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Idiopathic Premature Ventricular Contractions From the Outflow Tract Display an Underlying Substrate That Can Be Unmasked by a Type 2 Brugada Electrocardiographic Pattern at High Right Precordial Leads
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Background: Patients with premature ventricular contractions (PVCs) from the right ventricular outflow tract (RVOT) and apparently normal hearts, can have ST elevation similar to type 2 or type 3 Brugada pattern in the electrocardiographic (ECG) performed at a higher position. Cardiac magnetic resonance (CMR), has shown conflicting data regarding existence of structural abnormalities in patients with idiopathic PVCs from the RVOT.

Objective: Our aim was to evaluate the prevalence of low voltage areas (LVAs) in the RVOT of patients with PVCS from the outflow tract, and in a control group. Secondly, assess for the presence of a non-invasive ECG marker.

Methods: A 56 consecutive patients, 45 with frequent PVCs (>10000/24 h) LBBB, vertical axis, negative in aVL and 11 subjects without PVCs. Arrhythmogenic right ventricular cardiomyopathy was ruled out in all patients. An ECG was performed with V1–V2 at the level of the second intercostal space and the presence of ST-segment elevation with a Type 2 or 3 Brugada pattern (Type 2 BrP) was assessed. Bipolar voltage map of the RVOT was performed in sinus rhythm (0.5–1.5 mV color display). Areas with electrograms <1.5 mV represented the LVA. The area adjacent to the pulmonary valve usually displays voltage between 0.5 and 1.5 mV and is classified as transitional-voltage zone. Presence of LVAs outside this transitional-voltage zone were estimated. We compared two groups with and without ST-segment elevation and tested for the association between ECG pattern and LVAs.

Results: None of the patients in the control group had ST-segment elevation or LVAs. In the PVC group, no patient had type 1 Brugada pattern, 29 patients (64%) had type 2 or 3 ST-segment elevation (Type 2 BrP), and 28 (62%) had LVAs outside the transitional-voltage zone. LVAs were more frequent in patients with Type 2 BrP; 93% versus 4%, p < 0.0001. The ECG pattern was associated with the presence of LVAs, OR (95% CI): 202.50 (16.92–2423), p < 0.0001.

Conclusion: Low voltage areas were frequently present in the RVOT of patients with idiopathic PVCs. They were absent in controls and can be unmasked by the presence of Type 2 BrP in high right precordial leads.
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INTRODUCTION

Idiopathic premature ventricular contractions (PVCs) arise from the outflow tracts in more than 80% of cases, more frequently the right ventricular outflow tract (RVOT) (Lerman, 2015). Cardiac magnetic resonance (CMR) imaging studies have shown conflicting data regarding the existence of structural abnormalities in the RVOT of those patients. Initial studies documented the presence of localized wall bulging, focal wall thinning or fatty replacement in a high percentage of patients (Globits et al., 1997). However, most recent studies using electrocardiographic (ECG) gating and imaging with late gadolinium enhancement (LGE) have shown absence of pathological findings in patients with idiopathic RVOT PVCs (Markowitz et al., 2014).

Detection of myocardial fibrosis can be assessed non-invasively with CMR using LGE (Bing and Dweck, 2019) but its detection depends on the type of fibrosis, whether replacement or interstitial fibrosis. In the initial phases of non-ischemic cardiomyopathy for instance, although a certain degree of diffuse fibrosis may be present, it goes undetected by LGE techniques and may be detected by T1 mapping (Puntmann et al., 2016).

Previous studies have shown presence of low voltage areas (LVAs) in the RVOT of patients undergoing catheter ablation of frequent PVCs despite normal CMR (Yamashina et al., 2009; Furushima et al., 2012; Letsas et al., 2019; Parreira et al., 2019a, b). These findings may suggest the presence of an underlying substrate too subtle to be identified by CMR techniques (Santangeli et al., 2011). The Brugada syndrome, caused by an inherited sodium channelopathy, is diagnosed in patients with Type 1 ST elevation, spontaneous or after drug provocation, at the standard or high position, and in patients with baseline Type 2 pattern that converts to Type 1 with drug provocation (Antzelevitch et al., 2005, 2017; Bayés de Luna et al., 2012; Priori et al., 2015). Patients with PVCs from the RVOT and apparently normal hearts can have ST elevation at V1 obtained at the level of the second intercostal space (ICS) similar to type 2 or type 3 Brugada patterns (Parreira et al., 2019b). That ECG pattern was associated with the presence of LVAs in the RVOT.

The aim of this study was to evaluate the prevalence of both the ST-segment elevation at high right ventricular leads and that of LVAs in the RVOT, in idiopathic patients with frequent PVCS from the outflow tracts and in a control group. Secondly, estimate the value of ST-segment elevation as a non-invasive ECG marker of low voltage in the RVOT.



MATERIALS AND METHODS


Patient Population

From 2016 to 2020, we retrospectively studied consecutive patients with symptomatic idiopathic frequent PVCs (>10000/24 h) with a LBBB, vertical axis, negative in aVL that were referred for catheter ablation by the same operator. Patients that did not undergo electroanatomical voltage map of the RVOT in sinus rhythm were excluded. The study was carried out in two hospitals. All patients underwent transthoracic echocardiography, including 2-dimensional, M-mode, and Doppler study and standard 12-lead ECG. A second ECG was obtained with the right ventricular leads at the level of the second ICS. A treadmill exercise test was performed if symptoms appeared or were aggravated by exercise. All patients with PVCs had a CMR with Gadolinium to exclude the presence of RVOT anomalies.

