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The aim of the study: based on a survey of physicians, the study aims to identify the real clinical practices
regarding the use of class IC antiarrhythmic drugs in Ukraine, particularly ethacizine, for restoring sinus
rhythm in paroxysmal and persistent forms of atrial fibrillation, employing a methodology similar to the “pill-
in-the-pocket” approach.

Materials and methods. Data were analysed from 100 anonymous voluntary questionnaires. We used snowball
sampling to collect the responses. Participants had the option to skip questions, and calculations were based
on the number of respondents who answered each question.

Results. More than half of the respondents actively prescribe class IC antiarrhythmic drugs (AADs), with
ethacizine being the most commonly prescribed (56.8 % of respondents). Notably, 61.4 % of respondents
had never prescribed flecainide, 34.3 % had never prescribed propafenone, and 18.6 % had never prescribed
ethacizine. The primary indication for prescribing class IC AADs was atrial fibrillation (AF) (43.3 %), followed by
the combination of ventricular and supraventricular rhythm disturbances (34.4 %). Only 13.8 % of respondents
initiate therapy with class IC AADs exclusively in inpatient settings, while 31.9 % primarily did so in outpatient
settings with ECG monitoring. More than half of the respondents reported experience restoring sinus rhythm
(SR) in AF with ethacizine using a regimen similar to “pill-in-the-pocket”; over a quarter of these cases were
decisions made by patients already on ethacizine for SR maintenance. More than a quarter of respondents had
experience using ethacizine for the “acute treatment” of AF in single doses higher than the standard 100 mg
(125 mg - 6.8 %; 150 mg — 20.3 %). At the same time, 31.9 % of respondents prescribed ethacizine for SR
restoration in AF as discrete regimens, prescribing low doses at shorter intervals (1-3 hours).

Conclusions. The survey results indicate that class IC AADs, especially ethacizine, are actively prescribed in real
clinical practice not only for arrhythmia prevention, including AF, but also for SR restoration. This underscores the
need for high-quality clinical studies to assess the efficacy and safety of such treatment strategies for ethacizine,
which remains less studied within class IC AADs.
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Pe3yAbTaTi onuTtyBaHHA «OLLHIOBAHHA eTalU3uHY AAS TOCTPOro
Ta XPOHIUHOro AikyBaHHA QibpUAALi nepeacepAb Y peanbHil NpaKTUL:
yKpaiHcbKe HauioHanbHe onutyBaHHA (ETERNITY)»

H. M. Cupoposa, M. 0. KonecHuk

Merta poboTi — Ha NiACTaBi ONUTYBaHHS Nikapie BUSBUTW YMOBM peanbHOi KNiHIYHOI NPaKTUKN BUKOPUCTaHHS B
YkpaiHi aHTnaputmiyHux npenapartis (AAM) IC knacy, a Takox OKPeMO €Tauyu3nHy Ans BiAHOBEHHS CYHYCOBOTO
putmy (CP) y dhopmari, cxoxxomy Ha cTpaterito «TabrneTka B KWLLEHi», NPy NapoKCU3ManbHili Ta NepeucTyrodi
copmax ibpunsuii nepencepas (PN).

Marepianu i MmeToau. [poaHanisosaHo AaHi 100 aHKkeT aHOHIMHOTO OBPOBINBEHOMO ONUTYBAHHS Nikapis; Ans 360py
aHKkeT 3actocoBaHo MeTog snow-ball. Y pecnoHaeHTa Byna MOXNMBICTL NPOMycKaTy 3anuTaHHs, po3paxyHKuU
MPOBOAMIM 3a KINbKICTHO TWX, XTO BiAMOBIB HA KOXXHE 3anuTaHHS.

Pesyabratu. Binblue Hix nonoBuHa onuTaHux aktmeHO BukopucToBye AAI IC knacy, HaidacTille eTaumnauH
(56,8 % onutanux). Hikonn He npusHayamu dnekaivig 61,4 % onutaHux, nponadeHoH — 34,3 %, eTaunsuH
- 18,6 %. HaibinbL YacTum nokasanHsM o npusHadeHHs AAT IC knacy Bynu ©M (43,3 %) Ta noegHaHHs
LUTYHOYKOBMWX Ta CyNPaBEHTPUKYMNAPHUX NOpYLUEHb cepLeBoro putmMy (34,4 %). Tinsku 13,8 % pecnoHaeHTis
3aBXau po3noyunHatoTb Tepanito AAM IC knacy BuknoYHo B cTauioHapi, 31,9 % — nepeBaxHO B ambynaTopHux
YMOBaX 3 OLiHKOK eNekTpokapgiorpamut. binblue nonoBMHM OnUTaHUX Manu JOcBiA BigHoBMeHHs CP npu Ol
€TaLM3MHOM B PEXMMI, CXOXKOMY Ha «TabreTKy B KuLLEHi», Ginblue YBepTi Takux BUNAZKIB € PILLEHHSM NaLjieHTa,
SIKUI BXXE OTPUMYBAB eTaLM3uH Ans nigTpumanHs CP. binbLue YBepTi peCnoHAEHTIB MakoTb 4OCBIf 3aCTOCYBaHHS
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eTauu3nHy «B rocTpoMy fikyBaHHi» ®I1y pa3oBux go3ax, BULwmx 3a 3aransHonpuiHaTi 100 mr (125 mr—6,8 %,
150 mr — 20,3 %), npn usomy 31,9 % onuTaHux 3acTOCOBYBanu eTaumnsunH Ans sigHoeneHHs CP npu Oy
OVCKPETHOMY PEeXMMI, MPU3HAYMBLLM HEBUCOKI A03i 3 KOPOTLUMMM iHTepBanamu (1-3 roguH).

