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Abstract

Despite the relatively low incidence of Brugada syndrome (BrS) globally, the risk of sudden cardiac death remains alarmingly high,

reaching rates of up to 28%. According to current clinical guidelines, implantable cardioverter defibrillators (ICDs) are recommended

for high-risk patients. Meanwhile, pharmacological interventions must be used as a backup owing to the limited access to ICDs by

eligible patients. Cilostazol, an adenosine uptake inhibitor and phosphodiesterase III inhibitor, has been suggested to reduce the risk of

ventricular arrhythmias in BrS patients by stabilizing the action potential dome and lowering the epicardial-to-endocardial repolarization

gradient, consequently decreasing the probability of phase II re-entry. However, the effectiveness of cilostazol in this situation has been

questioned due to the existence of contradictory results from different case reports. Thus, this literature review aims to synthesize current

evidence regarding the potential of cilostazol to lower the risk of ventricular arrhythmias in patients with BrS.
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1. Introduction

Brugada syndrome (BrS) is an autosomal dominant
genetic condition characterized by coved ST-segment ele-
vation and T-wave inversion in the right precordial leads,
increasing the risk of sudden cardiac death (SCD) from ven-
tricular tachyarrhythmia [1]. A meta-analysis conducted
by Vutthikraivit et al. [2] indicated a worldwide preva-
lence of BrS at 0.5 per 1000 individuals (95% CI: 0.3-0.7),
with the greatest prevalence recorded in Southeast Asia (3.7
per 1000, 95% CI: 0.7-6.7) and the lowest in North Africa
(0 per 1000). Despite its low incidence, BrS constitutes
up to 28% of sudden cardiac death cases [3]. Numerous
factors of sudden cardiac death in Brugada syndrome pa-
tients have been found and verified using meta-analyses.
These encompass spontaneous coved-type ST-segment ele-
vation in the right precordial leads [type I Brugada electro-
gram (ECG) pattern], a history of syncope, affirmative elec-
trophysiological studies, and distinct electrocardiographic
parameters (e.g., first-degree atrioventricular block, frag-
mented QRS, wide QRS complex, S wave in lead I, aVR
sign, early repolarization in the inferolateral region, atrial
fibrillation, Tpeak-Tend dispersion, Tpeak-Tend interval,
and the (Tpeak-Tend)/QTc ratio) [4—10].

The American Heart Association (AHA) and the Eu-
ropean Society of Cardiology (ESC) have recently rec-
ommended that high-risk BrS patients have implanted
cardioverter-defibrillators (ICDs); however, access to ICDs
is still limited, particularly in the least developed countries
[11,12]. Only 12% of 3240 ICD-eligible patients in Asia

who participated in the survey had received an ICD. In-
donesia used ICDs at the lowest rate of 1.5%, while Japan
used them at the highest rate of 52.5% [13]. In these set-
tings, pharmaceutical treatment emerges as a vital option.
At present, Quinidine is the most well researched antiar-
rhythmic agent for BrS and has class Ila recommendations
for pharmacological intervention [12]. Nonetheless, the ac-
cessibility of these medications remains constrained. In
contrast, cilostazol, a phosphodiesterase I1I and adenosine
uptake inhibitor, is an accessible medication that has been
suggested as a possible option for mitigating arrhythmoge-
nesis in BrS patients [14]. Despite its promise, research
on cilostazol has shown contradictory findings about its ef-
ficacy in reducing ventricular arrhythmias in BrS patients
[15-18]. Moreover, existing clinical recommendations do
not yet recognize cilostazol as a recommended therapeutic
choice for BrS [11,12]. This literature review seeks to syn-
thesize the existing information about the pleiotropic effects
of cilostazol and its mechanisms of action in mitigating the
risk of sudden cardiac death in individuals with BrS.

2. Pharmacokinetics of Cilostazol

Cilostazol is a potent and targeted phosphodiesterase
(PDE) 3A inhibitor.  When taken orally, it is eas-
ily absorbed, and when taken with a high-fat meal,
absorption is greatly enhanced. @ The drug has un-
even absorption and is primarily broken down by Cy-
tochrome P450 3A4 (CYP3A4) and Cytochrome P450
3A5 (CYP3AS) in the liver, with Cytochrome P450 2C19
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(CYP2C19) playing a minor role. Active metabolites
3,4-dehydrocilostazol (OPC-13015) and 4'-trans-hydroxy-
cilostazol (OPC-13213) are produced by this metabolic pro-
cess [19]. With extended treatment, the active metabolites
of cilostazol nearly double their baseline levels, reaching
steady-state concentrations after a few days. Its half-life is
approximately 10 to 13 hours. Cilostazol usually has a ther-
apeutic plasma concentration of 3 &= 5 uM. The kidneys re-
move most metabolites, accounting for roughly 75% of total
drug clearance [20].