Arrhythmogenic right ventricular cardiomyopathy was ruled out according to the Task Force Criteria (Marcus et al., 2010). A 24-h Holter recording was performed before ablation and the number of PVCs per 24 h and the presence of episodes of non-sustained ventricular tachycardia (NSVT), defined as >3 PVCs in a run were assessed. Patients with evidence of conduction delays, electrical diseases or abnormal QRS morphology, as well as patients with previous ablation were excluded.

A control group of consecutive patients without PVCs, that underwent catheter ablation of supraventricular tachycardias since 2019 and agreed to have a voltage map of the RVOT performed in sinus rhythm was also studied.



Study Design

We retrospectively assessed the presence of ST-segment elevation at the level of the second ICS, in patients with PVCs and in controls. According to the J-Wave syndromes expert consensus conference report (Antzelevitch et al., 2017) three different types of ST-segment elevation described as Brugada-type ECG patterns, may be observed during ECG recording: type 1 has a coved ST segment elevation ≥2 mm, negative T wave and no isoelectric separation of T wave; type-2 has a saddleback appearance with an ST segment elevation of ≥2 mm, a trough displaying >1 mm ST elevation and then either a positive or biphasic T wave; type 3 has either a saddleback or coved appearance with an ST-segment elevation of <1 mm. Type 2 and type 3 ECG are not diagnostic of the Brugada syndrome. The ST-segment elevation observed in our patients was classified according to the above classification. Patients were divided in two groups according to the presence of an ST-segment elevation similar to any of the patterns described above. Both groups with and without ST-segment elevation were compared regarding demographic and clinical characteristics, echocardiographic ECG and 24 Holter data and electroanatomical mapping and ablation data. The association between the presence of ST-segment elevation and presence of LVAs was analyzed.



Standard 12-Leads ECG and High Right Precordial Leads ECG

The ECG was performed with standard paper speed and calibration. After a standard 12-lead ECG recording the ECG was repeated, with V1 and V2 leads placed in the second ICS and maintaining the other lead’s position. The duration of the QRS in sinus rhythm and the precordial transition of the sinus and ectopic beats, defined as the precordial lead where the QRS changes from predominately negative to predominately positive and the R/S ratio becomes >1 were assessed in the standard ECG both in sinus rhythm and during the PVC. The presence of T wave inversion beyond V1 was evaluated in standard and high right precordial leads ECG.

The ST-segment elevation was measured at the take-off point of the QRS-ST and the morphology of the ST segment was analyzed. All ECG recordings were evaluated by two independent reviewers blinded to the result of the voltage map.



Electroanatomic Mapping and Ablation

All patients underwent electroanatomical mapping with CARTO 3 (Biosense Webster) or EnSite Velocity (Abbott). With the former, all procedures were performed using the Niobe magnetic navigation system (Stereotaxis) working with the monoplane fluoroscopy system AXIOM Artis (Siemens) as previously described (Parreira et al., 2013). An irrigated tip Navistar RMT Thermocool catheter (Biosense Webster) was used with a 3.5-mm distal tip electrode and a 2-5-2 interelectrode distance. With the EnSite Velocity system all procedures were done manually with the monoplane fluoroscopy system BV Pulsera (Philips) and using an irrigated tip Therapy Cool Path or FlexAbility catheter (Abbott) with a 4-mm distal tip electrode and a 1-4-1 interelectrode distance. The ablation catheter was introduced via the femoral vein, manually advanced to the right atrium and then automatically advanced to the His bundle and RVOT in the magnetic navigation system patients or manually in the EnSite patients, under fluoroscopic guidance. The ablation catheter was then placed at multiple sites on the endocardial surface of the RVOT. The 12-lead surface ECGs and intracardiac electrograms were recorded simultaneously by a digital multichannel system, filtered at 30–300 Hz for bipolar electrograms and at 0.05–525 Hz for unipolar electrograms, displayed at 100 mm/s speed. Two maps were created, a voltage bipolar map in sinus rhythm and an activation map during the PVC. In sinus rhythm the electrograms were analyzed in regard of their amplitude and the information was used to generate a 3-dimensional electroanatomical voltage map of the RVOT, with the electrophysiologic information, color-coded and superimposed on the geometry. The color display for voltage mapping ranged from purple, representing electroanatomical normal tissue (amplitude ≥1.5 mV), to red, representing electroanatomical scar tissue (amplitude <0.5 mV). LVAs were defined as areas with bipolar electrograms with an amplitude <1.5 mV. The level of RVOT/pulmonary valve junction was thoroughly determined based on electroanatomical voltage mapping by passing the catheter into the pulmonary artery and slowly withdrawing it to the RVOT. The voltage above the pulmonary valve is usually less than 0.5 mV. The area immediately below the level of the pulmonary valve displays intermediate colors, corresponding to a bipolar voltage between 0.5 and 1.5 mV, defined as the transitional-voltage zone (Yamashina et al., 2009). Presence of LVAs outside the transitional-voltage zone, were assessed.