BucHoBku. 3rigHo 3 onutyBaHHaM, AAT IC knacy, 3okpema eTaLuaiH, B pearnbHill pakTuLi akTUBHO 3aCTOCOBY-
t0TbCS He TinbKy npy npodinakTuLi apuTMii, 3okpema I, ane it ans sigHoeneHHs CP, wo notpebye nnaHyBaHHs
AKICHUX KNIHIYHUX JOocnimKeHb edekTUBHOCTI Ta 6e3nekm Takoi cTparterii Ans eTaumnaunHy, SK MEeHL BUBYEHOTO

3 rpynu IC knacy AAI.

CyuacHi meanuHi TexHonorii. 2025. T. 17, Ne 4(67). C. 266-278

The “pill-in-the-pocket” approach was proposed by the
European Society of Cardiology Guidelines for managing atrial
fibrillation (AF) as a convenient, though less effective, method
for restoring sinus rhythm (SR) in patients with paroxysmal and
persistent AF. This approach is also supported by national Ukrain-
ian guidelines and protocols [1,2,3]. In this method, developed to
reduce the burden for healthcare systems, patients self-administer
a single oral dose of propafenone (450-600 mg) or flecainide
(200-300 mg) during an AF paroxysm [4,5,6].

The “pill-in-the-pocket” strategy, which is exclusive to class IC
antiarrhythmic drugs (AADs), is recommended only for selected
patients, particularly those with infrequent episodes (ranging
from once a month to once a year) of AF accompanied by severe
symptoms. However, its efficacy and safety must be established
before initiation in inpatient settings, where contraindications and
the presence of severe structural heart diseases should be ruled
out for eligible patients [1,2].

The national Ukrainian regulatory documents on AF man-
agement, including a guideline and unified clinical protocol
approved by Order of the Ministry of Health of Ukraine No. 597
dated 15/06/2016 [7,8], as well as the Duodecim guideline
of 2018 [9], are largely outdated. The European regulatory
framework has been updated twice since then. Currently,
Ukrainian cardiologists adhere to standards set by the Ukrainian
Association of Cardiology, which, unlike the documents of the
Ministry of Health of Ukraine, are updated almost annually. It is
important to note that in guidelines designed for primary care
(Duodecim), propafenone is not mentioned for SR restoration in
AF, despite its internationally recognized role in such situations.
Only flecainide [9] is mentioned, which has been available in
Ukraine since 2020.

The national Ukrainian standards for the diagnosis and
treatment of AF, apart from propafenone and flecainide —whose
roles in the “pill-in-the-pocket” approach for restoring and main-
taining SR in AF patients are internationally recognized — the
class IC AAD ethacizine also mentioned, previously for treating
vagally-induced AF [3,10]. Recently, the stance of the Ukrainian
Association of Cardiology towards ethacizine as a drug, along
with propafenone and flecainide, also capable of restoring SR
in AF paroxysm, has evolved. The 2024 resolution from the
Ukrainian Association of Cardiology and the Ukrainian Associ-
ation of Arrhythmologists officially recommended ethacizine for
restoring SR based on a local retrospective study results, which
led to the new recommendations in recent national Ukrainian
AF treatment standards 2025 for restoring and maintenance
SR in patients with paroxysmal/persistent AF with ethacizine
regardless their autonomic nervous system state [11,12,13].

This study showed that ethacizine, when self-administered
by patients with paroxysmal and persistent AF and arterial
hypertension, was effective in a regimen similar to the “pill-in-
the-pocket” approach [14].

Notably, the first studies assessing the efficacy of oral etha-
cizine for restoring SR in AF were conducted back in 1989, es-
tablishing the recommended safe dose of 100 mg for single oral
administration [15]. The efficacy of the drug at that time ranged
from 50 % to 77.7 %. At that time, researchers also explored
regimens with discrete use of lower doses of ethacizine for
rhythm restoration, seeking effective intervals for administration
[15]. However, the small sample size, single-centre design, and
other limitations of the studies, along with the superficial nature
of the published results, hindered their recognition.

According to the previously mentioned study conducted in
Ukraine involving more than 500 patients [14], the efficacy of etha-
cizine for restoring SR in AF when used as “pill-in-the-pocket” was
approximately 61-63 % [14]. This is comparable to the efficacy of
the “pill-in-the-pocket” approach with propafenone (50-60 %, up
to 85 %) and flecainide (45-55 %, up to 78 %) [2]. An interesting
finding from the study conducted by O. S. Sychov et al. [14] in-
dicated that depending on the concurrent use of ethacizine, the
effective “pill-in-the-pocket” dose could be lower for patients taking
the drug continuously while potentially being higher (including
exceeding the recommended 100 mg) for those not receiving
AADs for prophylactic purposes.

This desire to clarify the current state of class IC AAD usage
for managing AF in Ukraine, especially regarding ethacizine
— which is unavailable in some other countries — led to the de-
velopment of the survey study titled “Ethacizine Evaluation for
acute and chronic treatment of atrial fibrillation in real practice:
Ukralnian naTional surveY — ETERNITY.”