Mallikaarjun et al. [21] did an experimental study
to see how cilostazol affected people with very bad kid-
ney problems (creatinine clearance 0.3 £ 1.6 L/h (5 £ 25
mL/min)). On days 1 and 8, participants took 50 mg of
cilostazol every day. On days 2 through 7, they took it
every other day. The results showed that the Cmax and
AUCO-12h values were 29% and 39% lower, respectively,
than those of healthy people. However, these differences
were not statistically significant (p = non-significant). The
drug concentrations in different groups with different renal
functions were not very different. This means that cilosta-
zol and its metabolites work the same way no matter how
well your kidneys work [21].

Bramer and Forbes [22] did a randomized controlled
study to look at how a single 100 mg dose of cilosta-
zol affected the pharmacokinetics in 12 patients with liver
problems (10 with mild problems and 2 with severe prob-
lems) and 12 healthy controls. The study found that there
was not much of a difference in protein binding between
healthy people and people with liver problems (95.2% vs.
94.6%). Compared to controls, patients with hepatic dys-
function had much lower medication clearance and to-
tal urine metabolite excretion. The pharmacokinetics of
cilostazol and its metabolites in people with mild to mod-
erate liver damage were similar to those in healthy people,
which means that this group does not need to change their
doses. However, doctors should be careful when giving
cilostazol to people with moderate to severe liver damage
[22].

3. Pharmacodynamics of Cilostazol

Cilostazol is a potent and selective inhibitor of phos-
phodiesterase III, which suppresses the degradation of
cyclic adenosine monophosphate (cAMP). This inhibition
leads to increased cAMP levels in platelets, cardiomy-
ocytes, and vascular smooth muscle cells, resulting in
platelet aggregation inhibition, enhanced inotropic and
chronotropic effects, and vasodilation, respectively [21].
Additionally, cilostazol exhibits pleiotropic effects, includ-
ing lipid-modulating and antimitogenic properties [20]. Re-
ported side effects of cilostazol include headache, diarrhea,
palpitations, and edema. However, while there is a theoret-
ical risk of bleeding associated with cilostazol, studies have
demonstrated no significant difference in bleeding risk be-
tween the cilostazol group and the control group [23]. The

detailed mechanisms of cilostazol’s actions are outlined in
Fig. 1.

4. Effect of Cilostazol on Cardiomyocytes

By stopping phosphodiesterase III, cilostazol raises
cAMP levels in cardiomyocytes. More cAMP acts as a
second messenger, causing protein kinase A (PK-A) to add
phosphate groups to the sarcoplasmic reticulum and L-type
calcium channels. This causes calcium to leave the sar-
coplasmic reticulum and enter the cell, which raises the
amount of calcium inside the cell and has a positive in-
otropic effect [20]. Cone ef al. [24] found that cilostazol
stops adenosine from being taken up by cardiomyocytes,
smooth muscle cells in the coronary arteries, and endothe-
lial cells. The median effective dose was 10 puM. This
lowers the levels of intracellular adenosine triphosphate
and adenine derivatives, which has a positive effect on the
heart’s rhythm [24].

5. Effect of Cilostazol on Vascular Smooth
Muscle Cells

Phosphodiesterase III inhibition and adenosine reup-
take inhibition are the two ways that ciclostazol produces
its vasodilatory effects. Inhibition of phosphodiesterase
III raises cAMP levels in vascular smooth muscle cells,
which in turn reduces the activity of myosin light chain
kinase (MLCK). Myosin light chains (MLC) are dephos-
phorylated as a result of this inhibition, which lessens vas-
cular smooth muscle contraction and increases vasodila-
tion. Further adenosine binding to its receptors on vascular
smooth muscle cells is facilitated by the adenosine reup-
take inhibitory effect, which also increases cAMP produc-
tion and adenylyl cyclase activity, leading to further vasodi-
lation [20].