The activation map was created by mapping several points during each PVCs while using a surface ECG lead as reference. The ablation site was selected based on the earliest endocardial activation time with a QS pattern at the unipolar electrogram and confirmed by the pace mapping that provided at least 11 out of 12 pace matches between paced and spontaneous PVCs. Energy was delivered from an EP Shuttle RF generator (Stockert) between the distal electrode of the ablation catheter and a cutaneous patch, for up to 120 s, to a maximum temperature of 43°C and a power output limit of 50 W. When the application was ineffective, additional applications were delivered to sites adjacent to the earliest activation site. During ablation, light sedation with midazolam (bolus) or remifentanil (continuous perfusion) was administered when needed. Success was defined as abolition of PVCs under isoprenaline infusion until 30 min after ablation. All the intracardiac electrograms were reviewed by two senior electrophysiologists blinded to the results of the ECG.



Statistical Analysis

All analyses were performed using SPSS statistical software, version 25.0 (SPSS, Inc., Chicago, IL, United States). Data is presented as median and lower and upper quartile (Q1–Q3) for continuous variables and as absolute numbers and percentages for categorical variables. Continuous variables were compared with the use of Mann Whitney test for independent samples. Categorical variables were compared with the use of two-side Fischer’s exact-test or the chi square test as appropriate for independent samples and with the McNemar test for related samples. Univariable logistic regression analysis and calculation of the respective odds ratios (OR) and 95% confidence intervals (CI) was used to evaluate the discriminative power of ST-segment elevation as a marker of LVA in the RVOT. The performance of ST-segment elevation as a diagnostic test including the positive and negative predictive value as well as specificity and sensitivity was based on 2 × 2 contingency table and chi square test. For all tests a p value <0.05 was considered as statistically significant.



Ethics

All patients signed the informed consent form and the study was approved by the Ethical Committee of both hospitals. The study is in compliance with the Helsinki Declaration.



RESULTS


Patient Population

Fifty six patients were enrolled, 45 patients with PVCs and 11 patients in the control group of whom eight underwent ablation of atrioventricular nodal reentrant tachycardia, two of accessory pathways and one of typical atrial flutter. Both groups did not differ in relation to age or gender (Table 1). Patients in the PVC group were more frequently on beta blocker therapy, 73% versus 9%, p < 0.0001.


TABLE 1. Baseline characteristics and comparison between PVC group and control group.

[image: Table 1]In the PVC group, all patients were symptomatic, 44 complained of palpitations, one patient had episodes of dizziness and five patients had a history of fainting, all typically vagal in nature. Two patients had family history of sudden death in one due to a myocarditis and in the other at the age of 64 years and preceded by chest pain. Physical examination, and transthoracic echocardiography, including 2-dimensional, M-mode, and Doppler echocardiography were normal and demonstrated normal right ventricle size and function. The CMR did not show evidence of RVOT abnormalities in any patient.

Twenty patients underwent treadmill exercise test and twelve (60%) had a reduction of PVC frequency with exercise. The 24-h Holter recording showed a high PVC burden with a median of 20000 (14000–24000)/24 h and NSVT in 10 patients (22%).



Standard 12 Lead ECG and High Right Precordial Leads ECG

The mean duration of the QRS was 82 (80–90) ms and three patients in the PVC group displayed T wave inversion beyond V1, not significantly different between the PVC and control group (Table 1).

Type 2 BrP ST-segment elevation was absent in the standard ECG in both groups. Eighteen patients displayed T wave inversion beyond V1 in the high ECG, which represents a six-fold increase in comparison with the standard ECG (p < 0.0001). No patient in the control group showed T wave inversion beyond V1 (Figure 1B).
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FIGURE 1. Standard 12-lead electrocardiographic (ECG) and high right ventricular leads ECG without ST elevation in a patient with PVCs (A) and in a control subject without PVCs (B). Normal voltage map without LVAs in the patient with PVCs (C) and in the control subject (D). PA, pulmonary artery. Indicating the transitional-voltage zone (white arrows).


An ST-segment elevation was present in V1 recorded at the second ICS, in 29 patients (64%) in the PVC group and was absent in the control group, p < 0.0001. The ST-segment elevation was coved-type but <1 mm in 27 patients (example in Figure 2A) and classified as type 3, and ≥2 mm but without the coved-type morphology in two (example in Figure 2B), classified as type 2. No definite type 1 pattern was observed. Types 2 and 3 were classified together as Type 2 BrP.
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FIGURE 2. Standard 12-lead ECG and high right ventricular leads ECG with Type 2 BrP (black arrows) in two patients with PVCs from the RVOT (A,B) and respective voltage map showing an area of low voltage outside the transitional-voltage zone (white arrows), in the septal wall [(C), black arrow] and in the free wall [(D), black arrow]. PA, pulmonary artery.




Comparison Between Patients With and Without Type 2 BrP in High Right Precordial Leads ECG

The characteristics of patients with and without Type 2 BrP are depicted in Table 2. There were no significant differences regarding demographic data, clinical variables, PVC burden or presence of NSVT or standard ECG measurements. However, on the ECG performed in the high position, patients with Type 2 BrP showed T wave inversion beyond V1 more frequently (45% versus 19%, p = 0.047).