Aim

Based on a survey of physicians, the study aims to identify
the real clinical practices regarding the use of class IC AADs
in Ukraine, particularly ethacizine, for restoring sinus rhythm in

paroxysmal and persistent forms of atrial fibrillation, employing a
methodology similar to the “pill-in-the-pocket” approach.

Materials and methods

The detailed rationale and design of the ETERNITY study
have been described earlier [15]. This study involved an anon-
ymous voluntary survey conducted among physicians across
Ukraine via a questionnaire (targeting internal medicine doctors,
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general practitioners, cardiologists, and arrhythmologists) using
an online Google Form. A mailing containing the survey link
was sent to physicians using available databases and social/
professional networks. The snowball sampling was used, which
made it possible to form a homogeneous sample: if they wished,
invited physicians could forward the survey link to colleagues
experienced in prescribing class IC AADs.

The initial target was to collect 100 completed questionnaires.
The study commenced on November 15, 2024, and concluded
on February 28, 2025.

The survey consisted of four sections: Section I: General
minimal information about the physician (4 questions); Section
II: General questions regarding class IC AADs (15 questions);
Section Ill: General questions concerning the use of ethacizine
(4 questions); Section IV: Use of ethacizine similar to the “pill-in-
the-pocket” approach (15 questions). Physicians were encour-
aged to respond honestly and provide their genuine opinions
on the questions. If they were unable or unwilling to answer any
specific question, they could skip it —none of the questions, except
for those in the first section, were mandatory.

Response censorship procedure. In certain cases, researchers
found contradictory responses, such as a physician claiming they
had never prescribed AAD while also evaluating it and describing
dosing regimens used in practice. In such instances, the research-
er analysing the data (N.S.) adhered to the principle of retaining
the first response and censored any subsequent answers that
contradicted this initial information. If no answers were provided
to the key questions, those responses were not considered neg-
ative, and subsequent related answers were not censored. The
censorship of responses was carried out as follows:

1. The entire questionnaire data were censored if there was
a negative answer to the question: “Please confirm that you are
a physician and manage patients with rhythm and conduction
disorders”.

2. For question 3 in Section I, “Which class IC drugs have
you never prescribed and have no personal experience with?”
if the respondent selected ethacizine, the following answers in
Section Il were censored: questions 5 and 12 (marked in Table
2); all questions in Section Il (Table 4); and all questions from
1 to 14 in Section IV (marked in Table 5). If propafenone was
selected, responses to questions 6 and 13 in Section Il were
censored. If flecainide was selected, responses to questions 7
and 14 (all marked in Table 2) were censored.

3. In case of a negative response to question 1in Section IV,
“Have you ever prescribed/your patients ever used ethacizine as
a ‘pill-in-the-pocket’ approach for AF?”, answers to questions 4,
5, 13, and 14 of this section (marked in Table 5) were censored.
If there was a negative answer to question 2 in Section IV, “Have
you ever prescribed/your patients ever used ethacizine in a single
high dose (as a ‘pill-in-the-pocket’” approach) for the treatment
of other rhythm disturbances?”, the response to question 3 of
this section was censored. If negative answers were provided
to both questions simultaneously, responses to questions 3
through 9 (inclusive) as well as questions 13 and 14 of Section
IV were censored.

4. If a negative answer was given to question 10 in Section
IV, “Have you ever prescribed/your patients ever used fractional

administration of ethacizine for SR restoration in AF (a prolonged
regimen of low doses at short intervals)?”, the answers to ques-
tions 11 and 12 of this section (marked in Table 5) were censored.

When assessing physicians’ satisfaction with various class
IC AADs, they were asked to give a score from 0 (“completely
dissatisfied”) to 10 (‘completely satisfied”). The mean score for
each drug and the frequency of positive/negative ratings were
then determined according to the following interpretation: 0-3
points: “Poor,” 4-6 points: “Fair,” 7-8 points: “Good,” and 9-10
points: “Very good.” Satisfaction scores for different class I1C
AADs were censored if the physician previously indicated that
they had not used the drug, since physicians often selected the
answer “0” in the absence of experience with AADs, leading
to a significant underestimation of the values for propafenone
and flecainide.

Descriptive statistics were applied to determine the mean
and standard deviation, as well as the calculation of kurtosis and
skewness for the mean satisfaction scores of class IC AADs.
Percentages were used to assess response frequency in the
ETERNITY population. Comparisons were made by determining
the two-tailed p-value using a two-sample t-test with unequal
variances, while percentages were compared using the method
of alternative variation. For each question, the actual number of
responses was considered in both the general analysis and the
comparative analysis, with a p-value of <0.05 considered statis-
tically significant. Calculations were performed using statistical
software within Microsoft® Excel® for Microsoft 365 MSO (version
2501, build 16.0.18429.20132).

Results

A total of 104 questionnaires were completed. Three ques-
tionnaires were censored because the respondents did not con-
firm that they were physicians managing patients with rhythm/
conduction disorders. One questionnaire was censored because,
apart from the first section of questions, the respondent did not
provide answers to any questions in Sections Il-IV, making it
entirely non-informative regarding the subject of the study. Con-
sequently, the final analysis included data from 100 completed
questionnaires.

Questions of Section I. Section | focused on the general char-
acteristics of the physicians who participated in the survey. The
sample primarily consisted of cardiologists conducting outpatient
consultations (Table 1).

Questions of Section IlI. Section Il focused on general ques-
tions regarding the prescription of class IC AADs (Table 2). The
majority of respondents (54.1 %) reported that they prescribe
class IC AADs “quite often”. Among these drugs, ethacizine was
the most frequently used (56.8 %).