6. Other Pleiotropic Effects of Cilostazol

Cilostazol elevates cAMP levels in platelets by in-
hibiting phosphodiesterase III and adenosine absorption,
hence augmenting prostaglandin E1 (PGE1) synthesis and
mitigating shear stress-induced platelet aggregation (SIPA)
[20,25,26].

Cilostazol also favourably affects plasma lipopro-
teins by reducing total cholesterol, triglycerides, lipopro-
tein(a), and apolipoprotein B, while increasing high-density
lipoprotein (HDL) and apolipoprotein A1, without affecting
low-density lipoprotein levels [27,28]. Lastly, cilostazol ef-
ficiently reduces vascular stenosis by targeting P-selectin
and heparin-binding epidermal growth factor-like growth
factor (HB-EGF), which are critical mediators of mitogen-
esis and vascular proliferation [19,29,30].

7. Drug Interactions of Cilostazol

When used in conjunction with standard antiplatelet
medication, cilostazol provides significant benefits without
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Fig. 1. The pleiotropic effect of cilostazol. cAMP, cyclic adenosine monophosphate; ATP, adenosine triphosphate; MLCK, myosin

light chain kinase; MLC, myosin light chains; PGE1, prostaglandin E1; HDL, high-density lipoprotein.

raising the risk of bleeding. According to a number of stud-
ies, cilostazol and other antiplatelet medications do not sub-
stantially raise the risk of bleeding; instead, they lower the
risk of ischemic events in patients with peripheral artery
disease, coronary artery disease, and stroke [31-36]. The
combination of cilostazol and a prostacyclin analog syn-
ergistically enhances vasodilatory effects and significantly
improves the ankle-brachial index in patients with intermit-
tent claudication [37,38]. Concurrent use of cilostazol with
omeprazole and warfarin is considered safe [39,40]. Ery-
thromycin co-administration may greatly boost cilostazol’s
efficacy [41].

8. The Pathogenesis of Brugada Syndrome

Right bundle branch block, ST-segment elevation, and
an elevated risk of sudden cardiac death are the hallmarks of
BrS, which were initially discovered by the Brugada broth-
ersin 1992 [42]. Asymptomatic presentations to syncope or
sudden cardiac death are among the clinical manifestations
of BrS. Coved ST-segment elevation with T-wave inversion
in the right precordial leads is the defining ECG character-
istic of BrS [1].

The pathophysiology of BrS has been linked to loss-
of-function mutations in the Sodium Voltage-Gated Chan-
nel Alpha Subunit 5 (SCN5A4) gene, which codes for the a-
subunit of the NaV1.5 sodium channel. The inward sodium
current’s peak is lowered and the upstroke of phase 0 of the
cardiac action potential is slowed when the NaV1.5 sodium
channel malfunctions, causing delayed activation and pre-
mature inactivation [43].
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Additional genetic mutations, including those
in Sodium Voltage-Gated Channel Alpha Subunit-10
(SCN10A) [44,45], Sodium Voltage-Gated Channel Beta
Subunit 2 (SCN2B) [46], Potassium Voltage-Gated Chan-
nel Subfamily D Member 3 (KCND3) [47], and Calcium
Voltage-Gated Channel Auxiliary Subunit Alpha2delta 1
(CACNA2DI) [48] have also been associated with BrS.
These genes encode the a-subunit of the NaV1.8 sodium
channel, the [-subunit of the NaV1.5 sodium channel,
the transient outward potassium current (Ito), and the
late calcium current (ICa), respectively. The net result
of these mutations is a reduction in inward sodium and
calcium currents, coupled with an increase in transient
outward potassium current, which contributes to the
electrophysiological abnormalities observed in BrS [1].

The repolarization hypothesis and the depolarization
hypothesis are the two primary theories proposed to explain
the cellular mechanisms behind BrS [49,50]. According to
the repolarization hypothesis, BrS results from an imbal-
ance between the transient outward potassium current (Ito)
and the inward sodium (INa) and calcium (ICa) currents,
particularly in the right ventricle’s epicardial layer as op-
posed to the endocardial layer. The action potential dome
is lost in the ventricular epicardium but remains intact in the
endocardium due to the observed imbalance, which causes
a noticeable notch during phase 1 of the action potential in
the epicardium. This phenomenon raises the risk of phase
II reentry and ventricular tachyarrhythmia by causing ST-
segment elevation and transmural dispersion of repolariza-
tion (epicardial-endocardial gradient) [49-51].
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According to the depolarization hypothesis, conduc-
tion delays in the right ventricular outflow tract (RVOT)
are caused by a decrease in inward sodium current, which
leads to BrS. Late potentials found in BrS patients are of-
ten associated with conduction delay. It is thought that the
conduction heterogeneity seen in the RVOT plays a major
role in arrhythmogenesis [49,50].