TABLE 2. Baseline characteristics of patients with and Type 2 BrP in high right precordial leads.
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Electroanatomical Mapping and Ablation


PVC Group Versus Control Group

The electroanatomical mapping was successfully acquired in all patients, the median number of points per patient, collected in the RVOT to obtain the voltage map was 142 (98–300) and the results are displayed in Table 3. The number of points sampled was not significantly different between patients with PVCs and the control group, respectively 141 (102–300) versus 182 (120–317), p = 0.529. The electroanatomical system used in control group was predominantly Carto (90%), while in the PVC group it was used in approximately 50% of cases, p = 0.036. This occurred because Carto was the system used with Stereotaxis, our choice for mapping the RVOT in the control group due to safety issues.


TABLE 3. Electroanatomical mapping and ablation data.

[image: Table 3]In 40 patients the PVCs originated in the RVOT and in five the origin was in the left aortic cusp. Presence of LVAs outside the transitional-voltage zone were absent in all subjects from the control group (Figure 1) and present in 28 patients (62%) of the PVC group, p < 0.0001 (Figure 2).



Type 2 BrP as Risk Marker of Low Voltage Areas in Patients With PVCs

The number of points sampled for the RVOT map in the PVC group was 141 (102–300) not significantly different between patients with and without Type 2 BrP, respectively, 152 (104–313) versus 118 (99–190), p = 0.066 (Table 3). The electroanatomical system used was not significantly different in the two groups neither was the site of origin of the PVCs right versus left. Presence of LVAs outside the transitional-voltage zone were more frequent in the group with Type 2 BrP, 93% of cases versus 4%, p < 0.0001. The site of origin of the PVCs was in the LVA outside the transitional-voltage zone in 18 out of the 45 patients with PVCs (40%) (Figure 3). This percentage was significantly higher in patients with Type 2 BrP, respectively 59% of cases versus 4%, p = 0.001 (Table 3). The success rate was not significantly different in both groups. Type 2 BrP was a predictor of the presence of LVAs outside the transitional-voltage zone in the RVOT of patients with idiopathic PVCs, OR (95% CI) 202.50 (16.92–2423), p < 0.0001. The positive predictive value was 93%, negative predictive value 94%, sensitivity 96%, and specificity 88%.
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FIGURE 3. (A) Voltage map of the RVOT displaying low voltage area (white arrow). (B) Activation map of the same patient showing site of origin of the PVCs (black arrow) in the area of low voltage. RVOT, right ventricular outflow tract.




DISCUSSION

The first finding of this study was the presence of a Type 2 BrP in 64% of patients with PVCs, on the ECG performed at the level of the second ICS. According to the contemporary definition of Brugada syndrome, the diagnostic ECG displays a coved-type ST segment elevation of at least 2 mm in one or more leads among the right precordial leads V1 and/or V2 positioned in the fourth, third or second ICS (Priori et al., 2015; Antzelevitch et al., 2017). The reason for using these higher positioned V1–V2 in the diagnosis of Brugada syndrome, is their closer proximity to the RVOT, now known to be the origin of the disease (Brugada et al., 2018). That is the reason why we used these higher leads in the present study, to record the electric activity form the RVOT. None of our patients, had a type 1 Brugada pattern (Antzelevitch et al., 2017). We did not perform drug challenge in our patients and that is in accordance with the latest guidelines (Antzelevitch et al., 2017). There was not a clinical suspicion of Brugada Syndrome in any of the patients and for the same reason a genetical testing is also not recommended (Antzelevitch et al., 2017).

Previous studies have reported the prevalence of Type 2 BrP in the general population. Holst et al. (2012) studied 340 healthy subjects and reported an incidence of type 1, 2, and 3 Type 2 BrP on the second ICS, respectively 0, 3.3, and 7.1%. Another work registered similar results in 504 healthy male volunteer subjects. The authors found an incidence of type 1, 2, and 3 Type 2 BrP on 0.8, 2, and 7.5%, respectively (Hunuk et al., 2013). In a population of 491 collegiate athletes a type 2 or 3 Type 2 BrP was seen in 58 (11.8%), and no definitive type 1 was observed (Chung et al., 2014). The much higher incidence of a type 2 or 3 Brugada ECG pattern mostly type 3 in our PVC patients, and its absence in the control group, raises the hypothesis that the two may be associated. Although type 3 ST-segment elevation is no longer regarded as a typical ECG Brugada pattern (Antzelevitch et al., 2017), it was present in a high percentage of our patients and it is not a normal finding either. The term Brugada phenocopy was proposed to describe conditions that induce Brugada-like ECG manifestations in patients without true Brugada syndrome (Baranchuk et al., 2012) and this may be the case.

The second finding in our study was the increase in the percentage of patients with T wave inversion beyond V1 when the ECG was obtained at the level of the second ICS in comparison with the standard ECG position. The diagnosis of ARVC is sometimes difficult, and T wave inversion in V1–V2 is considered a minor criteria (Marcus et al., 2010). If we accept that the T wave inversion at a higher ICS could have a similar value, then the number of ARVC “possible” cases would increase (Marcus et al., 2010). Unlike the ST-segment elevation the presence of T wave inversion was not associated with the presence of LVAs.