The most common indications for which physicians prescribed
class IC AADs included AF and the combination of ventricular and
supraventricular rhythm disturbances (Table 2).

Further clarifying questions were asked about the main class
IC AADs, allowing for the creation of individual profiles for each
drug, facilitating convenient comparison (Table 3). The primary
reasons for prescribing ethacizine included personal positive
experience (48.8 %), followed by publications, reports, and
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Table 1. Section | questions. General information about ETERNITY study respondents

Questions and answers (n) Abs. %
1. Please confirm that you are a physician and manage patients with rhythm and conduction disorders (n = 100)
Yes 100 100
2. Country where you work (n = 100)
Ukraine 100 100
3. Your specialty (choose one, or add not listed) (n = 100)
Internal medicine doctor 15 15
General practitioner 23 23
Cardiologist 60 60
Other 2 2
4. Specify the type of facility where you work (n = 100)
Inpatient 25 25
Outpatient 66 66
Emergency department 3 3
Other 6 6

recommendations from scientists (15.5 %), and its additional
cholinolytic effect (14.3 %). For propafenone, the three main
reasons for its prescription were positive personal experience
(37.1 %), its inclusion in European and national guidelines, and
its additional beta-blocking effect. Conversely, flecainide was
primarily chosen for its availability in European and national
guidelines, positive experiences with its use, its lack of effect on
the autonomic nervous system, and its effectiveness in managing
life-threatening ventricular rhythm disturbances. In summary, a
key factor in selecting both propafenone and flecainide was their
endorsement in European and national guidelines.

The primary reasons for not prescribing a specific class
IC AAD were more similar (Table 2). Interestingly, among the
reasons for non-prescription, the proarrhythmic effect was
cited most frequently for flecainide (6.9 %), slightly less for
propafenone (6.6 %), and not mentioned at all for ethacizine.
Furthermore, the difference between ethacizine and the other
two drugs was statistically significant in favour of ethacizine
(see Tables 2, 3).

About one in five physicians prescribe class IC AADs in
hospitals when possible, occasionally administering them in out-
patient settings under ECG monitoring. Moreover, 48.9 % mainly
or exclusively prescribe these medications in outpatient settings,
while 14.9 % do not initiate therapy themselves but continue
treatment already prescribed by another specialist.

The results of the physicians’ evaluations of the three class IC
AADs indicated that ethacizine received the highest satisfaction
score, significantly surpassing that of propafenone (p = 0.014).
Although the score for ethacizine was quantitatively higher than
that for flecainide, this difference was not statistically significant.
Additionally, no significant difference was observed between the
scores for propafenone and flecainide (see Table 3). When the
scores were categorized into the gradations of “Poor” (0-3 points),

“Fair” (4-6 points), “Good” (7-8 points), and “Very Good” (9-10
points), all three drugs exhibited statistically similar distributions.
Nonetheless, some quantitative trends were noted: flecainide
performed slightly better in the “Good” category, while ethacizine
excelled in the “Very Good” category.

Further insights emerged from responses regarding the ap-
proaches to prescribing AADs and treating rhythm disturbances.
Despite a relatively widespread application of patient-oriented
management principles among the ETERNITY respondents, it is
interesting to note that 20 % of physicians believe their patients
fully trust them. This suggests that discussions about treatment
strategies may be considered unnecessary. Additionally, 3 %
of physicians indicated that patients often make independent
decisions regarding adjustments to their AAD doses, similar to
the “pill-in-the-pocket” approach (Table 2).

Section Ill questions. The third section examined the use of
ethacizine regimens and consideration of the patient’s opinion in
its prescription (Table 4).

The most commonly reported daily dose of ethacizine among
ETERNITY respondents was 100 mg, with a preferred adminis-
tration frequency of twice daily. Among the respondents, 39.0 %
considered 50 mg to be the maximum single dose of ethacizine,
while 92.2 % reported using doses up to 100 mg. Additionally,
7.8 % of respondents have an experience of prescribing single
doses exceeding 100 mg.

Section IV questions. Section IV questions examined the use of
ethacizine as a pharmacological strategy for cardioversion AF (Table 5).

Among the respondents, 52.23 % reported using ethacizine
for this purpose. Furthermore, 54.8 % incorporated ethacizine into
aregimen similar to the “pill-in-the-pocket” approach for manag-
ing other rhythm disturbances. The vast majority of respondents
found the approach similar to the “pill-in-the-pocket”, but applied
to ethacizine, sufficiently effective (Fig. 1).
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Table 2. Answers to Section Il questions. General questions regarding class IC drugs

Questions and answers (n) Abs. %

1. How often do you prescribe class IC AADs to patients with rhythm disturbances? (n = 98)

Quite often 53 54.1
Sometimes 22 224
Rarely 18 18.4
In exceptional cases 5 51

2. Which class IC AAD do you personally prescribe most frequently? (n = 95)

Ethacizine 54 56.8
Propafenone 26 274
Flecainide 15 15.8

3. Which class IC drugs have you never prescribed and have no personal experience with? (multiple choice possible) (n = 70)

Ethacizine 13 18.6
Propafenone 24 34.3
Flecainide 43 61.4

4. What is the most frequent indication for which you prescribe class IC AADs (choose one, most frequent)? (n = 99)

Atrial fibrillation 43 434
Other supraventricular rhythm disturbances 6 6.1
Rhythm disturbances with accessory pathways 3 3.1
Ventricular rhythm disturbances 13 131
Combination of ventricular and supraventricular rhythm disturbances 34 34.3