The majority of ventricular arrhythmias in BrS pa-
tients occur at night, suggesting that nighttime sympatho-
vagal imbalance plays a major role in their occurrence. In-
creased vagal tone and decreased sympathetic tone are char-
acteristics of the imbalance [52,53].

This hypothesis is supported by a study by Krit-
tayaphong et al. [53], which found that, in comparison
to controls, BrS patients had significantly different night-
time average heart rates, average standard deviation of nor-
mal RR intervals (ASDNN), and standard deviation of nor-
mal RR intervals (SDNN). This indicates that there was a
notable sympathovagal imbalance during the night, as ev-
idenced by the decreased heart rate variability seen in BrS
patients.

According to an experimental study by Wichter ef al.
[54], 47% of BrS patients had reduced uptake of the nore-
pinephrine analogue [123I]m-iodobenzylguanidine (1231-
MIBG), particularly in the inferior and septal regions of the
left ventricular wall. This observation suggests decreased
sympathetic activity and impaired presynaptic adrenergic
function [54]. Krittayaphong et al. [53] observed that the
low-frequency component of heart rate variability in BrS
patients at night was significantly lower than that in asymp-
tomatic BrS patients and controls (2.77 4+ 0.4 vs. 3.02 +
0.3 vs. 3.04 + 0.3, p = 0.024), indicating reduced sympa-
thetic activation in BrS patients. According to the results,
a marked reduction in adrenergic activity at night causes a
marked increase in sympathovagal imbalance in BrS.

Enhanced vagal tone results in increased acetylcholine
synthesis, subsequently activating inhibitory G proteins.
This activation inhibits adenylate cyclase activity, leading
to a decrease in intracellular cAMP concentrations [55—
57]. Reduced sympathetic activation concurrently inhibits
phospholipase C-coupled G proteins, leading to decreased
phospholipase C activity and a reduction in the conversion
of phosphatidylinositol 4,5-bisphosphate (PIP2) to inosi-
tol 1,4,5-trisphosphate (IP3). This restricts calcium release
from the sarcoplasmic reticulum. Furthermore, diminished
sympathetic stimulation leads to a decrease in stimulatory
G protein activity, which further inhibits adenylate cyclase
and results in reduced intracellular cAMP levels [55,56].
Reduced intracellular cAMP levels in myocardial cells de-
crease calcium influx, leading to a diminished action po-
tential dome in the right ventricular epicardium. This es-
tablishes a transmural voltage gradient that enhances ST-
segment elevation in BrS patients, consequently heighten-
ing their vulnerability to ventricular arrhythmia [58].

9. Mechanisms Underlying Cilostazol’s Role
in Mitigating Ventricular Arrhythmia Risk
in Brugada Syndrome

Cilostazol is essential in mitigating the risk of ventric-
ular arrhythmia in patients with BrS due to its phosphodi-
esterase III inhibitory properties. Cilostazol increases in-
tracellular cAMP levels, thereby enhancing calcium release
from the sarcoplasmic reticulum and facilitating calcium in-
flux into myocardial cells. This process increases intracel-
lular calcium levels, reinstating the action potential dome in
right ventricular epicardial cells, which normalizes the ST
segment and suppresses ventricular arrhythmias [20,52,59].
The experimental study by Szél et al. [14] validated this
hypothesis, demonstrating that cilostazol restored the ac-
tion potential dome in the right ventricular epicardium and
reduced ST-segment elevation. This effect inhibited phase
2 reentry and successfully prevented ventricular tachycar-
dia/ventricular fibrillation (VT/VF) in all examined right
ventricular preparations (6 of 6 preparations, 100%) [14].
Similarly, a case report by Agac et al. [18] reported that
cilostazol administration in a BrS patient led to the spon-
taneous conversion of a type I Brugada ECG pattern to a
type III pattern by reducing ST-segment elevation in the
right precordial leads, successfully preventing ventricular
arrhythmias during a 10-month follow-up.