The third finding in our study was the presence of LVAs outside the transitional-voltage zone, that was absent in subjects without PVCs. The bipolar voltage above the pulmonary valve is typically less than 0.5 mV or even less than 0.1 mV (Furushima et al., 2012) due to the absence or scarcity of myocardium at that level. The voltage progressively increases as the catheter is withdrawn to the RVOT. The area immediately below the pulmonary valve displays a voltage between 0.5 and 1.5 mV and is described as the transitional-voltage zone (Yamashina et al., 2009). The length of this area is variable and according to the authors, longer in patients with malignant arrhythmias than in those with a benign course. In our study the LVAs were outside the transitional-voltage zone, into the RVOT body. Their presence was not significantly different in patients with a RVOT or LVOT origin. Probably, these results are due to the small number of patients with PVCs from LVOT. However, we cannot rule out the possibility that the PVCs from any of the outflow tracts represent the same disease with different manifestations.

The presence of LVA in patients with idiopathic PVCs is not a recent finding. In fact, a high number of previous studies have already demonstrated this finding, either with conventional ablation catheters (Yamashina et al., 2009; Furushima et al., 2012; Parreira et al., 2019a, b) or recently, with the use of a multipolar catheter to obtain a high−density endocardial voltage mapping (Letsas et al., 2019). The bipolar voltage depends amongst other things on the recording electrode size and the interelectrode spacing. One may argue that with high density/high resolution mapping the results could be different. We found the presence of LVA outside the transitional-voltage zone in 28 out of 45 patients (62%). Letsas et al. (2019) mapped the RVOT of patients with idiopathic PVCs using a multipolar catheter with 2 mm electrodes for high density mapping (mean number of sampled points 1096.6 ± 322.3), and identified at least two low bipolar voltage areas less than 1 mV in 39 out of 44 patients (88%), a higher percentage than ours. These results prove that our high prevalence of LVAs is surely not the result of the lack of multipolar catheters. Those authors used an ablation strategy aiming at these LVAs in patients with low PVC burden as previously proposed by other group (Wang et al., 2016) with good success rates. The presence of LVAs did not match the results of the CMR in any of the studies. Detection of fibrosis using LGE has been well validated in ischemic cardiomyopathy and post-myocardial infarction, with an excellent agreement between CMR findings and the voltage map (Torri et al., 2019). However, that is not true for non-ischemic myocardiopathy. Myocardial fibrosis is a common final pathway in chronic myocardial disease but the type of interstitial fibrosis that occurs in the initial phases of non-ischemic myocardiopathy or ARVC is not reliably detected with LGE, and other techniques are being investigated (Puntmann et al., 2016; Bing and Dweck, 2019). On the other hand, we must not forget the true meaning of LVAs. In fact, low bipolar voltage is not synonyms of fibrosis. Bipolar voltage amplitude is influenced by many variables independently of the presence of fibrosis (Anter and Josephson, 2016). Boulos et al. (2005) studied the voltage map in patients with ARVC, normal subjects and idiopathic PVCs. They found a regional difference in the bipolar voltage throughout the right ventricle, and the RVOT displayed the lowest voltage (Boulos et al., 2005). However, it was well above the 1.5 mV cut-off value (mean 2.6 ± 0.4 mV) in normal subjects and significantly higher than the bipolar voltage in the dysplastic regions of patients with ARVC (0.60 ± 0.06 mV). So, independently of the points discussed above, the presence of LVAs in the middle of normal voltage areas, must be considered an abnormal finding and hopefully a target for ablation as anticipated by the high percentage of cases in whom the site of origin of the arrhythmia was in the LVA, respectively in 18 out of 28 patients (64%) of cases.

The last finding was the association of the Type 2 BrP at higher V1 with the presence of LVAs in patients with apparently normal hearts. We have previously reported this finding with a smaller number of patients, and some limitations namely, the absence of a control group and the fact that CMR was not performed in all patients (Parreira et al., 2019a). The present study confirmed those preliminary results and we were able to demonstrate that the Type 2 BrP in the second ICS was a predictor of LVAs. The remarkably high odds ratio and wide CI is due to an extremely low prevalence of LVA in the absence of Type 2 BrP (one patient) and extremely low prevalence of absent LVAs in patients with Type 2 BrP (two patients). Presence of fibrosis as well as reduced connexin-43 signal was described in the RVOT of autopsies of patients with Brugada syndrome. The authors find therefore plausible that Brugada syndrome may reflect a generalized disease of myocardial of the RVOT predisposing it to fibrosis (Nademanee et al., 2015). The role of fibrosis in Brugada syndrome is uncertain, and the clinical phenotype concomitant with cardiac fibrosis remains a matter of ongoing scientific investigation (Brugada et al., 2018). Recently, the presence of LVAs has been reported in the endocardium of the RVOT of patients with Brugada ECG pattern (Letsas et al., 2018). The authors studied 10 asymptomatic patients with spontaneous type 1 Brugada pattern using high density mapping and found abnormal unipolar and bipolar electrograms displaying areas of low voltage despite normal CMR. None of our patients display a type 1 Brugada pattern but the electrocardiogram performed in a higher position was not normal either. Thus, we may speculate that in RVOT arrhythmias the presence of LVAs may be a marker of a very early stage of disease, not detected by current imaging techniques.