5. What is the most important reason why you choose ethacizine when prescribing class IC AADs (choose one, most important)? (n = 84)

Additional cholinolytic effect 12 14.3
Positive experience of prescribing 41 48.8
Few side effects 3 3.6
Stable pharmacokinetics not dependent on cytochrome P450 system 5 59
Publications, reports, scientists’ recommendations 13 15.5
Minimal number of drug interactions among class IC AADs 3 3.6
Availability for patients through reimbursement programs in my country 3 36
Lack of effect of other drugs 1 1.1
Other 3 3.6

6. What is the most important reason why you choose propafenone when prescribing class IC AADs (choose one most important)? (n = 70)*

Additional beta-sectioning effect 17 24.3
Inclusion in European and national guidelines 18 25.7
Positive experience of prescribing 26 371
Publications, reports, scientists’ recommendations 5 71
Availability for patients through reimbursement programs in my country 2 29
Lack of effect of other drugs 1 14
Other 1 1.4
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Cont. of Table 2.

Questions and answers (n) Abs. %
7. What is the most important reason why you choose flecainide when prescribing class IC AADs (choose one most important)? (n = 56)
No effects on sympathetic/parasympathetic nervous system 8 14.3
Long half-life 3 53
Patients having life-threatening ventricular arrhythmias 8 14.3
Inclusion in European and national guidelines 17 30.4
Positive experience of prescribing 13 23.2
Publications, reports, scientists’ recommendations 6 10.7
Availability for patients through reimbursement programs in my country 0 0
Need to prescribe to children aged 12 years and older 0 0
Other 1 1.8
8. What is the most frequent reason why you do NOT prescribe ethacizine when there are indications for class IC AADs and prefer another
drug (choose one most frequent)? (n = 94)
Absence in European/national guidelines 12 12.8
Absence in reimbursement programme 6 6.4
Patient’s alcohol consumption 8 8.5
Too high cost 15 15.9
Presence of contraindications specific to ethacizine not applicable to other class IC drugs 14 14.9
Negative experience with use 2 2.1
Proarrhythmic effect of ethacizine 0 0
Advantages of another drug in a specific clinical situation 37 394
9. What is the most frequent reason why you do NOT prescribe propafenone when there are indications for class IC AADs and prefer another
drug (choose one most important)? (n = 91)
Absence in reimbursement programme 4 4.4
Too high cost 2 22
Asthma 9 9.9
Concerns regarding erectile function/fertility in men 1 1.1
Other contraindications specific to propafenone not applicable to other drugs 17 18.7
Negative experience with use 1 1.1
Adverse drug interactions 5 55
Proarrhythmic effect of propafenone 6 6.6
Advantages of another drug in a specific clinical situation 46 50.5
10. What is the most frequent reason why you do NOT prescribe flecainide when there are indications for class IC AADs and prefer another
drug (choose one most important)? (n = 87)
Absence in reimbursement programme 9 10.3
Too high cost 2 24
Other contraindications specific to flecainide not applicable to other drugs 15 17.2
Negative experience with use 1 12
Adverse drug interactions, including with psychotropic drugs 5 5.8
Proarrhythmic effect of flecainide 6 6.9
ISSN 2072-9367 CyuacHi MeanyHi TexHoAorii. T. 17, Ne 4(67), xoBTeHb - rpyaeHb 2025 p. 271
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Cont. of Table 2.

Questions and answers (n) Abs. %
Advantages of another drug in a specific clinical situation 33 37.9
CAST | study results 4 4.6
Ventricular arrhythmias not considered potentially life-threatening 12 13.7

11. Do you always initiate class IC AAD therapy in hospital under monitoring for possible proarrhythmic effect? (n = 94)*

Yes, always 13 13.8
If possible, sometimes | initiate therapy in outpatient settings with ECG monitoring 21 22.3
| initiate therapy predominantly in outpatient settings, but with ECG monitoring and management of proarrhythmic effect | 30 31.9
I initiate therapy in outpatient settings with small doses, if possible with ECG monitoring 16 17.0
I do not initiate, but continue therapy already prescribed by another specialist 14 14.9

12.  How would you rate your own satisfaction (efficacy/safety) with ethacizine on a 10-point scale (0 — extremely dissatisfied, 10 — extremely
satisfied)? (n = 84)

Poor (0-3) 1 12
Fair (4-6) 16 19.0
Good (7-8) 37 441
Very good (9-10) 30 35.7
Mean score * standard deviation 79+18

13.  How would you rate your own satisfaction (efficacy/safety) with propafenone on a 10-point scale (0 — extremely dissatisfied, 10 — extremely
satisfied)? (n = 75)

Poor (0-3) 4 53
Fair (4-6) 23 30.7
Good (7-8) 30 40.0
Very good (9-10) 18 240
Mean score + standard deviation 72+20

14. How would you rate your own satisfaction (efficacy/safety) with flecainide on a 10-point scale (0 — extremely dissatisfied, 10 — extremely
satisfied)? (n = 57)

Poor (0-3) 0 0
Fair (4-6) 13 22.8
Good (7-8) 31 54.4
Very good (9-10) 13 22.8
Mean score + standard deviation 75+14

15. To what extent do you consider the patient’s opinion when prescribing class IC AADs in your clinical practice (multiple answers possible)?

