared with other class IC antiarrhythmics, in this regard, the total
proportion of patients who were able to continue taking the drug exceeded 50%.

According to the results of the QOL analysis, after a month in the subgroup of patients with
AAT, there was a significant increase in the average score on the G scale from 55 [44; 65]
to 63 [45; 71] (p=0.037) and on the PP scale from 58 [52; 68] to 68 [59; 76] (p=0.018), as
well as at the trend level (p=0.09) on the FF scale. These improvements were achieved at
the expense of those patients who had a good antiarrhythmic effect, which also led to a
significant increase in the rate of FGM (p=0.04) in patients with effective therapy. With the
ineffectiveness of the AAT, the indicators of QOL changed statistically insignificantly.

In the observation group, after a month, none of the indicators of QOL changed significantly.
There was only a slight tendency to increase the average score on the scales of PZ (p=0.081),
FZsum (p=0.094), PZsum (p=0.07). It should be noted once again that the QOL level in the
observation group was initially the highest of all three subgroups. However, in 8 patients
with a spontaneous decrease in the number of RE, there was a significant increase in the
average score on the PH scale from 60 [50; 75] to 74 [64; 86] (p=0,024). In 13 patients with
no changes in the course of arrhythmia, all indicators changed unreliably.

DISCUSSION

The study of QOL and its dynamics against the background of various treatment methods in
patients with cardiac arrhythmias, including RE, has been undertaken repeatedly. It was
noted that patients with extrasystole have lower QOL compared to healthy ones. However,
data on factors affecting QOL in patients with arrhythmia are contradictory. There is a
relationship between the degree of decrease in QOL as with the number of extrasystoles per
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day, so is the greater influence of the underlying disease or the degree of anxiety-depressive
disorders compared with the severity of the arrhythmic syndrome itself.

RFA [13-15], AAT [12], as well as antidepressant therapy led to an improvement in QOL
in ventricular arrhythmias [11]. The features of our study are primarily the selection of
patients. Patients with any structural pathology of the heart were excluded, i.e. ventricular
arrhythmias, which are commonly called “idiopathic”, were studied. Of course, this
definition is largely conditional, but a more detailed discussion of the "idiopathic"
arrhythmia goes beyond the scope of this article. Of certain cardiovascular diseases,
essential arterial hypertension was often detected in our patients, but without significant left
ventricular hypertrophy. The issue of diagnosing chronic myocarditis, one of the possible
manifestations of which may be ventricular arrhythmia, is debatable both from the point of
view of "positive" diagnosis and from the point of view of excluding this disease, therefore,
we focused primarily on the absence of structural changes in the heart (dilation or
hypertrophy, local disorders or global contractility, coronary artery lesions, as well as
arrhythmogenic dysplasia of the right ventricle). It is in such patients that the question of
choosing the optimal treatment strategy is the most uncertain. The second feature of our
study is the comparison of not only the results of surgical and therapeutic approaches (such
studies have been undertaken before, their results

usually demonstrate the advantage of RF [2-4]), but also the selection of an observation
group. The question of QOL interested us, first of all, as a possible criterion for choosing
one or another tactic treatment. Currently, the main criterion for choosing between active
treatment or observation is the symptomality of arrhythmia. As our data, as well as the
results of other studies, demonstrate, patients' complaints, which they perceive as a result of
rhythm disturbances, are not always such.

In another publication by the same authors, it is noted that among outpatient

patients without structural pathology of the heart, there is frequent It is asymptomatic in
44% of cases, however, it was in these patients that systolic dysfunction of the left ventricle
was significantly more likely to develop.

Arrhythmia was more often symptomatic in women. It is also interesting that the predictor
of the "symptomality” of rhythm disturbances was not the number of RE per day, but a
greater value of the ratio of the RE coupling interval to the length of the preceding RR
interval.