Low voltage areas may be pointed as a possible target for ablation and Type 2 BrP may be used as a non-invasive marker.

This study has some limitations. First, two different mapping systems were used to obtain the voltage map, and patients in the control group were mostly mapped with Carto and Stereotaxis. Nevertheless, the association between the presence of a Type 2 BrP and LVAs was proved with both systems. Secondly, we only considered patients that had a map of the RVOT done, so some of the patients with PVCs that went directly to LVOT mapping were excluded, leaving a small number of patients with the site of origin in the LVOT. A high-density voltage mapping was not performed. The median number of sampled points was 142 (98–300), which could hardly be considered insufficient for such a small area as the RVOT, and as proved by the similar results obtained with high-density mapping (Letsas et al., 2019).

We did not perform angiography to assess the level of the pulmonary valve. However, the LVAs that were analyzed in this study, were outside the transitional-voltage zone. The true level of the pulmonary valve is irrelevant for the interpretation of the results. Regarding the pattern of ST elevation observed in our patients, despite being abnormal, is not considered as a diagnostic Brugada ECG pattern according to the latest guidelines. However, we did not expect our patients to have Brugada Syndrome and for this reason we did not pursue further investigation.

Finally, patients did not repeat the ECG in the second ICS to evaluate if Type 2 BrP persisted after successful PVC ablation.



CONCLUSION

In conclusion, LVAs outside the transitional-voltage zone were frequently present in the RVOT of patients with idiopathic PVCs from the outflow tract. Those were absent in controls and could be unmasked by the presence of Type 2 BrP in high right precordial leads. The site of origin of the PVCs were within the LVA in a high percentage of cases. Low voltage areas may be a potential target for PVC ablation and Type 2 BrP is an accurate non-invasive marker of LVAs.



DATA AVAILABILITY STATEMENT

The raw data supporting the conclusions of this article will be made available by the authors, without undue reservation.



ETHICS STATEMENT

The studies involving human participants were reviewed and approved by the Hospital da Luz Lisboa and Hospital Center of Setúbal. The patients/participants provided their written informed consent to participate in this study.



AUTHOR CONTRIBUTIONS

LP contributed to the conceptualization, methodology, and writing. LP, RM, PC, DM, JF, PAm, MF, and AF contributed to the investigation. RM, DM, FC, DC, RC, and PAd contributed to the reviewing. All authors contributed to the article and approved the submitted version.



FUNDING

This research did not receive any specific grant from funding agencies in the public, commercial, or not-for-profit sectors.



ACKNOWLEDGMENTS

The authors are grateful to Jose Venancio, Duarte Chambel, Silvia Nunes, and Ana Sofia Soares for their help in collecting data. This manuscript has been released as a pre-print at Authorea (Parreira et al., 2020).



REFERENCES

Anter, E., and Josephson, M. (2016). Bipolar voltage amplitude: what does it really mean? Heart Rhythm. 13, 326-327. doi: 10.1016/j.hrthm.2015.09.033

Antzelevitch, C., Brugada, P., Borggrefe, M., Brugada, J., Brugada, R., Corrado, D., et al. (2005). Brugada syndrome report of the second consensus conference. Circulation 111, 659–670. doi: 10.1161/01.CIR.0000152479.54298.51

Antzelevitch, C., Yan, G.-X., Ackerman, M., Borggrefe, M., Corrado, D., Guo, J., et al. (2017). J-Wave syndromes expert consensus conference report: emerging concepts and gaps in knowledge. Europace 19, 665–694. doi: 10.1093/europace/euw235

Baranchuk, A., Nguyen, T., Ryu, M., Femenía, F., Zareba, W., Wilde, A., et al. (2012). Brugada phenocopy: new terminology and proposed classification. Ann. Noninvasive. Electrocardiol. 17, 299–314. doi: 10.1111/j.1542-474X.2012.00525.x

Bayés de Luna, A., Brugada, J., Baranchuk, A., Borggrefe, M., Breithardt, G., Goldwasser, D., et al. (2012). Current electrocardiographic criteria for diagnosis of Brugada pattern: a consensus report. J. Electrocardiol. 45, 433–442. doi: 10.1016/j.jelectrocard.2012.06.004

Bing, R., and Dweck, M. (2019). Myocardial fibrosis: why image, how to image and clinical implications. Heart 105, 1832–1840. doi: 10.1136/heartjnl-2019-315560

Boulos, M., Lashevsky, I., and Gepstein, L. (2005). Usefulness of electroanatomical mapping to differentiate between right ventricular outflow tract tachycardia and arrhythmogenic right ventricular dysplasia. Am. J. Cardiol. 95, 935–940. doi: 10.1016/j.amjcard.2004.12.030

Brugada, J., Campuzano, O., Arbelo, E., Sarquella-Brugada, G., and Brugada, R. (2018). Present status of brugada syndrome JACC state-of-the-art review. J. Am. Coll. Cardiol. 72, 1046–1059. doi: 10.1016/j.jacc.2018.06.037

Chung, E., McNeely, D., Gehi, A., Brickner, T., Evans, S., Pryski, E., et al. (2014). Brugada-type patterns are easily observed in high precordial lead ECGs in collegiate athletes. J. Electrocardiol. 47, 1–6. doi: 10.1016/j.jelectrocard.2013.08.014