(n=100)

| necessarily discuss the drug prescription, and for planned therapy, agree on the strategy and treatment plan 60 60.0
| consider the patient's wish to also use the drug for SR restoration in AF as “pill-in-the-pocket” 46 46.0
| consider the patient’s concerns, and if necessary change the treatment approach/drug at the patient’s request 9 9.0
Most often the patient trusts the physician and there is no need to discuss treatment approaches, drug choice, or regimen | 21 21.0
| discuss only the “pill-in-the-pocket” approach and, with consent, suggest checking efficacy and safety in hospital 20 20.0
Often the patient, without consulting the physician, decides to change the dose or use the drug as “pill-in-the-pocket” |3 3.0

*: For marked questions, the sum of percentages when assessing the frequency of answer options may differ from 100 % by 0.1, which is due to the rounding of
the obtained values.
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Table 3. Profiles of class IC AADs available in Ukraine, analysed in ETERNITY

prescribed, %

Indicators Ethacizine Propafenone Flecainide

Mean satisfaction 79+18 72120 75114

score £ SD p1=0.014 p1=0.159
p2=0.222

Poor, % 12 53 0*

Fair, % 19.0 30.7 22.8

Good, % 441 40.0 54.4

Very good, % 35.7 240 22.8

Class IC AAD most 56.8 274 15.8

frequently prescribed, %

Class IC AAD never 18.6 34.3 61.4

Top 3 main reasons for
prescription

Positive experience 48.8 %,
Publications/reports/
recommendations 15.5 %
Additional cholinolytic effect 14.3 %

Positive experience 37.1 %,
Inclusion in European/national
guidelines 25.7 %,

Additional beta-sectioning effect

Inclusion in European/national
guidelines 30.4 %,

Positive experience 23.2 %

Absence of effects on autonomic
nervous system and presence of life-
threatening ventricular arrhythmias
(14.3 % each)

Proarrhythmic effect as
main reason for non-
prescription, %

6.6

6.9

p-values depended on the number of responses for each question. p1: comparison with ethacizine, p2: comparison with propafenone; *: p compared with ethacizine
<0.05; #: p compared with propafenone <0.05.

Table 4. Section Ill: General questions on ethacizine use

Questions and answers (n) Abs. %
1. What is the most frequent daily dose of ethacizine you prescribe? (n = 83)
50 mg 16 19.3
100 mg 45 54.2
150 mg 20 241
200 mg 2 24
2. What is the most frequent dosing frequency of ethacizine in your practice? (n = 84)
Once daily 7 8.3
Twice daily 52 61.9
Three times daily 24 28.6
Four times daily 1 1.2
3. What is the highest single dose of ethacizine you have prescribed? (n = 77)
50 mg 30 39.0
75mg 4 5.2
100 mg 37 48.0
125 mg 2 26
150 mg 4 52
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Cont. of Table 4.

Questions and answers (n) Abs. %
4. To what extent do you take into account the patient’s opinion when prescribing ethacizine in your clinical practice (multiple choice
possible)? (n = 84)
| necessarily discuss the drug prescription, and for planned therapy, agree on the strategy and treatment plan 52 61.9
| consider the patient’s wish to also use the drug for SR restoration in AF as “pill-in-the-pocket” 24 28.6
| consider the patient's concerns, and if necessary change the treatment approach /drug at the patient's request 14 16.4
Most often the patient trusts the physician and there is no need to discuss treatment approaches, drug choice, or regimen | 26 31.0
| discuss only the “pill-in-the-pocket” approach and, with consent, suggest checking efficacy and safety in hospital 7 8.3
Often the patient, without consulting the physician, decides to change the dose or use the drug as “pill-in-the-pocket” |2 24
Table 5. Section IV questions: Use of ethacizine for pharmacological cardioversion in AF
Questions and answers (n) Abs. %
1. Have you ever prescribed/your patients ever used ethacizine as “pill-in-the-pocket” approach for AF? (n = 92)
Yes 48 522
No 44 47.8
2. Have you ever prescribed/your patients ever used ethacizine in a single high dose (as “pill-in-the-pocket” approach) for the treatment of
other rhythm disturbances? (n = 93)
Yes 51 54.8
No 42 452
3. Ifyou answered positively to the previous question, which other rhythm disturbances were treated with a single high (100 mg) dose of
ethacizine (multiple answers possible)? (n = 51)
Supraventricular rhythm disturbances 25 49.0
Ventricular rhythm disturbances 33 64.7
Rhythm disturbances associated with accessory pathways 5 9.8
Rhythm disturbances associated with vagotonia 16 314
Rhythm disturbances related to gastrointestinal pathology (e.g., cholecystocardiac syndrome) 7 13.7
4.  If you have experience with ethacizine in the “pill-in-the-pocket” regimen, how do you evaluate its efficacy for SR restoration in AF?
(n=45)*
Very effective 1 244
Rather effective 28 62.2
Fair 6 13.3
Rather ineffective 0 0
Ineffective 0 0
5. If you have experience with ethacizine in the “pill-in-the-pocket” regimen, how do you evaluate its efficacy for SR restoration in AF
compared with flecainide/propafenone? (n = 43)*
Better than propafenone/flecainide 8 18.6
Rather better than propafenone/flecainide 17 39.5
On the same level as propafenone/flecainide 12 27.9
Rather worse than propafenone/flecainide 5 11.6
Worse than propafenone/flecainide 1 2.3
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Cont. of Table 5.