Cilostazol also inhibits adenosine uptake, leading
to reduced levels of adenosine triphosphate (ATP) and
adenine derivatives in myocardial cells. The reduction
activates ATP-sensitive potassium channels (IK, ATP),
thereby accelerating repolarization. This leads to positive
chronotropic effects and an increase in heart rate [20,52,59].
Lee et al. [60] presented a case report indicating that over-
drive pacing at a rate of 90 beats per minute with a dual-
chamber implantable cardioverter-defibrillator effectively
suppressed ST-segment elevation in a patient with Brugada
syndrome, thereby preventing ventricular arrhythmias over
an 8-month follow-up period.

Cilostazol’s positive chronotropic effect theoretically
inhibits the transient outward potassium current (Ito),
thereby reducing ST-segment elevation and the risk of ven-
tricular arrhythmia in BrS patients [20,52,59]. Case reports
by Tsuchiya et al. [17] and Agag et al. [18] confirmed
that cilostazol administration resulted in an increase in heart
rate of approximately 10 and 20 beats per minute, respec-
tively. Cilostazol effectively prevented ventricular arrhyth-
mias during follow-up periods of 13 and 10 months, respec-
tively [17,18]. Fig. 2 illustrates the detailed mechanism of
cilostazol’s action in BrS.

10. Case Reports on the Use of Cilostazol in
Brugada Syndrome Patients

Currently, four case reports have documented the ap-
plication of cilostazol in patients with BrS, as outlined in Ta-
ble I (Ref. [15-18]). Two case reports indicated successful
termination of ventricular tachyarrhythmia after administe-
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Table 1. Case reports of cilostazol utilization in patients with Brugada syndrome.

Author (year), country

Patient profile

High risk features of SCD

Management

Outcomes

Tsuchiya et al. (2002),
Japan [17]

A 67-year-old man with
frequent episodes of co-
nvulsion during sleep a-
nd no structural heart d-

isease was detected

-Syncope

-Type I Brugada ECG pattern

-Positive EPS

-ICD implantation
-Cilostazol 200 mg/day

-Five episodes of VF within 9 days following ICD implantation prior cilostazol adm-
inistration

-Recurrence of VF episodes after 5 days of administration of low-dose cilostazol (100
mg/day)

-No syncope and No recurrence VF episodes and shock delivery from the ICD during
the follow-up of within 13 months of administration of cilostazol 200 mg/day

Abud et al. (2006), A-
rgentina [16]

A 30-year-old man with
recurrent episodes of s-

yncope

-Syncope

-Type I Brugada ECG pattern

-Atrial fibrillation

-ICD implantation
-Cilostazol 200 mg/day

Four episodes of VF after 11 months of administration of cilostazol 200 mg/day

Agag et al. (2014), T-
urkey [18]

A 26-year-old man with
recurrent episodes of sy-
ncope and no structural
heart disease was detect-
ed

-Syncope

-Type I Brugada ECG pattern
-Early repolarization pattern in lateral leads

-ICD implantation

-Cilostazol 100 mg twice daily

-Four episodes of polymorphic VT within one week following ICD implantation
-The ECG was converted from type I to type III Brugada ECG pattern and the disap-
pearance of early repolarization pattern in lateral leads after 2 days of administration
of cilostazol 100 mg twice daily

-No syncope and no recurrence of VF episodes and ICD shock within 10 months of
administration of cilostazol 100 mg twice daily

Shenthar et al. (2017),
India [15]

A 54-year-old man with
recurrent syncope

-Syncope

-Type I Brugada ECG pattern

-Atrial fibrillation

-ICD implantation

-Cilostazol 100 mg twice daily
-Oral quinine 300 mg thrice daily

-One episode of VF dan 9 episodes of VT within four years of administration of cilo-
stazol 100 mg twice daily

-Two episodes of monomorphic VT and 5 episodes of non-sustained polymorphic VT
after 3 months of administration of combination of cilostazol 100 mg twice daily and
oral quinine 300 mg thrice daily

-No syncope and no recurrent VI/VF after 4 months of administration of oral quinine
300 mg thrice daily alone

ECQG, electrocardiography; ICD, implantable cardioverter defibrillator; EPS, electrophysiology study; VT, ventricular tachycardia; VF, ventricular fibrillation; mg, milligram.
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ring cilostazol at a dosage of 100 mg twice daily [17,18].
Tsuchiya et al. [17] found that episodes of ventricular fibril-
lation (VF) continued despite administration of a low dose
of cilostazol (100 mg/day). Increasing the dose to 200
mg/day led to the cessation of syncope and VF episodes
during a 13-month follow-up period [17]. Agag et al. [18]
reported that cilostazol administered at a dosage of 200
mg/day effectively prevented syncope and ventricular fib-
rillation episodes for a duration of 10 months.