Furushima, H., Chinushi, M., Iijima, K., Izumi, D., Hosaka, Y., Aizawa, Y., et al. (2012). Relationship between electroanatomical voltage mapping characteristics and break-out site of ventricular activation in idiopathic ventricular tachyarrhythmia originating from the right ventricular out-flow tract septum. J. Interv. Card. Electrophysiol. 33, 135–141. doi: 10.1007/s10840-011-9623-8

Globits, S., Kreiner, G., Frank, H., Klaar, U., Frey, B., and Gössinger, H. (1997). Significance of Morphological Abnormalities Detected by MRI in patients undergoing successful ablation of right ventricular outflow tract tachycardia. Circulation 96, 2633–2640. doi: 10.1161/01.cir.96.8.2633

Holst, A., Tangø, M., Batchvarov, V., Govindan, M., Haunsø, S., Svendsen, J., et al. (2012). Specificity of elevated intercostal space ECG recording for the type 1 Brugada ECG pattern. Ann. Noninvasive. Electrocardiol. 17, 108–112. doi: 10.1111/j.1542-474x.2012.00499.x

Hunuk, B., Kepez, A., and Erdogan, O. (2013). Prevalence of Brugada-type electrocardiogram pattern by recording right precordial leads at higher intercostal spaces. Europace 15, 590–594. doi: 10.1093/europace/eus211

Lerman, B. (2015). Outflow tract ventricular arrhythmias: an update. Trends Cardiovasc. Med. 25, 550–558. doi: 10.1016/j.tcm.2015.01.011

Letsas, K., Efremidis, M., Vlachos, K., Asvestas, D., Takigawa, M., Bazoukis, G., et al. (2019). Right ventricular outflow tract low-voltage areas identify the site of origin of idiopathic ventricular arrhythmias: a high-density mapping study. J. Cardiovasc. Electrophysiol. 30, 2362–2369. doi: 10.1111/jce.14155

Letsas, K., Efremidis, M., Vlachos, K., Georgopoulos, S., Karamichalakis, N., Asvestas, D., et al. (2018). Right ventricular outflow tract high-density endocardial unipolar voltage mapping in patients with Brugada syndrome: evidence for electroanatomical abnormalities. Europace 20, 57–63. doi: 10.1093/europace/eux079

Marcus, F., McKenna, W., Sherrill, D., Basso, C., Bauce, B., Bluemke, D., et al. (2010). Diagnosis of arrhythmogenic right ventricular cardiomyopathy/dysplasia: proposed modification of the Task Force Criteria. Eur. Heart J. 31, 806–814. doi: 10.1161/circulationaha.108.840827

Markowitz, S., Weinsaft, J., Waldman, L., Petashnick, M., Liu, C., Cheung, J., et al. (2014). Reappraisal of cardiac magnetic resonance imaging in idiopathic outflow tract arrhythmias. J. Cardiovasc. Electrophysiol. 25, 1328–1335. doi: 10.1111/jce.12503

Nademanee, K., Raju, H., Noronha, S., Papadakis, M., Robinson, L., Rothery, S., et al. (2015). Fibrosis, connexin-43, and conduction abnormalities in the brugada syndrome. J. Am. Coll. Cardiol. 66, 1976–1986. doi: 10.1016/j.jacc.2015.08.862

Parreira, L., Cavaco, D., Reis-Santos, K., Carmo, P., Cabrita, D., Scanavacca, M., et al. (2013). Remote magnetic navigation for mapping and ablation of right and left ventricular outflow tract arrhythmias. Rev. Port Cardiol. 32, 489–495. doi: 10.1016/j.repce.2013.06.004

Parreira, L., Marinheiro, R., Carmo, P., Amador, P., Mesquita, D., Farinha, J., et al. (2019a). Isolated diastolic potentials as predictors of success in ablation of right ventricular outflow tract idiopathic premature ventricular contractions. PLoS One 14:e0211232. doi: 10.1371/journal.pone.0211232

Parreira, L., Marinheiro, R., Carmo, P., Amador, P., Teixeira, T., Cavaco, D., et al. (2019b). Premature ventricular contractions of the right ventricular outflow tract: upward displacement of the ECG unmasks ST elevation in V1 associated with the presence of low voltage areas. Rev. Port Cardiol. 38, 83–91. doi: 10.1016/j.repc.2018.06.010

Parreira, L., Marinheiro, R., Carmo, P., Mesquita, D., Farinha, J., Amador, P., et al. (2020). Idiopathic premature ventricular contractions from the outflow tract display an underlying substrate that can be unmasked by a Brugada electrocardiographic pattern at high right precordial leads. Authorea doi: 10.22541/au.158714076.62594216

Priori, S., Blomström-Lundqvist, C., Mazzanti, A., Bloma, N., Borggrefe, M., Camm, J., et al. (2015). ESC Guidelines for the management of patients with ventricular arrhythmias and the prevention of sudden cardiac death. Eur. Heart J. 36, 2793–2867. doi: 10.1093/eurheartj/ehv316

Puntmann, V., Peker, E., Chandrashekhar, Y., and Nagel, E. (2016). T1 mapping in characterizing myocardial disease a comprehensive review. Circ. Res. 119, 277–299. doi: 10.1161/circresaha.116.307974