Questions and answers (n) Abs. %
6. If you have experience with ethacizine as the “pill-in-the-pocket” approach, why was it chosen instead of flecainide or propafenone
(choose the most important)? (n = 53)
Because the patient independently decided to use ethacizine in this regimen during paroxysm, as he/she was already | 15 28.3
receiving it for planned treatment
Because this drug was recommended by another specialist after proving efficacy and safety in this regimen 16 30.2
Because | personally prefer this drug in this regimen and recommended it to the patient 20 3r.7
Other 2 3.8
7. What is the usual dose when using ethacizine as “pill-in-the-pocket” in your practice? (n = 57)
50 mg 19 33.3
75mg 4 7.0
100 mg 33 57.9
125 mg 0 0
150 mg 1 1.8
8. What is the highest dose of ethacizine in the “pill-in-the-pocket” regimen you have used/observed in your practice? (n = 59)
50 mg 3 5.1
75mg 2 34
100 mg 38 64.4
125 mg 4 6.8
150 mg 12 20.3
9. What s the lowest dose of ethacizine in the “pill-in-the-pocket” regimen you have used/observed in your practice? (n = 59)
25mg 14 237
50 mg 45 76.3
75 mg 0 0
Other 0 0
10. Have you ever prescribed/your patients ever used fractional administration of ethacizine for SR restoration in AF (a prolonged regimen of
low doses at short intervals)? (n = 91)
Yes 29 31.9
No 62 68.1
11. What was the reason for fractional administration of ethacizine for SR restoration in AF? (n = 30)
To increase the probability of SR restoration by increasing the daily dose, i.e., did not consider it as “pill-in-the- 10 333
pocket”
Side effects of the drug at a 100 mg dose 1 33
Attempt to avoid increased risk of proarrhythmic effect 17 56.7
Bradycardia 2 6.7
12. What was the efficacy of fractional administration of ethacizine for SR restoration in AF? (n = 30)
Ineffective 1 3.3
Weaker efficacy than the standard dose 11 36.7
Effective 16 53.3
As effective as a standard high dose 2 6.7
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Cont. of Table 5.

Questions and answers (n) Abs. %

13. Which side effects did you most frequently observe with the use of ethacizine as “pill-in-the-pocket” for SR restoration in AF? (n = 48)
Proarrhythmic effect (appearance of rhythm and conduction disturbances) 4 8.3
Ocular symptoms (accommodation disorders, diplopia) 1 21
Neurological symptoms (dizziness, vertigo, balance disorders during abrupt head turns) 9 18.8
Did not observe significant side effects influencing patient management 27 56.2
Prolongation of QRS interval without rhythm disturbances and blocks 7 14.6

14. Did the side effects observed with the use of ethacizine as “pill-in-the-pocket” influence your and the patient’s decision regarding
continuation of this drug for SR restoration? (n = 47)

Yes, | revised the therapy and chose another drug/strategy 8 17.0
Yes, | reduced the single dose 6 12.8
Yes, | decided to try fractional administration of smaller doses at short intervals 10 21.3
No, side effects were minor and did not require therapy modification 23 48.9

15. Do you support the feasibility of introducing ethacizine into national guidelines as “pill-in-the-pocket” for SR restoration in AF based on
your own experience and studies of such use, including 2024 data obtained in Ukraine (presented at the 25th National Congress of
Cardiologists)? (n = 91)*

Yes, definitely support 35 38.5
Yes, but only in cases of vagus-associated rhythm disturbances 14 15.4
Rather support 18 19.8
Difficult to answer 12 13.2
Rather do not support 3 3.3
Do not support 6 6.6
In our country, this strategy has already been introduced into the national standard for this indication 3 3.3

*: for marked questions, the sum of percentages when assessing the frequency of answer options may differ from 100 % by 0.1, which is due to the rounding of the
obtained values.

How do you evaluate the efficacy of How do you evaluate the efficacy of
ethacizine used as “pill-in-the-pocket” for ethacizine used as “pill-in-the-pocket” for
SR restoration in AF SR restoration in AF compared with flecainide/propafenone
(if you have such experience)? (if you have such experience)?
9 2,3%
133% 116 % ° 186 %

24,4 %

4
27.9% 39,5%

62,2 %

m Very effective m Rather effective m Better than P/F m Rather better than P/F

m Fair m Rather ineffective m On the same level as P/F m Rather worse than P/F

m Ineffective = Worse than P/F

Fig. 1. Answers to questions 4 and 5 of Section IV. P = propafenone; F = flecainide. The sum of percentages when assessing the frequency
of answer options may differ from 100 % by 0.1, which is due to the rounding of the obtained values.
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Discussion

In this survey, 61.4 % of respondents indicated that they had
never prescribed flecainide, and more than one-third had no
personal experience with propafenone. This observation aligns
with previous data regarding the popularity of class IC AADs in
Ukraine [16]. Interestingly, similar trends have been observed in
Latvia, where ethacizine is commonly prescribed to maintain SR
after cardioversion for paroxysmal AF [16,17,18,19].

Unexpectedly, only 13.8 % of respondents reported that they
always initiate therapy with class IC AADs in an inpatient setting,
as recommended [3,7,8,9].

Among the main reasons for using ethacizine specifically
for pharmacological cardioversion in AF, 28.3 % of respondents
indicated patients’ decision who were already receiving ethacizine
as part of their planned treatment [14]. When considering the
maximum dose for this clinical scenario [11,12], most physicians
opted for ethacizine 100 mg (64.4 %), while 27.1 % prescribed a
maximum dose exceeding 100 mg in their practice.