All patients in these reports demonstrated high-risk
characteristics for significant arrhythmic events, including
syncope and type I Brugada ECG patterns. Two patients
reported by Abud et al. [16] and Shenthar ef al. [15] ex-
perienced malignant arrhythmias despite receiving cilosta-
zol. Both patients exhibited atrial fibrillation (AF), which
serves as an additional risk factor for significant arrhythmic
events. Kewcharoen et al. [6] conducted a meta-analysis
revealing that AF significantly increased the risk of major
arrhythmic events in BrS patients, with a pooled odds ra-
tio of 2.37 (95% confidence interval: 1.36—4.13, p =0.002,
12 = 40.3%). Additionally, case series conducted by Igbal
et al. [61] and Letsas et al. [62] demonstrated that BrS
patients continued to face an increased risk of sudden car-
diac death, even after conversion of AF to sinus rhythm.
Multiple hypotheses have been suggested to elucidate the
relationship between atrial fibrillation and ventricular ar-
rhythmias in Brugada syndrome. Initially, atrial fibrillation
may decrease refractoriness in ventricular muscle, promot-
ing rapid ventricular rates that can lead to ventricular tach-
yarrhythmia. Secondly, atrial fibrillation’s irregular rhythm
may provoke proarrhythmic effects via a short-long-short
electrical pattern [63,64]. Third, particular mutations in
the SCN5A gene at the atrial level may predispose patients
with Brugada syndrome to both ventricular tachycardia and
atrial fibrillation, thereby elevating the risk of sudden car-
diac death [65].

Cilostazol has been proposed to reveal hidden atrial
fibrillation. A randomized controlled trial conducted by
Aoki et al. [66] indicated that cilostazol serves as a signifi-
cant and independent predictor of new-onset atrial fibrilla-
tion (OR 2.672, 95% CI: 1.205-5.927, p = 0.016). Cilosta-
zol elevates intracellular cyclic adenosine monophosphate
(cAMP) levels, resulting in increased intracellular calcium
concentrations. This mechanism enhances sinus node auto-
maticity and elevates heart rate, which may activate latent
atrial fibrillation. AF was observed in patients reported by
Abud et al. [16] and Shenthar et al. [15] after cilostazol ad-
ministration. This elucidates the increased risk of ventricu-
lar arrhythmia and the restricted effectiveness of cilostazol
in such instances.

Additional factors may also influence the risk of ven-
tricular arrhythmias in patients with Brugada syndrome.
Genotypic variations can lead to unique electrophysiolog-
ical substrates that exhibit varying sensitivities to antiar-
rhythmic drugs [67,68]. Since cilostazol primarily exerts its
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effects through calcium channels, BrS patients with SCNSA
mutations, which predominantly impair sodium current,
may not experience the same therapeutic benefit as those
with calcium channel mutations, such as those involving
the CACNA2D1 gene. Therefore, genetic testing in BrS pa-
tients should be considered in future studies evaluating the
efficacy of cilostazol in preventing ventricular arrhythmias
in this population. Furthermore, autonomic influences and
various biological factors, including body temperature, can
induce dynamic alterations in the arrhythmic substrate of
BrS patients [69,70].

11. Conclusion

Cilostazol is an accessible medication characterized
by its pleiotropic effects and limited drug interactions. In
patients with BrS, the dual mechanisms of adenosine uptake
inhibition and phosphodiesterase III inhibition are linked to
a lower risk of ventricular arrhythmias. Cilostazol has been
shown in two case reports to effectively prevent ventric-
ular arrhythmias in Brugada syndrome patients. Accord-
ing to two more case reports, cilostazol does not prevent
ventricular arrhythmias because it may reveal latent atrial
fibrillation, increasing the risk of arrhythmic events in pa-
tients with BrS. When ICD and quinidine are unavailable
or contraindicated, 100 mg of cilostazol twice daily may be
used as a therapeutic alternative for BrS patients; however,
each patient’s risks and benefits must be carefully consid-
ered. Further observational studies and randomized con-
trolled trials are required to validate cilostazol’s effective-
ness in decreasing the risk of ventricular arrhythmia in BrS
patients.
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