In our study, subgroups of patients with different management tactics according to the
degree of symptoms and The associations of complaints with arrhythmia were comparable,
but patients with lower QOL preferred active treatment (RFA or AAT). Moreover, a
decrease in QOL on the SF scale, i.e., a restriction of social contacts that the patient
associates with the disease, was a prerequisite for choosing a more aggressive treatment
strategy (RFA). The importance of studying QOL for choosing a treatment method is also
confirmed by the fact that the indicators The SF-36 questionnaire improved only in patients
with a good effect of therapy, and in patients without significant dynamics of arrhythmic
syndrome, they remained the same, or even decreased in case of failure of RF. In the latter
situation, a slight decrease in QOL on the PH scale, which characterizes the patient's mood,
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the presence of anxiety, neuroticism is easy to explain: hopes for "healing™ were not justified
due to the failure of the procedure. Of course, a decrease in QOL is only one of the factors
determining the choice of treatment method. Thus, patients from the RF group had, on
average, a higher daily intake the number of RE, compared to the other two subgroups. Of
course, this fact is explained not only by the preference of patients, but also by the
fundamental possibility of more effective implementation of RF with a sufficient number of
RE (more often more than 10,000- 12,000 per day). In addition, the subgroups of patients
differed in age. It can be assumed that younger patients have a higher quality of life.
However, it is believed that the SF-36 questionnaire used in our work reflects those
components of health that are not specific to age groups. In our opinion, the results obtained
in the observation group are of considerable interest. It seems natural that patients with
initially high QOL chose to abandon active treatment. At the same time, an increase in the
average score on the PP scale among patients with spontaneous improvement indicates,
firstly, a decrease in anxiety, an increase in positive emotions due to positive dynamics in
health, and secondly, that the severity of arrhythmia itself still makes a significant
component in indicators of quality of life. The confirmation of the latter position should also
include the fact that the observation subgroup still tended to have a lower daily number of
RE compared to the AAT subgroup. It is noteworthy that more than 1/3 patients in the
observation subgroup, spontaneous improvement was noted during the month. Naturally,
this does not guarantee a "cure", a recurrence of symptoms is possible in the future.

It is noteworthy that 25% of patients in the observation subgroup had an arrhythmia
detection period of 3 months or less. It is logical to conclude that with a short period of
occurrence of arrhythmia, it is most rational to refrain from immediate treatment, especially
with a moderate daily amount of RE.

According to current recommendations, if the tactics of active therapy are chosen, then it is
necessary to start with the appointment of beta-blockers, which is based primarily on the
low frequency of their side effects. Our data are consistent with this position, since therapy
beta-blockers most rarely led to the development of undesirable manifestations. At the same
time, it must be clearly understood that with this approach, we begin treatment with one of
the least effective drugs. According to our data, the effectiveness of beta-blockers in the case
of ventricular arrhythmias was less than 24% of cases, which is consistent with the results
of a number of other studies. The question arises: is it necessary to start such therapy,
predicting in advance that in 4 out of 5 patients it will be ineffective? In our study, etacizine
demonstrated the greatest effectiveness in comparison not only with beta-blockers, but also
with other IC class antiarrhythmics. The effectiveness of the drug and the frequency of side
effects in the presented work turned out to be comparable both with our data published
earlier and with data from other researcher. It was the high efficacy of etacizine in
combination with acceptable tolerability that caused the fact that during the month in our
study in It was prescribed most often to a subgroup of patients with AAT. The main
limitations of this work are the short follow-up period and the number of patients.
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Currently, this study is ongoing. The results of long-term follow-up of patients without
structural heart pathology suffering from ventricular arrhythmias with different management
tactics will be presented later.

CONCLUSION

Clinical symptoms are clearly associated with cardiac arrhythmias in 46% of patients with
ventricular arrhythmias that occur in the absence of structural changes in the heart. To
choose the optimal management tactics for such patients, it is advisable to evaluate the
quality of life. In patients with high QOL levels, especially when the occurrence of
arrhythmia is less than 3 months old, immediate initiation of treatment is not indicated, given
the possibility of spontaneous improvement in 38% of cases within the next month. In
patients with ventricular arrhythmias and absence of structural pathology of the heart, the
immediate results are AAT and RFA are comparable. A positive result of antiarrhythmic
therapy or RFA is accompanied by an improvement in QOL indicators corresponding to
"mental health”. Class | antiarrhythmic etacizine in this group of patients is the most
effective antiarrhythmic drug, providing positive dynamics of arrhythmic syndrome in
69.7% of cases with a frequency of side effects of 16.7%.
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