Interestingly, nearly one-third of respondents employed a
discrete (fractional) regimen of ethacizine when restoring SR
during AF episodes: a prolonged regimen of low doses at short
intervals. Commonly used regimens included:

1. 50 mg at 2-hour intervals three times (totalling 150 mg)

2.75 mg + 25 mg after 2 hours (totalling 100 mg)

3. 50 mg + 50 mg after 1 hour (totalling 100 mg)

The rationale behind the fractional use of ethacizine during
AF episodes was to minimize the risk of a proarrhythmic effect.
Furthermore, one-third of respondents increased the daily dose to
enhance the likelihood of restoring SR in AF, without considering
this strategy a “pill-in-the-pocket” approach. This approach is now
also recommended by Ukrainian experts in arrhythmology [11,12].

More than half of the respondents recognized the discrete
regimen of ethacizine administration during AF episodes for SR
restoration as effective. Additionally, 6.7 % considered it equally
effective as a single high dose, following the “pill-in-the-pocket”
approach, while 36.7 % deemed this regimen less effective.

When administering high doses of ethacizine for SR restora-
tion in AF, physicians generally did not observe significant side
effects that required modifications to therapy (56.2 %). However,
18.8 % of respondents reported neurological symptoms related
to ethacizine use, including dizziness, vertigo, and balance dis-
turbances during abrupt head turns. Side effects such as rhythm
and conduction disturbances were noted by 8.3 % of respondents,
and 16.6 % observed a prolongation of the QRS interval without
the development of blocks. Most respondents indicated that side
effects occurring during the use of high doses of ethacizine for SR
restoration in AF were minor and did not lead to changes in patient
management strategies (48.9 %). In case of more prominent
side effects, 21.3 % of physicians opted for a discrete regimen
of ethacizine administration, 12.8 % reduced the drug dose, and
17 % modified the strategy or switched to a different drug.

Regarding the question, “Do you support the feasibility of in-
troducing ethacizine into national guidelines as ‘pill-in-the-pocket’
for SR restoration in AF based on your experience and studies
of such use?” the most common response was “Yes, definitely
support” (38.5 %). Overall, 73.7 % of respondents positively

evaluated this offer, while 9.9 % confidently opposed it. Interest-
ingly, 3.3 % indicated that ethacizine has already been included
in the national standard for this indication, which is true but new
information 2025 [11,12].

Study Limitations

The main limitation of this study is its subjective nature, as
respondents may have expressed personal opinions and beliefs
that are not objective measures. Some may have avoided answer-
ing certain questions or intentionally provided overly positive or
negative answers (respondent “pleasers” or “deniers” [20]). The
Hawthorne effect may also come into play, causing participants
to respond in a manner they believe aligns with the researchers’
expectations since they were informed about the survey’s focus
on ethacizine. To encourage objectivity, participants were asked
at the beginning of the survey to respond as honestly as possible.
However, misunderstandings did occur when physicians indicated
they had never prescribed a drug yet still provided evaluations.
Therefore, data censorship was applied to ensure that physicians
without experience could not offer assessments. The kurtosis
and skewness indicators confirmed the parametric nature of the
satisfaction data, thus minimizing significant systematic errors
associated with subjective responses.

The regional proportions of the survey respondents were
neither established nor analyzed, since such an analysis would
not affect the predefined objectives of the study. During the survey,
high mobility of doctors remained both within Ukraine and as a
result of leaving the country, therefore, for the researchers, the
fundamental point was that the respondent doctor still practices
in Ukraine.

Conclusions

The ETERNITY survey successfully achieved its objective
of identifying actual conditions for the use of class IC AADs, par-
ticularly ethacizine, in managing AF patients in Ukraine — both
for long-term therapy and acute episodes.

1. The physicians involved in the ETERNITY population most
frequently prescribe ethacizine among class IC AADs, while nearly
two-thirds of respondents had never prescribed flecainide. The
primary reasons for prescribing ethacizine are clinical factors,
such as personal experience and its additional cholinolytic effect,
whereas for propafenone and flecainide, adherence to European
guidelines influenced physician decisions. Ethacizine received a
significantly higher satisfaction rating compared to propafenone,
with the highest frequency of “very good” evaluations.

2. More than half of the respondents report experience us-
ing ethacizine for SR restoration in AF, and 27.1 % sometimes
use a single maximum dose greater than 100 mg. Every fourth
respondent mentioned that patients already receiving ethacizine
sometimes chose regimens similar to the “pill-in-the-pocket” ap-
proach during AF onset without the doctor’s consent.

3. Almost one-third of the respondents apply a discrete
regimen of ethacizine for SR restoration in AF (several doses at
shortintervals but at lower amounts). Thus, it is more appropriate
to use the term “pharmacological cardioversion in a single-dose
or discrete regimen” instead of “pill-in-the-pocket,” as both ap-
proaches are utilized in actual clinical practice.
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4. In conclusion, 73.7 % of respondents expressed support
for incorporating ethacizine into national guidelines as a treatment
for SR restoration in AF.

Prospects for further research. The authors recommend
planning a series of high-quality multicentre studies to assess the
efficacy of ethacizine, especially in comparison to other class IC
AADs for maintaining and restoring SR in patients with paroxys-
mal or persistent AF. These studies should specifically evaluate
the optimal dosing regimens for SR restoration when employing
a strategy similar to “pill-in-the-pocket” or using fractional dosing.
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