Santangeli, P., Hamilton-Craig, C., Dello Russo, A., Pieroni, M., Casella, M., Pelargonio, G., et al. (2011). Imaging of scar in patients with ventricular arrhythmias of right ventricular origin: cardiac magnetic resonance versus electroanatomic mapping. J. Cardiovasc. Electrophysiol. 22, 1359-1366. doi: 10.1111/j.1540-8167.2011.02127.x

Torri, F., Czimbalmos, C., Bertagnolli, L., Oebel, S., Bollmann, A., Paetsch, I., et al. (2019). Agreement between gadolinium-enhanced cardiac magnetic resonance and electro-anatomical maps in patients with non-ischaemic dilated cardiomyopathy and ventricular arrhythmias. Europace 21, 1392–1399. doi: 10.1093/europace/euz127

Wang, Z., Zhang, H., Peng, H., Shen, X., Sun, Z., Zhao, C., et al. (2016). Voltage combined with pace mapping is simple and effective for ablation of non-inducible premature ventricular contractions originating from the right ventricular outflow tract. Clin. Cardiol. 39, 733-738. doi: 10.1002/clc.22598

Yamashina, Y., Yagi, T., Namekawa, A., Ishida, A., Sato, H., Nakagawa, T., et al. (2009). Distribution of successful ablation sites of idiopathic right ventricular outflow tract tachycardia. Pacing Clin. Electrophysiol. 32, 727-733. doi: 10.1111/j.1540-8159.2009.02358.x


Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2020 Parreira, Marinheiro, Carmo, Mesquita, Farinha, Amador, Ferreira, Fonseca, Costa, Cavaco, Caria and Adragão. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fphys-11-00969-t001.jpg
Demographic data

Age in years, median (Q1-Qa)

Male Gender, n (%)

Risk factors, history and medications
Hypertension, n (%)

Diabetes, n (%)

Syncope

Family history of sudden death
Beta blockers, n (%)

Standard 12 lead ECG

QRS duration in ms, median (Q1-Q3)
T wave inversion beyond V1, n (%)
Type 2 BrP, n (%)

High right precordial leads ECG
T wave inversion beyond V1, n (%)
Type 2 BrP, n (%)

24-h Holter Monitoring*

Number of PVCs, median (Q1-Q3)*
NSVT, n (%)*

Echocardiogram

LVEF in %, median (Q1—Qg)

Overall sample (n = 56)

50 (36-60)
23 (41)

~
=
@£

A N O W
RRCRCHG!
=

82 (80-90)
3(5)
0(0)

57 (56-60)

PVC group (n = 45)

48 (37-61)
20 (44)

6(13)
2(4)
5(11)
2(9)

33(79)

84 (80-90)
3(7)

20000 (14000-24000)
10 (22)

58 (56-60)

Control (n = 11)

50 (33-54)
3(27)

_koo_k_k
CRCECRCHC)

80 (79-82)
0(0)

58 (67-59)

p value

0.773
0.496

1.000
0.488
0.571
1.000
<0.0001

0.062
1.000

0.011
<0.0001

0.630

*In the PVC group. BrR Brugada electrocardiographic pattern; LVEF, left ventricular ejection fraction; NSVT, non-sustained ventricular tachycardia; PVC, premature

ventricular contractions.





OPS/images/fphys-11-00969-t002.jpg
Overall sample (n = 56) With Type 2 BrP (n = 29) Without Type 2 BrP (n = 27) p value

Demographic data

Age in years, median (Q1-Qs) 50 (36-60) 45 (35-60) 50 (36-60) 0.896
Male Gender, n (%) 23 (41) 13 (45) 10(37) 0.596
Patients with frequent PVCs, n (%) 45 (80) 29 (100) 16 (60) <0.0001
Risk factors, history and medications

Hypertension, n (%) 7(13) 3(10) 4(14) 0.700
Diabetes, n (%) 3(5) 19 2(7) 0.605
Syncope, n (%) 5(9) 19 4 (14) 0.185
Family history of sudden death, n (%) 3(5) 0(0) 3(11) 0.106
Beta blockers, n (%) 34 (61) 21 (72) 13 (48) 0.100
24-h Holter Monitoring*

Number of PVCs, median (Q1-Q3)* 20000 (14000-24000) 17595 (12774-24000) 20112 (15500-28500) 0.325
NSVT, n (%)* 10 (22 6 (21) 4 (25) 0.726
Standard 12 lead ECG

QRS duration in ms, median (Q1-Q3) 82 (80-90) 85 (80-90) 80 (80-90) 0.829
PVC precordial transition beyond V3, n (%)* 30 (68) 20 (69) 10 (63) 0.746
PVC transition earlier than SR, n (%)* 14 (31) 7 (24) 7 (44) 0.197
T wave inversion beyond V1, n (%) 3(5) 3(10) 0 (0) 0.237
High right precordial leads ECG

T wave inversion beyond V1, n (%) 18 (32) 13 (45) 5019 0.047
Echocardiogram

LVEF in %, median (Q1-Q3) 57 (56-60) 57 (56-60) 60 (56-64) 0.254

*In the PVC group. BrR Brugada electrocardiographic pattern; LVEF, left ventricular ejection fraction, NSV'T, non-sustained ventricular tachycardia; PVC, premature
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